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1.0 Introduction

This Report aims to drive vision and eye health up the list of public health priorities, raise awareness
of thetremendous legacy and potential of eye research, highlight the challenges facing eye research
including the critical need for greater investment and indeed provide added momentum to the debate
around increasing biotech ahibincubatorsupport for translanal research. It provides a snapshot

of the wide range of eye research ongoing in thead# further afieldnd points to the vital link

between laboratory work and positive clinical outcomes.

It not only makes the case for eye research as a majehstdkr and key influencer in the provision

of quality eye care but also justifies the position of eye research as an equal partner in delivering an
improved quality of life for the visually impaired alongside the provision of key services such as
accessile transport, disability benefitspunselling andehabilitation and social support.

This Report appears at a time when there is widespread concern over our growing and ageing
population with their associated health problems and the increasing pressuagplies to our eye
care infrastructure, resulting in greater patient demand, missed appointments and longer waiting
times.

It is also generally acknowledged that eye health is still a low priority for many Clinical

Commi ssioni ng Grgandpdespife € mdjestdd doublingbBithose with sight loss to
4m by 2040, the many and varied impacts experienced by those with sight loss, the cost to the
economy and the surveys indicating that over 80% of people say that sight is the one senestthey
fear losing.

Therefore, it is suggested that much more clinical leadership is required at local level as well as
greater collaboration between local eye health networks and commissioners alongside greater
collaboration and less duplication betweetumtary organisations to ensure that eye health and the
provision of eye care is given the top billing that it deserves.

It is equally important to look upstream of the eye clinics and hospitals to assess the past and ongoing
contribution that eye resedr continues to make in the fight against avoidable and unavoidable sight
loss.

This Report is confident in stating that eye research continues to be a world of discovery, innovation
and achievement which can undoubtedly assist in the development @dcameegystem that is safe,
efficient, effective, flexible, proactive, responsive, understanding, intelligible to patients and value for
money.

Over the last 50 years, eye research has delivered some vast improvements in our understanding of the
patterns ad processes of eye disease and produced step changes in detection, diagnosis and
prognosis, treatment and the rehabilitation of patients. However, it remains little understood amongst
policy makers, stakeholders, practitioners and providers within ege®ay the level of awareness

and understanding of sight loss needs to be greatly increased, but just as crucially the role that eye
research plays in the prediction, treatment and prevention of further sight loss, the enhancement of
remaining vision andhe restoration of sight must be proactively highlighted. In addition to this,
downstream of eye research, the urgent need to improve patient access and funding of eye care
services in the UK is having to compete with a range of increasingly pressingmsmeities and a

constant focus on historically prioritized diseases such as cancer and dementia.

With the scenarios outlined above, it is imperative that we continue to press the case for the need for a
sustainable and effective eye care systemthaticadn ock peopl e’ s potential ar
employment, improve quality of life, confidence and-sslfeem, expand social connectivity, avoid
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costs associated with falls and mental illness, boost productivity and deliver value for money.

However, in suppormf this, we must also continue to highlight the important role that eye research

can play in educating up practitioners and related healthcare professionals, the crucial position that
eye research holds in support of such an eye care system and thelioktluatween eye research

and follow on reduced pressures in secondary care, shorter waiting times and improved patient access
to appropriate assistive technology, swifter and safer procedures, positive clinical outcomes and
generally improved eye healttWe believe that the current agebund breakingesearch examples
contributedby leading researchers, clinician scientists and developers featured in this Report help in
this regard.
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2.0 Understanding the patterns and
processes of disease

Understanding the patterns and processes of disease is a fundamental prerequisite for delivering
sustainable, effective and ceafficient treatments, providing long term benefits to patients and cost
savings to the health care system. The aliitiglentify the drivers of disease and new therapeutic
targets, create opportunities for earlier and preventative therapeutic interventions and alternative
treatments, predict the onset and rate of disease progression and gauge the way in which individual
patients may react to treatments are all crucial weapons in the fight against sight loss.

2.1 Harnessing human diversity to better understand and treat immune mediated
ocular diseases

Richard Lee
University of Bristol and University College London
Moorfields Eye Hospital, London

Our immune system defines our health. It protects us from infectious diseases and constantly interacts
with the billions of microorganisms that live inside us and on our skin. When we become ill it

responds and sometimes loisdalance. Occasionally it directly causes-balfm. All these

characteristics of immunity are as true in the eye as they are elsewhere in the body. The challenge is
to understand and correct these imbalances when they occur to restore and maialtditytbEthe

eye to see.

Each one of us has a uniquedeurse through which we are exposed to multiple environmental
influences, including our own particular history of exposure to bacteria and viruses, some of which
stay with us forever and all ofhich interact with us in a manner shaped by our basic genetic code.
When this leads to inflammation and is manifested in the parts of the eye that threaten sight, we
typically resort to the types of treatments used for arthritis and the prevention ofrarggriant
rejection to bring it under control. However, when inflammation is low grade and insidious, for
example in diabetic retinopathy or aggated macular degeneration, we have yet to work out how to
medically respond.

It turns out that there isonsingle solution that works for all of us when our immune system is out of
kilter. This is most evident when common drugs are used to suppress harmful inflammation. Some
people get better and others do not, some people feel fine and others find tiffectisiéneolerable.

We are trying to understand this diversity by modelling key immune cells in a dish in order to develop
new diagnostic tests that tell us who will respond well to treatment and who would be better to try
something else. We are also segkio exploit the wonderful transparency of the eye to directly

observe the way immune cells interact in a range of sight threatening scenarios.

In all this we are applying the latest technologies in characterising immune responses to compare
individualsand understand both our similarities and differences to develop precision diagnostics and
medicines. This is achieved by harnessing multiple collaborations across the globe, both in academia
and in industry, with the goal of generating new insights irkd¢latures of our biology that

distinguish between a good and a bad visual prognosis, and ultimately to harness the power of our
immune system to restore health and improve lives.
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2.2 The case for ‘basic science’

Alan Stitt

McCauley Chair of Experiment®phthalmology

The Wellcomé& Wolfson Building

Centre for Experimental Medicine

Queends University Bel fast

The Queen’s ophthal mology programme holds a di st
research, with its success being underpinned by syhetgyeen basic scientists and clinicians who

are focused on the same retinal diseases and through multidisciplinary teamwork, drive, innovation

and impact.

Our investigator profile consists of academic ophthalmologists, optometrists, surgeons, pharmacists,
nutritionists, physicists and NHS consultants who work closely with basic scientists who maintain
their core interests in vascular and endothelial pathophysiology, stem cell biology, neural and glial
degeneration and ocular drug delivery across discigiiemes relating to angiogenesis,

inflammation, metabolism and regenerative medicine. Together, these investigators have a track
record of working together to advance understanding of retinal disease and some of this discovery
science has formed an essdrtimndation for followon local and international clinical trials.

In the clinical realm, our academics have assembled unique cohorts of highly characterised patients,
telemedicine infrastructure, national screening networks, and ophthalmic trial kndwakaoesulted

in Queen’'s achieving unprecedented-snsaretiess i n | e
multicentre, international clinical trials. These clinical trials, combined with théhe&H!h pillar of

the NI Cohort of Longitudinal Ageing (NICOLAR r e | ed by Queen’s in partn
Health & Social Care Trust. Together they have already had impact on Northern Ireland healthcare

with ~3500 patients receiving uniquely comprehensive ocular evaluation within NICOLA, and ~2500
patients beig enrolled (nationwide) in AMD, DR and glaucoma trials thereby receiving significantly
enhanced clinical care.

Benefits for people in the UK & globally

Beyond Northern Ireland, the ophthalmology programme has driven advancesiidetstanding of

key retinal diseases and this knowledge base has led to appreciable improvements on the standard of
care and policy decision making. Queen’s has bee
population environmental and nutritionaks associated with AMD and DR for many years. As a

direct result of these efforts the burden of vision loss has been reduced, quality of life improved and
significant economic savings made across the UK and worldwide.

The following are some examplestbé impact achieved:

1 The IVAN trial led by Prof Chakravarthy provided definitive evidence that atab#l drug for
treating the wet form of AMD was equally efficacious as the more expensive drugs prescribed for
the same condition. As a resultl¥fAN, bevacizumab was placed on the WHO Essential
Medicines List and led to policy recommendations in the United States and a number of European
countries. Based on evidence provided by IVAN, recent high court outcomes in the UK will save
the NHS £500 milbn per year and the trial has been credited with creating a new era, giving
doctors the freedom to prescribe cheaper unlicensed drugs in the UK (1) .

1 The NIHRsponsored EAGLE trial, led by Prof AzuaBdanco, provided evidence that supported
change of cuent practice and cesienefits for treating primary ang@osure glaucoma with
better clinical and patiemeported outcomes (2).
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1 Cataract is the world’ s | eading cause of blind
bad outcomes inthedevple d wor | d. l nnovative research by t
Congdon has improved the accuracy of immediate goastative outcomes through a free
Smartphone App called BOOST. This has been translated into six languages and adopted by the
WHO, multiple vusion NGOs, national ophthalmic societies, and leading surgical facilities in
low/middle income countries (LMICs). BOOST has significantly reduced vision loss from
cataract in developing countries (3).

1 As a recent recruit frbmPé&élborfFeatdd sh&€y@uélesps
Centre which plays an essential role in ophthalmic image analysis for major international image
based trials and interventions, such as the European Eye Epidemiology Group, the EyeRisk EU
Consortium and in the praibn of data to the Global Burden of Diseases database (4) . The
Centre provides international training in DR screening/grading and delivery of treatment to all
|l evels of healthcare providers. Prof Peto’'s |e
Diamond Jubilee Trust Diabetic Retinopathy Screening Programme which has already led to
several thousands of patients being screened and treated in the Commonwealth, who otherwise
would have gone blind.

I n addition to “conve n ioneerimpprofrans gre alsd ursatQUB&®S s i gni
introduce the eye and eye imaging as a surrogate¢ou r odegener ation in diseas
disease, Multiple Sclerosis, Down Syndrome as well as cardiovascular disease, cytosis fibrosis and
arthritis.

In ayear of profound change triggered by the Calfdcrisis and a renewed focus on public health,
Queen’'s has continued to support the outstanding
our Vision 2020 programme. Vision 2020 was an ambitioudadlproject first envisaged in the late

1990s with the aim to eradicate preventable blindness while raising awareness of the importance of

eye health and its impact on the world. Progress has been strong and steady with many notable

milestones along the wahanks to the focus and dedication of thousands of clinicians, researchers

and basic scientist.

Queen’'s made the decision to celebrate the year
workshops and conferences to mark this important milespaging a key leadership role in
international efforts to find real solutions to complex and critical issues facing our society.

References:

1. Chakravarthy et al. Lancet. 2013 Oct 12;382(9900):125867

2. https://www.bbc.co.uk/news/healf5600433

3. AzuaraBlanco et al. Lancet. 2016 Oct 1;388(10052):13897;

4. Congdon et al. Lancet Glob Health. 2016 Feb;4(2): €96. doi: 10.1016/$22X415)002673

2.3 Building a Living Lens to Fight Diseases of the Eye

Jun Jie Wu MSc (Oxon) DPhil (Oxon)
Reader in Engineering Science

Director Internationalisation and Engagement
Faculty of Science

Durham University

Regarding ophthalmology, the main aim of my research is to produce a 3D bioengineered

‘“Lens Mi mic’ made from I ens epithelial cells. Tha
developing world leading materials technology that will facilitate the generation of future ophthalmic
solutions for lens and eye diseasB&search publishad Nature in 2016

showed that lens epithelial stem/progenitor cells carrgelw, forming a 3D transparent |elite
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structure that refracts light. And hence modernisation of the accepted surgical procedure with
bioengineered solutions that harnessriaiteiral regenerative properties of the lens have been
proposed.

In order to facilitate the translations of bioengineered breakthroughs from the laboratory to the clinic,

we are generatingledsi ke structures (aka ‘' Learspdieroyand ) and ¢
accommodative power. We anticipate that success will enable researchers to address key fundamental
biological and medical questions; questions which cannahbeered using animal or donor lenses.

My second area of interest is the develepmt of i nsi ght f ul mat hemati cal
ordered pulithrough model of the cetlensity profile for the mammalian lens epitheliuffogether

with Durham colleagues, and through generating new experimental data, a universal model covering
lenses varying by an order of magnitude from bovine (approx. 18 mm) to mouse (approx. 2 mm) was
created.The research included human lenses and confirmed that mammalian lenses scale with size.

The validated model was published in the Royal Society Jourmafdoe (J. R. Soc. Interface).

2.4 Eye Related Research

Prof John Girkin
Department of Physics
Durham University

The main focus of my research in the area of ophthalmology is to develop advanced optical
instrumentation to both study the development ofeyes and also to help advance clinical practice.

In the clinical case we are also looking at opportunities of using the eye, and its intimate connection to
the brain, as a route to probing more systematic health related conditions.

In terms of the devefmment of the eye the focus of the current research is to use advanced methods of
optical microscopy to study the developing lens within a Zebrafish for extended periods of time. The
lens develops roughly 248 hours post fertilisation in a Zebrafish anthgsa novel light sheet

microscope we have developed (1), we are looking at not only how the shape is formed and controlled
but also the exquisite control over the local refractive index within the lens. This is linked with both

the possible use of sucharhical control of graded index materials in industry, but also in the longer
term formation of cataracts within human subjects.

The second area of interest is to develop new methods of imaging the retina at high speed and with
high spatial resolution tdwdy the blood circulation within the retina and choroid. Due to the link

with the brains blood flow and hence the core flow within the body we are looking to link these
measurements with the development of major complications in health, such as segteEnsho
monitoring of patients within intensive care. This work highlights the fundamentally close
relationship between the eye and the overall health of a patient.

References:

1) Young, L. K., Jarrin, M., Saunter, C. D., Quinlan, R. A., & Girkin, J.

M. (2018). Noninvasive in vivo quantification of the developing optical

properties and graded index of the embryonic eye lens using SPIM. Biomedical Optics Express, 9(5),
3947-3958.
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2.5 Harnessing genetic information to discover what causes myopia

Professor Jeremy A Guggenheim
Director of Research

School of Optometry & Vision Sciences
Cardiff University, UK

Myopia (shortsightedness) typically develops in childhood, through excessive growth of the size of
the eye. This means light is brought taaus in front of the retina leading to blurry vision, which
requires spectacles or contact lenses to be worn to achieve sharp vision. Patients with myopia,
especially highdegree myopia, are at a meiclcreased risk of retinal detachment and degenerative
changes to the retina, making myopia a common cause of visual impairment.

In recent decades the prevalence of myopia has doubled in Europe, and reached staggeringly high
levels in parts of South East Asia (for example8026 of young adults are myopic Traiwan,
Singapore, and parts of China).

International collaborations of genetics researchers (including from Cardiff and London) studying

many thousands of participants has | ed to the di
scattered acss the human genome. Each site contributes a small increased risk of myopia. However,

for the majority of these sites, the underlying biology of how they confer an increased risk of myopia

is not known. Recent research suggests these genomic sites initrdiééstyle factors to exert their

effects.

One recent study, researchers from Cardiff and Bristol investigated the role of education. Years spent

in education has long been implicated as afaskor for myopia, but since it would be unethical to

conduct a randomised controlled trial of high vs. low education, the issue has been controversial.

Using a technique called ‘' Mendelian randomisatio
genetic variation between individuals to draw causal infege, the new study yielded very strong

evidence that some aspect of education does indeed increase the risk of myopia.

2.6 Challenges and therapeutic opportunities for Age-related Macular Degeneration
Proteostasis mechanisms in healthy, ageing and diseased Retinal Pigment Epithelium

Professor Luminita ParaoamMSc, PhD (Biochem), PhD (Mol Biol), FARVO
Professor of Molecular Cell Biology

Group LeadeOcular Molecular Biology and Mechanisms of Disease

Eye and Vision Science, Institute of Life Course and Medical Sciences
University of Liverpool

Age-related macular degeneration (AMD) is a complex, multifactorial disease characterised by a
progressive @generation of the central part of the retina (macula) directly linked to the dysfunction of
the essential, supporting monolayer of celtgetinal pigment epithelium, RPE. The resulting visual
impairment has been associated with a broad range of causatives, both genetic and

environmental, alongside ageing as a major risk factor. Despite the multitude of these factors,
multifaceted functional interactions between these highlighted a relatively small number of common
fundamental cellular processestthee affected. In addition, increasing evidence from other age
related diseases that affect different parts of the central nervous system supports the notion that the
impaired cellular processes are substantially similar with those in other degenasaases

especially in terms of abnormal extracellular deposits, protein processing and trafficking, metabolic
and oxidative stress, inflammation and microvascular abnormalities, thus pointing to similar
pathogenic cellular mechanisms.
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While vision loss ad blindness are not a normal part of ageing, age is one of the strongest risk factors

for developing AMD/ageelated degenerative diseases. All structures of the eye undergo ageing

changes leading to varied effects. However, cells that maintain-probierative state and a long

lifespan, as well as their support structtessu ch as t he retinal pi gment ep
membrane, RPE/BrM, which are key sites for AMD pathogeresie particularly susceptible to

agerelated changes affecting essahtiellular processes in the retina.

Proteostasis, or protein homeostasis, is a key achievement of cells that impacts critically on virtually
every aspect of cell physiology, functions and lifespan. The cellular machinery that underpins
proteostasis integtes complex, muHiayered regulatory networks that control the biogenesis,

folding, trafficking and degradation of proteins present within and outside the cell. Loss of
proteostasis, or failure of mechanisms responsible for maintenance of protein fasiebeth intra

and extracellularly, is central to understanding the cause of AMD associated with different
levels/forms of proteins, excessive protein misfolding, aggregation and degradation leading to loss
/gain-of-function phenotypes.

In thisrespect, the Ocular Molecular Biology and Mechanisms of Disease Group in the Department of
Eye and Vision Science, University of Liverpool is studying various aspects of proteostasis that are
essential for the normal functions of the RPE that become ietpair(neuro)degenerative processes.
One area that the group has been focusing on is the identification and characterisation of the key
effectors of proteolysis (protein degradation) and its regulation in healthy, ageing and diseased RPE
cells. Specific poteolytic events, both intraand extracellularly underpin major functions of the RPE

— phagocytosis of spent photoreceptor outer segments, response to oxidative stress, authophagy,
modulation of extracellular matrix, etc. The regulation of proteolysigetbee defines to a great

extent RPE physiology and is implicated widely in pathophysiological processes associated with its
ageing and disease. Not surprisingly from this point of view, the RPE invests a remarkable metabolic
effort in synthesising and maining appropriate levels of a broad range of proteolytic enzymes and
their inhibitors; these are some of the most abundantly expressed proteins by RPE; and one of the
most potent regulators of proteolysis, the cysteine proteinase inhibitor cystatiariomng the top 2%
abundantly expressed genes by RPE. This inhibitor proved to be one of the models for studying
mechanisms of impaired intracellular trafficking, organelles interactions, protejpragsssing and
aggregation, imbalance of proteolyticigities.

The group has been studying the expression profile of cathepsins and their inhibitors, their processing

in relation to normal and pathophysiological/ageing states of the RPE and thus identified significant
imbalances in their activity, targetimond interactions in response to cellular stress leading to AMD
development. For example, the basolateral secretion profile of cystatin C in RPE cells suggested a role

in relation to maintaining the strucamafe and fun
cystatin C has been associated with increased risk of developing exudatre¢ase macular

degeneration (AMD) and presents leader sequeglaged dysfunctional intracellular trafficking,

leading to reduced efficiency of processing through doeetory pathway, altered folding and

increased aggregation. Remarkably, the same variant was the first one for which a genetic association
for increased risk of both Al zheimer’' s Diseases

Overall the findings sggest that the RPE has a significant control over extracellular proteolytic
events, via the secretion of highly active proteases, and their inhibitors. Molecular stress associated
with natural ageing can alter the protease/inhibitor balance in/aroundiRieH,alongside

misfolding of soluble proteins have the potential to contribute to pathological features of AMD, such
as breakage of bloettina barrier, formation of toxic aggregates, and structural abnormalities.

Evidence emerging from ours and othevups indicates that understanding of proteostasis as a

salient feature shared by agdated and neurodegenerative processes is of outstanding importance for
targeting early disease, for identifying interventions amenable to possible prevention orwitowafdo
disease, and for rationale identification and design of more precise AMD therapies, efficiently
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targeting impaired intracellular trafficking, protein misfolding, aggregation and proteolytic
imbalances.

2.7 The importance of earlier interventions and alternative treatments

John Greenwood PhD FRCPath

Hugh Davson Professor of Biomedical Research
Head of Department of Cell Biology

UCL Institute of Ophthalmology

University College London

Despite enormous progress in recggdrs in treating eye diseasbere there are major vascular

problems (such as in wet age related macular degeneration and diabetic retinopathy) there remains an
urgent clinical neefbr new therapies, especially those tintrveneearly in the disease process. The

aim of earlier itervention is to halt or slow down the disease progression before abnormal blood
vessel growth causes significant retinal damage and sight loss. New theraplasctmapletely
differenttargetsthan the current approved drugs used to target abnorotal essels, may be

effective at an earlier stage. Moreover they may prove to be even more effective when combined with
current drugs, such as those targeting VEGF, orenay provide benefit to patients when current
standard of care treatments fail.

In response to this growing clinical need the Greenwood and Moss laboratories at UCL Institute of
Ophthalmology have been searching for new therapeutic targets that may be involved in the early
disease changes that precede the more obvious and macroscopestaizons of disease (gross
pathology). For many years, they have been studying the fundamental causes of vascular problems in
retinal disease, with the aim of identifying new therapeutic targets. This work has ledliscthery

of a molecule, LRG1, it isincreased in many diseasawd plays an important role in promoting the
growth of unwanted diseased blood vessels. They have now established that the disruptive action of
this molecule can be blocked with a drug.

The uncontrolled growth of highly abrmal blood vessels is a feature of a number of sight

threatening diseases including wet-aiglated macular degeneration, proliferative diabetic retinopathy
and retinopathy of prematurity. It is also a characteristic otfifeatening conditions sucls aancer

and atherosclerosis (clogging of arteries with fat deposits leading to hardening of arteries and then
possibly stroke and heart attack). These new blood vessels are highly damaging as they often fail to
deliver a sufficient blood supply, leak ftuand can rupture causing tissue haemorrhage. As a
consequence, dysfunctional vessels contribute towards the incidence of a disease (morbidity) and the
death rate amongst patients (mortality) associated with many diseases.

Although considerable advances/bdbeen made in preventing abnormal vessel growth in the eye, it
may be preferable to devise new therapies that prevent the early blood vessel changes that underpin
abnormal vessel growth or, when they do occur, promote the growth of normal vessels. The
Greenwood and Moss labs have discovehad themolecule LRG1 not only promotes disorganised

new vessel growth but also disrupts the function of existing vessels. Following the development of a
therapeutic agent (Magacizumab) that blocks the disruptingteffé. RG1, the Greenwood and Moss
teams have found that they can improve existing vessel function and reduce abnormal vessel growth
not only in the eye but also in solid cancers. This finding that inhibition of LRG1 reduces early
vascular dysfunction, thaften precedes the onset of new vessel growth, raises the possibility that
earlier intervention in diseases such as diabetic retinopathy may be possible. The group has now
developed a smaller sized therapeutic molecule for ocular administration anchdwteel, with UCL
Business, a spiout company (PanAngium Therapeutics) to raise funding to take this into patients.
The aim is to embark on clinical trials at Moorfields Eye Hospital in 2022/3 for the treatment of wet
agerelated macular degeneration ahdbetic retinopathy.
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In conclusion, despite the many years it takes (usual®Olears) from discovery to patient benefit,

this work demonstrates the importance of discovery science as this allows for greater step changes in
new treatments to be achielvélaking what is known and tinkering with it only delivers small

incremental improvements and the way medicine is going shows that single treatments are insufficient
and providers of eyecare will need to use combination therapies to enhance efficacy.

2.8 Major advances in genomic research in ophthalmology

Dr Denize Atan

Consultant Senior Lecturer in Ophthalmology
Translational Health Sciences

Bristol Medical School

University of Bristol

Several developments in human genomics have been made inyeaenthat have been facilitated
by rapid advances in high throughout DNA sequencing technology and the increasing affordability of
such techniques.

Research in genetics was historically a too@suming process, involving the painstaking analysis of

single genes and their function. For example, research by Dr Atan and her team showed how certain

genes are important to pathways in the retina responsible for our night vision (PNAS, 2015; Sci

Report 2018}-if any of these genes are faulty, one would expatépts affected by these gene

defects to have ‘night blindness’ (difficulty se

In the last 1615 years, however, high throughput DNA sequencing has revolutionised this process,

such that it is now possA bsleequteon caen aolry s'eg eanlolmeo f aa
result, genetic testing for rare eye conditions has become much more efficient and the probability of

finding faulty gene defects which are responsible for causing rare eye conditions is now much higher,
allowing ogportunities for earlier diagnosis, management, and screening. So that more people could

benefit from the power of genomics, NHS England rolled out its Genomic Medicine Service at the

end of 2018 enabling genomic sequencing to become part of routine hcaggta

The benefits of genomic medicine also apply to more common eye disorders, suchedatade

macular degeneration (AMD), which are caused by a combination of several genes and environmental

risk factors. Research by Dr Atan and her team showed/aagations in the VEGF gene can

influence risk of AMD (Hum Mol Genetics, 2006) and Vascular Endothelial Growth Factor is the

main stimulant for neovascularization in AMD that is targeted by modern therapies like Lucentis and
Avastin. With current technofyy, it is now achievable to analyse all of the genetic risk factors for

AMD at once to determine one’s individual ri sk o

Armed with this knowledge, it is possible to mak
genett risk of AMD, such as eating a wdilhlanced diet and cutting out smoking. Although this type

of genetic risk assessment of future eye disease is not offered by the Genomic Medicine Service in the
NHS, several private companies offer whole genome DNAesezing as a commercial service to

members of the public.

Finally, genomic tools can be used to measure the causal relationship of one risk factor or disease on
another, in a way that was not ethically or practically possible before. Myopia, osgjitrtis one of
leading causes of visual disability in the Wipibut why the global prevalence should be rising so

rapidly in recent decades was not clearly understood. Numerous observational studies had reported
strong associations between educational outcomes and myopia, but whether our schooling methods
cause mypia or children with myopia are more studious was not known with any certainty, since
randomising children to different levels of education would be unethical. Using a technique called
mendelian randomisation, Dr Atan and her team found that more timeisgelucation is a causal
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risk factor for a greater level of myopia, but little evidence that myopia itself leads to better
educational outcomes (BMJ, 2018). Consequently, increasing the length of education in developed
and developing countries may inadetly increase myopia prevalence and potential future visual
disability, with implications for policymakers who influence our educational practices.

2.9 The pre-Descemet’s layer and its relationship with the trabecular meshwork -
implications for eye pressure control, glaucoma and its management

Harminder S Dua

MBBS, DO, DO(London), MS, MNAMS, FRCS(Edinburgh), FEBO(EU), FRCOphth, FRCP
(Edinburgh, Honorary), FCOptom (UK, Honorary), FRCOphth (UK, Honorary), MD, PhD.
Chair and Professor of Ophthalmology

University of Nottingham

The discovery of a new layer in the human cornea (the clear window in the front of the eye) in 2013
changed the way we look at the cornea, especially with regard to corneal surgery and understanding
corneal pathology. The work leaditmthe discovery and characterisation of the layer was
acknowledged by the Times Higher Education Award
layer was termedthepide scemet ' s | ayer or Dua’'s | ayer (DL).
ophthdmic community with inclusion in over 225 books, 314 citations to the original paper, and

recent endorsement by the American Association of Ophthalmic Oncologists and Pathologists who

have termed it the Duline layer. It has considerably improved our ustinding of the transplant

procedure used to replace diseased corneal tissue, leaving the unaffected and critical endothelial layer
intact— Deep anterior lamellar keratoplasty (DALK) and made the procedure safer. It has led to the
innovation of three newurgical procedures, namely the DAltHple, suture management of acute

hydrops in keratoconus and gBescemets endothelial keratoplasty. It has resulted in paradigm shifts

in our understanding of Descemetocerheateand acut e hy
spread of micrerganisms in the deep cornea layers.

Of greater potential significance is the fact that the collagen fibres and elastin content of thelayer are

like that of the trabecular beams in the trabecular meshwork. At the periphery, liegdenination

of the Descemet’s membrane, the DL i mperceptibly
we have published results demonstrating that the DL has more elastin (elastic fibres) than any other

part of the cornea and this matches thetiel@®ntent of the trabecular meshwork. These previously
unappreciated relationships between the DL and the trabecular meshwork have considerable

importance in the context of control of drainage of the eye fluid (aqueous humour) from the eye and
maintenane of eye pressure control with implications for occurrence of glaucoma.

Glaucoma (sustained rise in eye pressure causing tissue damage) is a blinding condition with more
than 70 million affected worldwide. Eye pressure is maintained by controlled ouffieye dluid

(aqueous). The DL is hypothesised to exert biomechanical influence on the TM to keep it functioning.
Degradation of elastic fibres is known to affect eye pressure by disruption of the morphology of the
trabecular beams. It is very likely thagtadation of the DL, both in its elasticity and collagen

structure, can lead to loss of its biomechanical effects on the functioning of the trabecular meshwork
with consequent loss of eye pressure control.

We have designed a series of studies and expetsno@ human eye bank eyes in an laboratory (ex

vivo) organ culture model, to test various aspects of eye pressure control in relation to the function of
the DL, which will be modified by surgery and enzymatic degradation to simulate real life conditions.
This brings an entirely new approach to understanding mechanism of eye pressure control and
glaucoma, which will lead to newer approaches in preventing and treating glaucoma.

Support is sought to fund this research and a-gostoral fellow to generate gliminary data to
enable applications to the major eye charities in the UK for ongoing funding of the research. It is
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envisaged that more than one aspect of the research will be patentable for development of treatment
strategies for glaucoma.

2.10 If there is no struggle, there is no progress

Dr. Simon J. Clark

Research Fellow

Division of Evolution and Genomic Sciences
School of Biological Sciences

Faculty of Biology, Medicine and Health
University of Manchester

Often it is easy to forget the amount of éineffort, and regrettably money, it takes to conduct

research into how diseases happen and how best to intervene. AMD is certainly no different in this
regard, but there are signs that all that research effort is beginning to bear fruit. We have kaown of
strong genetic link between a persons’ i mmune
disease, for almost fifteen years. Mutations in genes that affect the complement system make
individuals particularly at risk of developing the disease, whareveractive complement system in

the back of the eye drives inflammation and tissue damage. Our greater understanding of the genetic
link has also made it possible to refine which patients would benefit from treatments designed to take
back control oftis aberrant immune response. But the early clinical trials targeting complement all
failed to halt, or even slow, the progression of dry AMD. The success of these trials, however, was to
give us a better understanding of dosing and delivery, with newodsetieing designed and refined

all the time.

The very latest complement modifying therapeutic, APL2, has shown great promise in phase Il
clinical trials, where an ~20% reduction in the speed of progression of dry AMD was observed. A
modified Compstatin mecule, APL2 can reach the part of the eye where it is needed and, although
not currently a perfect solution, is the first time we have tangible evidence that targeting the
complement system is a viable therapeutic intervention strategy. With the emesfyresedelivery
methods, such as gene therapy, we are likely to see anothehatgge in efficacy in the next few

years. Certainly, there has been a marked increase in the levels of confidence in this emerging
technology with large investments from pfmaiceutical companies. These companies do not heavily
invest in new areas of technology without a lot of due diligence, and when they do they make sure all
effort is put into making it a success.

So, it serves us well to remember that with every passiagofeeffort, every call for more funding
for research, and every clinical trial that does not reach its intended outcome, that we are in fact still
making measured progress to the ultimate goal, of a deliverable treatment for dry AMD.

2.11 From basic cell biology to ocular disease and new therapies

Professor Karl Matter
Professor of Cell Biology
Institute of Ophthalmology
University College London

Tissues and organs in our bodies are formed by sheets of cells that interact with each other via
molecular cenplexes that join the cells together and seal the gaps between neighbouring cells. These
complexes do not just act as glue: they function as sensors that transmit information to the cell interior
about the environment, such as the presence or absence of

neighbouring cells or whether the neighbouring cells are in a normal or stressed state. This sensing
mechanism guides tissue formation and maintenance, and how tissues respond to damage and
different types of stress such as inflammation.
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In the eye, exampk of such cell sheets include the corneal epithelium, a cell sheet that protects the
surface of the eye, and the retinal pigment epithelium at the back of the eye, a cell layer that supports
the survival and function of photoreceptors, the cells thaesaiight and directly mediate vision.

The photoreceptors themselves also form a layer of cells by

interacting with each other. Defects in the mechanisms by which cells interact with each other cause
serious diseases that lead to strongly reduced visibblardness. Examples include retinitis

pigmentosa, an inherited disease leading to blindness due to defects in photoreceptors and the retinal
pigment epithelium, and acute and chronic inflammatory

conditions affecting the ocular surface and the retirgthpnt epithelium.

We are investigating the molecular mechanisms by which cells interact with others and how they
transmit information to cells and guide their behaviour. We have discovered such mechanisms using
cell biological approaches and then asKexhd how they play a role in human disease, and if we can
manipulate these mechanisms to treat such diseases.

Example 1- 15 years ago, we discovered a new component oteblinteractions that we are

targeting now to develop therapies for acute andimmune inflammatory diseases. Inflammation of
the ocular surface (e.g. conjunctivitis) and the retina (e.g. uveitis) are very common and difficult to
treat effectively. Inflammation is also a major driver of-aglated macular degeneration, a very
comnon cause of reduced vision and blindness. Debilitating chronic, allergic and autoimmune
inflammatory diseases affect other organs in our bodies such as the lungs (e.g., chronic obstructive
pulmonary disease) and the nervous system (e.g., multiple sdlengjsas in the eye, are generally
difficult to treat effectively.

Subsequent research demonstrated that the protein we had discovered signals to cells and thereby
controls their behaviour and survival. Using samples from human eyes and tissues donated t
research, we found that this protein is expressed at very low levels in healthy tissue but is upregulated
in response to inflammation and other forms of tissue damage such as wounding. We therefore asked
whether inhibition of this signalling protein cafock inflammation and degenerative processes

leading to blindness.

To do so, we have developed a group of compounds that can block the function of this signalling
protein. We then demonstrated that these compounds indeed work in cultured cellsaftdiffers

that play an important role in inflammatory eye diseases, and have now successfully tested the more
effective of these molecules in animal disease models. Upon

further refinement of these approaches, we aim to start clinical trials with tht® gleadelop

therapeutic drugs that are either applied locally (e.g. eye drops for ocular diseases) or to the entire
body (e.qg. pills/injections for internal organs).

Example 2- We postulated that cells make molecules that help them to form and staditiselic
interactions. By looking at a distinct group of molecules encoded in our genes, we discovered such a
molecule that is required for the formation of stable-cell interactions in many different tissues.

Last year, we discovered that inheritededés in this molecule cause retinitis pigmentosa.

We now started to investigate how these defective molecules induce disease and to explore different
strategies to correct malfunctioning of this molecule with the aim to develop an effective therapy.
This research is at an early stage but we have already made significant progress as we can rely on
tools that we have developed over the last years. The aim of this

project is to develop a therapy based on replacing the defective gene (e.g., gene thertdpy). Fo
purpose, we are now generating disease models that we can study and manipulate in the laboratory
that are based on cells obtained from patients and hence carry the defective gene.

Example 3- Cells do not only interact with neighbouring cells wittihe same sheet but they also
provide support for neighbouring cells. For example, the retinal pigment epithelium is important for
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vision because it supports the functions for photoreceptors that reside on top of the retinal pigment
epithelium. Photoreceégrs develop a specialized domain that senses light and they constantly renew
this domain, which is important to maintain their function. This renewal process involves the
shedding of old material, which needs to be removed to maintain functionalityretittee Removal

of this old material is mediated by the retinal pigment epithelium, which internalizes this debris and
breaks it down. This internalization process is called phagocytosis. If the retinal pigment epithelium is
defective, phagocytosis doestroccur, the shed photoreceptor debris accumulates, and the retina
degenerates.

We discovered a new molecule responsible for activating phagocytosis. Phagocytosis requires a
molecular motor: an engine that drives the internalization of debris. Theuleolee discovered turns

on this motor. In cells from patients that suffer from retinitis pigmentosa because of defects in
phagocytosis, this molecule is not activated. We have now discovered how we can jump start
phagocytosis using engineered version$efrholecule we discovered. Delivering such engineered
versions into cells derived from retinitis pigmentosa patients rescues phagocytosis. We are now
testing this approach in animal models with the aim to develop this approach as a therapy for patients
suffering from diseases affecting phagocytosis and RPE function, such as some forms of retinitis
pigmentosa and agelated macular degeneration.

2.12 Taking care of your eyes — the hidden risk of ionizing radiation and the real impact
of cataract on our society and health in general

Professor Roy Quinlan
Professor of Biomedical Sciences
Durham University

Miss Alice Uwineza
PhD student
Durham University

lonising radiation is released during diverse processes, including medical imagimgs(X

fluoroscopy CT and PET scans), radiation therapy and nuclear energy production. Recently, a
significant correlation was found between exposure to low dose ionising radiation and cataract
formation in the eyes, which has led regulatory bodies to substantially réguceximal acceptable
exposure limits. While we know that the eye lens is one of the most sensitive tissues to ionising
radiation in the human body, our understanding of the way in which radiation contributes to the
development of cataract is at its eastgges. This is an important problem that needs our attention so
that the appropriate guidance and evidence base is available, especially because for some their
exposure to low doses of ionising radiation is part and parcel of the job, such as catsljologis
radiologists, aviation workers and nuclear facility workers.

In our research, we study the effects on and the damage caused by ionising radiation to the cells in the
lens. We measure the chemical modification of proteins, lipids and DNA. Lens calla négh

content of cholesterol and we have shown that exposuraagys{converts cholesterol into oxidised
cholesterol moieties. These affect cell membrane structure, a key aspect in understanding the
damaging effects of ionising radiation on the eye ldonising radiation also affects cell proliferation

and therefore lens growth. The more we increase our understanding of the biological processes
involved in radiatioAinduced cataract formation, the better the radiation protection community can

take adbn towards protecting those at risk.
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2.13 Partner Diagnostics and Therapeutics for genetic eye disease - Ulster university

Tara McMullen PhD FRSM FRSB Hon FFFLM FHEA NTF
Professor of Personalised Medicine

Ulster University

Northern Ireland UK

Chief R&D Officer

Avellino Labs

Menlo Park

World-leading ophthalmology research at Ulster University specialises in the discovery of
specific mutations in genes linked to inherited eye disease

In collaboration with industrial partner Avellino Labs USA, Tara andié@m are developing genetic
testing for a number of inherited eye diseases including but not limited to a range of Corneal
Dystrophies alongside a relative genetic risk test for Keratoconus. If an individual harbours certain
mutations, this can influendhe response to environmental stimuli, medical intervention or ocular
injury. For example, numerous studies have shown patients receiving elective refractive surgery, who
carry a mutation in TGFBI, display a pagterative accelerated deposition of muganotein and

develop symptoms of Corneal Dystrophy, which otherwise may not have developed for decades.
Avellino Labs USA provides a genetic test for TGFBI gene mutations, which allows candidates
considering corrective laser eye surgery to be advisedeoristhof adverse corneal dystrophy related
pathology post surgery. To date, Avellino has tested almost 800,000 individuals worldwide and
prevented over 1,000 people from having a potentially blinding reaction post laser eye surgery. Whilst
the diagnostigrovision for TGFBI mutations is well established, our efforts must now extend to
complex diseases that require a greater appreciation of not only genetic variants;dperieton

regulatory influence that contributes to disease. For example, the gesgtig for Keratoconus is

more complex in nature and increasingly challenging.

In terms of developing novel treatments for genetic disease of the eye, the eye itself offers distinct
benefits in the field of genome engineering. A high proportion of geoetilar diseases are

monogenic with the causative gene elucidated in many cases. In addition, the eye offers unique
anatomical and physiological qualities that make it amenable to treatment; it is easily accessible, has a
small surface area and is proppedhold an immunrivileged status making ocular diseases an ideal
system in which to develop for CRISPR/Cas9 gene therapy.

The team’s continual drive and passion to unders
disease, for which a single gemseaccountable, has demonstrated new and novel treatment options.

Their ability to modify the genome using molecular surgery has emerged as a promising therapy for
inherited disease, many of which would otherwise have no effective treatment. The teaheiese t

in the world to show CRISPR/Cas9 gene editing in vivo for corneal dystrophy, demonstrating knock

out of the mutant allele. In the era of personalised medicine, by knowing the DNA sequence of an

individual and detecting the mistakes which relatdisease, prscreening of all family members

allows a bespoke gene therapy to be designed and administered prior to disease symptoms developing.

The advancements in genome engineering have accelerated the prospect of personalised
medicine as a therapeutic option.

Recently, Editas Medicine published results detailing the development of EllTa CRISPR

engineered treatment for Leber congenital amaurosis (LCA). HDITis targeted to delete or invert

a mutation within CEP290, which causes a msigcingof the transcribed mRNA. In vitro

experiments in human cells and retinal explants were able to restore functional CEP290 expression. It
has been reported that in mice and-haman primates

subretinal delivery of EDIT101 was well tolerated, and sustai&dP290 editing in photoreceptor
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cells was achieved that met or exceeded the target therapeutic level. Editas Medicine and Allergan
Pharmaceuticals International Limited (Allergan) plan to initiate patient screening in the second half
of 2019 for clinicaltrials to test the efficacy of ED¥TI01. They plan to enrol 120 patients in the

U.S. and Europe. They also have future plans for a similar trial targeted to Usher syndrome and
Herpetic Eye Disease.

Clinical trials for ocular therapy are further advashéer certain gene replacement therapies and drug

delivery alternatives. Gene replacement using a@eassociated virus (AAV) delivery has been used
successfully for the treatment of RPEG6 5, Leber's
of autoemal recessive retinal degeneration caused by mutations in the RPE6G5 gene. Three separate
phase-HI clinical trials were initiated, which yielded promising results after sub retinal

administration of AAV2hRPEG5 vectors. Another gene therapy presentlyeapreclinical trial

stage, targets wet agelated macular degeneration (WAMD) with an adessociated virus vector

encoding aflibercept. Aflibercept is a recombinant chimeric protein that targets vascular endothelial

growth factor (VEGFA), which playa key role in the development of WAMD.

Early in 2019, Adverum Biotechnologies reported the drug, known as ADZR/ to be tolerated in
nonthuman primates with no serious adverse safeted findings, and that more than one year past
a single intravitral injection, ADVM-022 continued to provide robust aflibercept expression. These
initial clinical trials will pave the way for treatment of a number of similar ocular disorders. Indeed,
using ocular diseases as a model it is conceivable that soon anfatresapeutics will materialise

that will allow safe and efficient correction of a range of genetic defects beyond ocular diseases.

2.14 Alternative models for studying complex diseases

Professor Majlinda Lako, PhD

Professor of Stem Cell Sciences

Newcastle University

Institute of Genetic Medicine and Institute for Ageing
International Centre for Life

Central Parkway

Newcastle upon Tyne

One of the problems with studying Age related macular degeneration (AMD) is that the affected

retinal tissue iglifficult to obtain, there are no animal models that faithfully mimic the disease and
human trials are |l ong and costly. So, Professor
created two (stem cell) disease models focusinggarelated macular dgeneration

(AMD) andRetinitis Pigmentosa (RP).

In relation to AMD, the disease model for patients is designed with the most cogemetic risk
factors for the disease. Data shows that this model mimics the key featdd® atnd can be used
to test newtherapies and to better understand the pathologisefise and the role of environmental,
dietary and lifestyle factors.

Also, new retinitis pigmentosa (RP) models have been created, allowing researchers to design
therapeutic interventions (for examplengeaditing/gene therapy in RP) and test its feasibility/success
in a lab model before moving it to the clinic as well as to test new dndysepurpose current drugs.

The retina is a highly metabolic organ whose function depends on the proper funetilangef

number of genes assembled together in various combinations through a patiegssplicing. One

of the most common causes of RP is a fault in a group of genesdhédte this process. Despite this
defect residing in all cells of the body, tledina ismysteriously the only tissue affected which makes
deriving new treatments difficult and #tese disease models can unlock some of these mysteries.
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Other benefits of using such disease models include applying this knowledge torg#resystems
e.g. kidney disease, providing a platform to validate clinical trial stratageé$ study complex
diseases (such as AMD) and to fully validate the role of other factietary, lifestyle etc) in addition
to genetic susceptibility. Also, these disepkaforms are relatively inexpensive compared to clinical
trials and current drug screening pipelines.

2.15 Understanding the role of the immune system in eye disease

Dr Colin Chu
NIHR Clinical Lecturer
Bristol Eye Hospital and University of Bristol

In ealy laboratory work, Dr Colin Chu and collaborators at UCL Institft®©phthalmology

discovered that an angiogram dye that has been widely used in hospitals for decades can actually bind
to immune cells. This results in them fluorescing so they can teerdn in both the blood and the

eye. This is an exciting finding and could increase our understanding of the immune system
contribution to many eye diseases by permitting these otherwise invisible cells to be seen in the eyes
of living patients. This teafique could also possibly identify early relapse of disease and allow for

the precise adjustment of the doses of medications until a cell response is seen.

Dr Colin Chu is completing a systematic clinical study of the dye in humans, which has not been
performed before. It will identify the correct timings and circumstances in which cells can be seenin a
selected range of eye diseases. Blood will also be taken and examined in the laboratory to check if the
dye-labelled cells can be seen and check that ter@o toxic effects upon them. If these studies are
successful, they will lay the foundation for a larger grant which could optimise the dye delivery and
analysis methods to bring the technique to international availability.

2.16 Understanding Biology to Develop Novel Therapies or Molecular Therapies for
Ocular Scarring

Professor Colin Willoughby

Professor of Molecular Ophthalmology
Institute of Ageing and Chronic Disease
University of Liverpool

In a healthy eye, a constant pressure is maintainedriinaously producing fluid (called aqueous
humour) while an equal amount of the fluid drain
trabecular meshwork. However, in glaucoma patients (of whom there are approx. 12.5m worldwide

and accounting for 1 inQlblind registrations in the UK), the trabecular meshwork becomes blocked

over time thus increasing pressure in the eye (so called Intraocular Pressure or IOP), resulting in

damage to the optic nerve and serious, irreversible sight loss if left untreated.

has been observed that a protein called TGFp
tients and in the most common-alglgpe of gl aucoma
aucoma’ (POAG), but wunfortunatel y tthéheffectsafr r ent p
GFB which damages the trabecular meshwork produ
the trabecular meshwork entirely unchecked and the resulting higher IOP may then require further
medical or surgical interventions.

I

p
g
T

There iseven worse newswith surgery, the agueous humour is directed under the lining of the eye
(conjunctiva) but as it still contains TGFB ther
the operation to control IOP and stabilise the disease starsing response under the conjunctival
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involves cells called Tenon fibroblasts and surgeons use potent and toxdarargr drugs to prevent
scarring and surgical failure which have significant sibhéatening side effects.

In light of this,Professor Colin Willoughby and his team at Liverpool University have identified

small, natwurally occurring regulatory genes <call
mani pul ated therapeutically: * Gl atbasedtherapsutics Ther e
(Gl aucoMirs) to treat TGFPB induced fibrosis in t
improve the treatment of glaucoma medically and surgically. He aims to provide significant insights

into the molecular changes that causaigbma in the trabecular meshwork and data drawn from

computer analysis and genetic sequencing of cells drawn from his cell bank will allow them to
developanewclassofdiseasw di f yi ng therapeutics targeting TG
biology.

Exdaitingly, the implications of this work can transcend glaucoma and miRaied therapeutic
approaches could be directed to other TGFP drive
scarring in diabetic eye disease, AMD and following retinal detachsuegéry.

2.17 Understanding disease mechanisms with post mortem eye disease models

Dr Marcus Fruttiger

Reader

UCL Institute of Ophthalmology
London

The human eye is one of the few organs where it is virtually impossible to take biopsies, and
consequenthyt is difficult to investigate mechanisms of eye diseases directly. To get around this
problem, scientists often use model systems, such as mice and rats. This approach offers very valuable
insights into the basic biological processes that can occunaluhe disadvantage that it does not

inform us directly about what processes actually do occur in human patients. Consequently, promising
looking trials in preclinical models often fail in human patients.

Therefore, a more detailed understanding of hudisease mechanisms is a key prerequisite to

improve current translational approaches. To address this knowledge gap, we are using human post
mortem tissue from eye donors with specific eye diseases and investigate whether current ideas about
retinal diseas processes can be confirmed. This can provide important guidance for the development
of the next generation of therapies that are aimed at curing eye diseases.

2.18 Understanding response, repair and regeneration mechanisms in ocular tissue to
improve treatments and patient care

Professor Baljean Dhillon

Professor of Clinical Ophthalmology,
University of Edinburgh

Hon. Consultant Ophthalmology
Princess Alexandra Eye Pavilion

The eye offers a unique window on tissue repair and regeneration. Currenhefodes molecular
diagnostics of the aging lens, limbal stem cell disease and replacement and mechanisms/modelling of
inherited and ageelated retinal diseasBrofessor Dhillon and his teadmave identified potential

methods to ameliorate and reverse girotinfolding in the crystalline lens, restore limbal stem cell
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function and deliver in vitro readouts in retinal disease for mass drug screening for the prevention and
progression of disease.

Their collaborationdetween chemistry, engineering gig/sics to image and investigate ligissue
interactions specifically UNnduced damage and oxidative stress will underpin a deeper
understanding of how best to detect lens, limbal and retinal tissue response and repair in health and
disease. Novel imagg tools based on SPAD sensors, Raman and OCT in develogimeet,

synergies with optical imaging research. The capability to directly observe ocular tissues
enabledrofessor Dhillon and his teatm usefully apply and interrogate sensor capability iretye
allowing crosdfertilisation betweemesearch groups.

The relevance to neurodegenerative diseases is based on the shared origins and parallel pathways
between eye and brain, for example kéfated optic nerve inflammation and subsequent atrophy.
Optic nerve regeneration requires close integration acliffesent disciplines and research groups in
assessing efficaayf regenerative strategigSrossdisciplinary collaboration is the keg linking and
maximising the potential of inflammation and tissepair research relevant to restoring sight and
enhancing patient care.

I n summary, Professor Dhillon’s intention is to
which might usefully be applied earlier in the disease process. As a resultjitheyy safer and

achieve a better tissue response, improving the likelibbotsual restoratiomndproducing better

outcomes for patients.

2.19 Studying gene-gene interaction and gene-environment interaction in support of
preventative therapies

Professor Sobha Sivaprasad
University College London
Consultant

Moorfields Eye Hospital
London

There are no preventive measures for age related macular degeneration. One of the challenges in drug
discovery in this area is the heterogeneous nature of AMIer&l genes and environmental risk

factors also contribute to the disease. Therefore, in order to study preventive options, it is crucial to
recruit a study cohort of people aged 65 years or above and to study tkgegeriateraction and
geneenvironmeminteractions and their influence on AMD development and progression over time.

This will involve recruiting a large population of Caucasian people aged 65 years or above

irrespective of the presence or absence of AMD and studying the above risk fadtoosralating

them to the macula features using multimodal imaging and visual function tests. They will then need

to be followed up 3 years later to study rate of progression of AMD to identify patients that are best
suited to study preventive options.

This study will provide the UK with firstly a well characterised cohort of older individuals to study,
secondly provide novel information on gegene interaction and gem@vironment interaction to
understand disease mechanisms and thirdly an enriched oblpatients that can contribute to
clinical trials on prevention of AMD.
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2.20 Understanding disease mechanisms to improve selection of treatments, identify
targets for therapy and increase personalisation of therapies with reference to Uveitis

Professo Sue Lightman

Professor of Clinical Ophthalmology

University College London (UCL) and Institute of Ophthalmology (100)
Consultant Ophthalmologist

Moorfields Eye Hospital, Hammersmith Hospital

and Royal Surrey County Hospital

il

Understanding disease mechamisin Uveitis and using different drugs such as those applied to
arthritic patients

Understanding disease mechanisms in uveitis by using Animal models of disease, particularly
rodent models. Use of different drugs targeting key cells led to introductiewoénd more
successful drug treatments

Understanding mechanisms of disease in diffeygrgs of uveitis led to identifying various Cell
lines derived from ocular fluids from patients with different types of uveitis. Their modulation by
different drugsed to the introduction of new therapies for patients based on this understanding

Understanding how fluid gets into the retina and causes visual loss in patients with uveitis,
followed by measuring the permeability of the normal blood retinal barriethe@ndooked at

what inflammatory cytokines disrupt it (using rodents) and looked at effect of cytokines injected
into the eye. This has led to knowledge of which were the important cytokines in causing the fluid
and visual loss and introduction of novettapeutic options

Understanding how to personalise treatment for patients with uveitis by understanding which
drugs can modulate their immune system to allow the patient to control the inflammation. This is
very new research and will leadpatients receiving personalised immune testing against

different drugs

Understanding pathogenesis of scleritis which was originally thought to be due to innuendo
complex disease. Biopsies of lesions in patients with scleritis have led to knowledgelof T cel
involvement and changed management of this disorder

Looking at factors that predict disease outcome in patients with uveitis, such as genetic factors
and ocular risk factors which have led to more aggressive disease management

Biopsies of the conjunctivia different types of severe allergic conjunctivitis have led to a better
understanding of the 2 major types which have different disease mechanisms. More successful
treatment regimes targeted the key cells in each disorder reducing the incidencenetblind

In patients undergoing organ transplantation or those with other severe immune mediated
diseases, mycophenolate was found to be a very successful drug. As a result, this drug was
introduced in pilot studies into patients with immune mediated eyeséiselaere it has been very
effective. Similarly, the use of biological in patients with arthritic disorders led to successful pilot
studies in patients with eye disease and then their wider instructitresitenefit of many

patients
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2.21 Complement as a driver of Age-related Macular Degeneration

Claire L Harris

Professor of Immunology

Complement Therapeutics Research Group/
National Renal Complement Therapeutics Centre
Institute of Cellular Medicine

Faculty of Medical Sciences

NewcastldJniversity

Complement is a component of the immune system best known for its ability to attack foreign cells

and ‘punch hol es’ in their membrane causing an e
death. It does this by forming a transmembrarie pytre called the membrane attack complex, or

MAC. The process of complement activation also results in deposition of the activated central

complement protein, C3b, on to particulate surfaces such as infectious agents, dead cells and debris.
Thesedepositd f ragments help to “flag’ the particles
process keeps tissues healthy.

However, a dysregulated complement system can cause a lot of harm, and all the signs point to this in
agerelated macular degeneratiGhMD). In 2005, the complement field was energised by the

publication of several genonwide association studies (GWAS) and candidate gene studies

evidencing strong genetic association between a chromosome 1 gene encoding a key complement
control proteinfactor H (CFH), and risk for AMD. In the following few years, further studies

illustrated disease risk associated with other complement genes. These genetic variations, although
relatively common in the normal population, were particularly high in the Addpulation.

Addi ti onal data showed that the fatty, retinal d
coated in high levels of C3 fragments and MAC, confirming that complement was active in the retina.
Together, thesdata provided compelling edence for a role of complement in AMD and suggested

that the complement system might actually be doing more harm than good (Anderson et al. The
pivotal role of the complement system in aging andratgted macular degeneration: hypothesis re
visited. ProgRetin Eye Res. (2010) 29:95).

Despite the association of gene variants with disease, it was still unclear how complement contributed
to development of AMD. Prof Harris and colleagues set out to explore whether the variant proteins
arising from these dissaassociated genes, changed the way in which the complement system

worked. They purified the variant proteins from the plasma of healthy people and teased out the
functional differences using highly sensitive laboratory analytical processes. In aliticass|D-

risk variants of these proteins made the complement system more active, whereas those which

|l owered risk of AMD generated a |l ess ‘vigorous
dictating risk for inflammation and infection. Trends Immol (2012) 33:513). In parallel work,

others showed that people with the risk variants of these proteins also carried higher levels of
activated compl ement products in their blood ('D
active complementystem was somehow driving the development of AMD.

These data have fed the appetite of academics, small companies and big Pharma alike to develop
drugs targeting complement (Morgan & Harris. Complement, a target for therapy in inflammatory and
degenerativeliseases. Nat Rev Drug Discov. (2015) 14:857). The drug development landscape is
bursting with agents progressing through clinical phases and destined for therapy in AMD. Most
assets target C3 activation, although some target downstream and prevent AtbforThe most
advanced, lampalizumab, has shown promise in phase 2 by slowing progression of retinal atrophy and
is now in phase 3 for geographic atrophy (GA). Interestingly, outcome analysis of patients in the trial

i ndi cat ed t h a4 pdfthelr compgleamers dystecn miglat iknpact therapeutic success; we
eagerly anticipate data from the larger phase 3 trials (CHROMA & SPECTRI) which may provide
invaluable insight into disease pathogenesis and treatment outcome.
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It seems as though the rolefo mp | ement i n AMD is all/l ‘wrapped
way to go before we truly understand the complex aetiology of this disease. Questions remain, such
as:

1 The role of the seminal CFH variant found in both CFH and a gene splice productiFstems
to have little impact on activity of the system, we and others speculate that it may play a role in
surface localisation and subsequent control.

1 The major contribution to disease risk from the-complement genes, ARMS2/HTRAL locus
(chromosome 10). Are the chromosomedd chromosome 1@riven forms of disease distinct?
Do these genes dictate the kind of therapy that might be of benefit?

1 The systemic or local nature of the disease; controversy remains as to whether therapy should be
provided locally in the eye, or systemically. Clearly systemic therapy (particularly oral) would
suit a large patient population, particularly if consideration can be given to stopping progression
of early disease.

f Our ability to ‘' demucgmplementas cliuimedput & anemotmolss Yewel by
the liver and other tissues. Developing drugs that can doseclisob orally at practical levels is
a challenge. Is intravitreal therapy the only option?

These questions, and others, are the subfdntense research by academia and drug companies
alike. Research is progressing at a fast pace and we anticipate that the pieces of this confounding
puzzle will soon come together to give us a clear picture of the pathogenesis of this complex disease.
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3.0 Detection, diagnosis and monitoring

The ongoing developments of detection, diagnosis and monitoring of eye disease delivered by the
research community continue to highlight the critical role that new technologies, techniques and
approaches play in disrupting conventional practice. They not only support improved prognosis,
evidencebased management of patients and the development of biomarkers but also help to validate
and refine earlier, targeted therapeutic interventions alomgs{doon to beheaper and swifter
diagnostic regime.

The growth of <c¢clinicians’ knowl edge about the in
effectiveness of treatments is also underpinned by a robust testing, measuring and monitoring regime.
Suchdevelopments ensure that the momentum is maintained behind creating a more accessible,

flexible, responsive eye health and eyecare service that emphasises the need for greater patient self

care and individual responsibility and which can also impactoer @reas of health.

3.1 Redesigning perimetry to improve accuracy, precision, and efficiency of the test for
glaucoma

Dr Tony Redmond

BSc PhD MCOptom FHEA

SeniorLecturer| Uwch-ddarlithydd

Director of Postgraduat®eseard Cyfarwyddwr Ymchwil Gtaddedig

School of Optometry and Vision Sciente¢r Ysgol Optometreg a Gwyddor a
Cardiff University| Prifysgol Caerdydd

The main focus of research by my group is visual psychophysics, the study of how theygiamal s
processes and behaves in response to visual stimuli, including spots of light, detailed patterns, or
natural scenes. In our research, we investigate various regions of the visual pathway, from the eye to
the brain, that are responsible for differlviels of sight. We do this in order to understand how the
functional architecture of these structures enables us to see and perceive everyday scenes, as well as
how various attributes of sight are affected in disease.

Armed with an understanding of thesechanisms in health and disease, a substantial translational
arm of our research is aimed at developing optimum stimuli for identifying disease from normal eye
and brain function in the clinical setting. Damage to the visual field is the primary fuaiction
biomarker for glaucoma, the second leading cause of blindness globally, and is screened for by
clinicians with perimetry, a clinicalbpdapted psychophysical technique that uses spots of light
varying in brightness to examine the visual pathway. Ital understood that earlier detection, and
therefore treatment, of glaucoma are essential for a better visual prognosis. The current clinical
method for measuring visual field damage was developed more than 40 years ago, before the
pathophysiology of glawma was understood. The stimuli (the spots of light that were imported from
the predecessor of the test in the 1980s) used in the test are inefficient for detecting the earliest stages
of glaucoma and its progression. In fact, computer simulations hawe shat it can take many years

of repeated measures to identify even moderate rates of deterioration, placing a financial and time
burden on the NHS in addition to prolonging identification of true deterioration. There is a timely
need to redesign perimegtwith 40 years of knowledge and understanding from basic science and
clinical studies, in order to improve accuracy, precision, and efficiency of the test. In turn, an
optimised test will boost the ability to detect visual loss sooner, treat soonem@ode prognosis

for vision. More accurate and precise tests with lower variability also mean that clinical trials of
glaucoma treatments can be shorter.

It is only through rigorous psychophysical research that one can identify the regions of the visual
pathway and levels of sight affected in glaucoma and develop an understanding of how, precisely,

28



‘EYE RESEARCH - AN EQUAL PARTNER’ 2020

these changes can be detected clinically at the earliest opportunity. Our group has made significant
headway in recent years in the development and optimizaftiefiicient clinical methods for

identifying and monitoring glaucomatous visual field damage. More recently, in collaboration with
colleagues at the Cardiff University Brain Research Imaging Centre (CUBRIC), we have been
combiningpsychophysics with highesolution neuroimaging (functional MRI) to more accurately
underpin the regions of the visual pathway responsible for the earliest changes in vision in glaucoma.
This will, in turn, enable us to establish a clearer idea of how visual scenes appeants pati to

refine the development of the most accurate clinical test of early visual field damage.

3.2 Organisations partnering to improve detection, diagnosis, treatment and
personalised healthcare with large-scale data sets

Helen Khan

Communications Lad,

NIHR Moorfields Biomedical Research Centre
Communications Lead, INSIGHT

INSIGHT: The Health Research Data Hub for Eye Health

Health data research and using large scale datasets * b i— i3 bedoaningan important and
growing area of healthcane the UK and worldwide. Analysing large amounts of data will enable a

better understanding of conditions and diseases and subsequently advance diagnostics and treatments.
Health Data Research UK (HDRUK) launched seven Health Data Research Hubs in 8eptfb

as part of a fouyear, £37million investment from the Government Industrial Strategy Challenge

Fund (ISCF), led by UK Research and Innovation, to create-avidK system for the safe and

responsible use of healtblated data on a large scale.

Sight loss is an ever increasing challergbe number of people in the UK with sight loss is expected
to double to over four million by 2050. Of the seven HDRUK hubs, four of which are diseaise,

the INSIGHT hub is focused on eye disease in ordeddoess this challenge. It will also connect to
wider health issues, including diabetes and dementia. INSIGHT will turn routine eye imaging
currently more than 25 million images a year across the whole of the-\ti®an exceptional
resource for innovain to improve patient care.

Existing data has been collected from patients at Moorfields Eye Hospital in London and University
Hospitals Birmingham (UHB), two of the world’s
education. New data from MoorfieldscaHB will be added to the existing data sets on an ongoing

basis and other NHS Trusts may wish their data to be made available through the INSIGHT hub in the
future. The data is based on individual patient records and includes ophthalmic imaging,
electrodagnosis, visual fields and other clinical data captured in graphical format.

By stewarding access to these anonymised, {scge data sets, INSIGHT will allow advanced
scientific analytics, including artificial intelligence (Al), to develop new insightlisease detection,
diagnosis, treatments and personalised healthcare (where treatment can be tailored to an individual
based on that person’s own health data).

INSIGHT is a collaboration between six partners, each bringing expertise and knowledghub,th
they are: University Hospitals Birmingham NHS Foundation Trust, Moorfields Eye Hospital NHS
Foundation Trust, The University of Birmingham, Roche, Google Health, Action Against AMD
(founded by Fight for Sight, Macular Society, Blind Veterans UK tt&toWar Blinded, Royal

Blind).

A key HDRUK and INSIGHT ethos is transparency and trust and ultimately patient and public
benefit; anyone requesting access to INSIGHT data must demonstrate the benefits that their research
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will bring to patients and the N& INSIGHT anticipates that those requesting access over time will
include universities, research organisations and charities, pharmaceutical companies, technology
companies and other organisations.

Involving the public, patients and other stakeholdedeitiding how the data made available by

I NSI GHT i s shared and used is central to the
is a key part of this. DataTAB, exists to ensure that the decisions over access to the data are made
carefully and masimportantly, independently, transparently and fairly. This level of scrutiny aims to
ensure that true benefit will be returned to the NHS and therefore patients and the public.

DataTAB members will work together to first create the access criteria tigdiict decisions will
be made. The group will then, using these criteria, advise INSIGHT on which cases should be
approved for access.

For more information on INSIGHT, viditereor contact us.
3.3 Arclight — less is more

William J Williams

Hon Research Fellow
University of St Andrews
St Andrews

Designer | Optometrist
Arclight Medical

Traditional diagnostic instruments such astbphmoscopes or otoscopes are expensive, complex, and
heavy. In low income countries few hospitelsed health workers have access to these essential
devices and almost none at the community level.

Arclight is a lowcost, solafpowered tool. Pocketized ad easyto-use— for instant orthe-spot
decisions. It can also examine ears, and with a smartphone capture video and images. There is no

‘“quick fix". Heal t h wor ker s Rroe gathinga Nophype. pla i at e
nonsense.

3.4 The potential of machine learning and possible future clinical applications

Professor Sobha Sivaprasad DM, FRCOphth, FRCS
University College London

Consultant

Moorfields Eye Hospital

The heterogeneity of agelated macular degeneration (AMD) is a significargliemge in the field of

drug discovery to develop new therapeutic agents in this area. Several genes and environmental risk
factors contribute to the disease adding to the complexity of the pathogenesis of this condition.
Therefore, deciphering AMD phengtgs using machine learning may be a novel approach in
understanding the mechanisms of i@ovascular AMD. In a small study, we recently showed using
machine learning that a distinctive change occurs in the outer retina on optical coherence tomography
befare an eye converts to neovascular AMD. Ability to predict an eye that will convert to neovascular
AMD and inform patients accurately about the time to conversion is very useful in our clinical
practice. However, explaining the changes observed by the mea@mains challenging and future
studies need to focus in understanding the observations thrown up by machine learning techniques.
We are not ready to take these observations forward to clinic yet.

Recent reports utilising machine learning also confirmevel structural markers that predict
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prognosis in the treatment of neovascular AMD. We have recently focussed on correlating phenotype
and genotype using machine learning. As more studies evolve utilising this new area of research, we
may be able to delop clinical decision support tools and machine learning may also highlight novel
disease mechanisms that will help focus our research in this field.

Despite all the hype on machine learning in Ophthalmology, there is a long way to go before we can
trandate the findings to our daily practice. Significant resources are required to research in this area
before machine learning tools can be utilised to predict development and progression of AMD.

3.5 The importance of accurate measurements to improve personalisation of treatments
and management regimes for glaucoma

Prof Ahmed Elsheikh PhD, CEng, MICE
Professor of Biomaterial Mechanics
School of Engineering, University of Liverpool

Accurate measurements of internal eye pressure

Internal eye pressuf@traocular pressure, or IOP) is the only modifiable risk factor for glaucoma, the
second most common cause of irreversible blindness, which affects approx. 500,000 people in the UK
and 66 million people worldwide. The measurement of IOP is essentthkfeffective management

of glaucoma, determining the amount of Kb®ering medication and when to intervene surgically to
enable a release of internal eye fluid.

Several techniques exist for the measurement of IOP, all of which rely on a simple cibrctpte

is applied on the ocular surface (usually the cornea), the resistance of the eye to deformation is
dependent on the IOP. While this concept is simple and easy to implement, it ignores the fact that the
mechanical resistance of the eye playsnapoirtant role with, for example, thicker corneas offering

more resistance than thinner corneas, and hence leading to an IOP overestimation.

Considering that the normal IOP range is smaltZ1GnmHg), changes in corneal mechanical
resistance (due to thickss or stiffness values that are different from average) may lead to either false
negatives or false positives in glaucoma risk profiling, or lead to ineffective glaucoma management.

Our new method traces the corneal deformation under the force credltedrbgasurement method,

and uses the deformation profile to estimate the effect of corneal mechanical resistance on the IOP
measurement. Using this method, we have been able to produce IOP measurements that are much less
dependent on variations in corngabperties and hence more suitable for effective glaucoma
management.

The new measurements have been assessed experimentally (on human donor eyes) and clinically, and
the results have confirmed the accuracy of the IOP measurements. The method is nextbedsyl

to produce accurate estimations of the material behaviour of corneal tissue. If successful, the
behaviour estimations have the potential to enable customisation of refractive surgeries, corneal
implants, contact lenses and other treatment magladiti t o i ndi vi dual patient

S
Continuous monitoring of internal eye pressure
Glaucoma is a progressive disease that leads, if badly managed, to irreversible blindness. The disease,

which affects 66m peopl e wor | dterhatpeessureé (ftractalarage d b
pressure, or IOP) down to the normal levels cR10mmHg.
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Current practice relies on measuring IOP over a few minutes every 6 months and using the
measurement to develop a management regime that relies either-mwi€¥g medication or
surgery to halt glaucoma progression. However, it is known that IOP is dynamic and changes
continuously with sleeping and awakening, physical efforts, drinking, etc, and henceshsnhap
measurement over a few minutes may not capture théQrieffects. For this reason, efforts have
been made for many years (>40 years) to continuously measure 10P.

Our new technology has been in development for 10 years and we now have an IOP sensor mounted
on a soft contact lens and connected wirelessiy texéernal device that stores the IOP measurements
for later analysis. The technology has been experimentally validated on both animal (porcine) and
human donor eyes, and shown to provide accurate measurements of IOP.

We have got MHRA and ethics approvaddest the technology clinically. Two studies have been
conducted; a comfort test and a reliability test. The studies, which involved 20 patients confirmed the
effectiveness of the device in the letegm IOP measurement. Further work will be needed to

develop the technology into a market product and conduct a much wider clinical validation study.

The device could have a significant positive effect in the management of glaucoma patients and
prevention of their progression. Currently, about 15% of glauqmatiants lose their eye sight within

15 years of diagnosis, even whilst under treatment. This inadequate management outcome is thought
to be caused by the inaccuracies caused by current IOP measurement techniques, and that a
continuous measurement methoduld contribute to improved outcomes.

3.6 Telemedicine or Teleophthalmology

Dawn A. Sim
Director of Telemedicine, Consultant Ophthalmologist
Moorfields Eye Hospital, London

Telemedicine may be defined as the use of advanced communication and techndédiget@and

improve healthcare, over the confining parameters of distance and time. It is puzzling that despite
being born over five decades ago and described i
banking for health?”, idearlyefaneydithinithe keealthcare envirenmant. n e d i
Advances in ocular imaging capabilities in conjunction with the ubiquity of internet connectivity

surely must pave new paths for the delivery of eye care through teleophthalmology.

The demand for ophéimic services globally is outstripping supply. Although the number of
ophthalmologists in the United Kingdom is rising, it is one of the lowest number per capita in the
developed world and only rising at half the rate of the population over age 60.0fbeoeir present

day challenge is to maintain the delivery of timely, high quality care in the face of diminishing
resources. The impact of this imbalance of demand and supply is evidenced in the recent published
figures of 20 patients per month that faesere vision loss whilst waiting to access ophthalmic
services.

The resurgence of teleophthalmology has been increased more recently by the introduction of new
imaging modalities over the last decade and fuelled by the need to provide additionay ¢apacit
unmet demand within the NHS. Proof of concept studies have shown that patients do not require a
face to face interaction with a doctor at every hospital visit, and that a safe efficient service can be
delivered in a ®“virtual clinic” pathway.
Furtherno r e , patients had a shorter “referral to tre
outpatients clinics, and unnecessary appointments were avoided. In 2018, we published evidence that
virtual clinics at Moorfields Eye Hospital reduced the mean referappointment time from 18 to 7

weeks. Nevertheless, despite evidence demonstrating a particularly high level of patient satisfaction
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with telemedicine compared to conventional clinical care delivery, there remains a relatively poor
national uptake of teophthalmology programs.

The Future of Teleophthalmology

Artificial intelligence (Al) and robotics have been deemed to transform healthcare by doing what
humans do but more quickly and at a lower cost. In teleophthalmology this agpbed in two

stages; stage orewhere information is gathered from the patient in the form of a clinical history and
when the eye is imaged; stage taavhere this information is analysed and a clinical decision made
and communicated.

Stage one lends itself to theeuof clinical decision trees, chatbots, machine learning, and automation.
Current examples include the widespread use of autorefractors in areas of the world where there is a
lack of optometrists, and the advent of chatbots as a symptom screening setftdoministered

triage, designed to improve access to care. Stage two has

been an incredibly popular focus point for research. In 2018, the first deep learning algorithm to
classify diabetic retinopathy was approved by the Federal Drug Administratiom United States of
America. This was closely followed by the publication of a deepning algorithm for OCT retinal

images that was able to make referral recommendations for

sightthreatening retinal diseases comparable to expert Ophthalmologists.

Suwch developments have been a focal point in the recently published Ni#EadDng term plan,
which aims to transform services and overcome the imbalance between demand and supply in
healthcare. Digital technologies have been described as a critical pahi¢ve this goal and to
provide care in the community where safe and possible.

3.7 Smartphone Eye Camera
Yannis M. PaulusM.D., F.A.C.S.

University of Michigan
Ann Arbor

RetinaScope is a smartphebased camera to take photos of the back of the eye (retina). It weighs
approximatef 310 g and has 3drinted plastic housing which encloses optics for illuminating and
imaging the retina onto the smartphone camera. Deep reeh(BFeak wavelength) light emitting
diodes are used for focusing. Polarized bright white illumination isinsazhjunction with two
polarizing filters to minimize unwanted glare. A display may be magnetically attached to either side
of the device to display a fixation target. The RetinaScope communicates with a smartphone
application via Bluetooth. It can take &an automated fashion 5 fields of view of the retina totalling
approximately a 16@degree montage of the retina.

A clinical trial is being conducted, led by Yannis Paulus, MD (ClinicalTrials.gov Identifier
NCT03076697) validating this device in evaluatéhgbetic retinopathy. The RetinaScope team
(including Drs. Tyson Kim, Todd Margolis, Dan Fletcher, and Yannis Paulus) have collaborated with
a company Eyenuk to utilize the EyeArt software and perform automatedinterpretation of these
photos.

A study of 1D eyes from 69 patients found that RetinaScope combined with EyeArt achieved a
slightly lower sensitivity but higher specificity than trained expert graders.

References:

Patel TP, Kim TN, Yu G, Dedania VS, Lieu P, Qian CX, Besirli CG, Demirdlatgolis T, Fletcher
DA, Paulus YM. Smartphonrkased, rapid, widéeld fundus photography for diagnosis of pediatric
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retinal diseases. Trans Vis Sci Tech. 2019;
8(3):29,https://tvst.arvapurnals.org/article.aspx?articleid=2735189

Kim TN, Myers F, Reber C, Loury PJ, Loumou P, Webster D, Echanique C, Li P, Davila JR,
Maamari RN, Switz NA, Keenan J, Woodward MA, Paulus YM, Margolis T, Fletcher DA. A
smartphonébased tool for rapid, portabland automated widield retinal imaging. Transl Vis Sci
Technol 2018; 7(5):21. doi:10.1167/tvst.7.5.21.

3.8 The new Visual Fixation System - grabbing attention just when you need it

Simon Berry
Optometrist
Durham

Colin Richards
Manufacturer
Optimec

The Optimec Visual Fixation System (VFS) was developed to allow a clinician to complete clinical
measurements when-operation of the patient is difficult.

The optics of the VFS allow a target displayed on a mobile phone to be placed inmkretsight of
the clinician, allowing a number of clinical observations to be made.

The flexibility of using a mobile phone means that unlimited number of targets can be displayed and
can be tailored to the particular needs of the patient. This mestrikely are more likely to be
engaged and relaxed during testing.

It was initially developed to gain a more accurate result when testing the accommodative response. It
is the only device capable of measuring accommodative lag on the visual axis, amg thexice

allowing the clinician to use the MEM and Nott method for assessment.

The VFS is useful as a means to grab a patient’
operation is difficult and allows the clinician a method of observatioen other methods fail. It is

useful for young children, patients with a learning disability and patients with dementia.

S

3.9 Digital technologies to transform care for patients with Age-related Macular
Degeneration

Konstantinos Balaskas
Consultant Ophthanologist
Moorfields Eye Hospital
NHS Foundation Trust

Digital Health technologies are disrupting the way we deliver care to our patients in Ophthalmology
by challenging key concepts of who, where and how care is delivered. In the Moorfields Ophthalmic
Reading Centre we are researching the optimal clinical work flows for delivering the best service
efficiently to the greatest number of patients using digital technologies and Artificial Intelligence
decision support tools.

We are currently embarking on aydar research project supported by an NIHR Health Technology
Assessment grant; the FENETRE study. This is an implementation science project looking at
validating a novel model of care for patients with Agkated Macular Degeneration (AMD), the

most comrmon cause of blindness in the UK in the adult population. In this study we will demonstrate
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the role of digital links between high street opticians and hodyaised eye clinics to enable the safe
management of patients with AMD in the community closdraime.

In the context of this project we will develop a transferable training programme for community
optometrists undertaking the assessment of patients with AMD and we will thoroughly assess the
economic implications of digitallgnabled models of care.a&Mvill also explore the role of Artificial
Intelligence Diagnostic Support Systems in the management of patients with AMD and assess their
performance. We will specifically use the DeepMind algorithm developed through the collaboration
between Moorfields ¥ Hospital and Google DeepMind. This Artificial Intelligence algorithm is
capable of interpreting eye scans (Optical Coherence Tomography) and diagnosing a number of
common retinal conditions.

This is the first of a programme of research looking at iggimg) the evidence needed for the

meaningful introduction of digital health technologies in Ophthalmology which will have a
transformative effect on eye care across the boa
drastically different withtheincees i ng r ol e o f -dphhalmdlogyaHomenanitoringi ¢ s, t
and Atrtificial Intelligence Decision support.

3.10 Home monitoring of vision to increase convenience for patients and capacity in
secondary care

Dr Ruth Hogg

Senior Lecturer

Centre for Pblic Health

Queends University Belfast

Current treatment for wet AMD is a series of monthly injections which reduce the growth of new
vessels to limit vision loss. Following treatment, patients attend regular hospitalugieakere

clinical staff monito the macula by taking photographs and doing vision tests, checking whether any
follow-up treatment is needed.

Most patients will not require followp treatment, but about 30% do. These hospital ebpck
appointments are important for preventing furtless of vision. However, the checip appointments

put a huge strain on alreadyretched resources, and limit the capacity for seeing new patients who, if
not seen urgently, are at high risk of losing their vision. They are

also very inconvenient for patits and their friends or family members who may have to take time off
work to provide transport to these appointments.

Dr Ruth Hogg, from the Centre of Pu-@GHefc Heal th a
I nvestigator of t he IMdthdsRCAMDhavaibdgn veeysycdessfulpmgtn  “

about half of patients retaining vision sufficiently good for driving. However, the burden on the NHS

and patients has been considerable due to the need for frequent injections and intensive monitoring
throughout the follomu p per i od. I n Belfast, evening and week
still not enough.

The MONARCH study aims to find out whether monitoring vision by patients themselves at home
could potentially alleviate some of the burderAMD on the NHS, as well as be more convenient for
patients, without compromising their safety or wellbeing. If home eye tests can detect when treatment
is needed, it would mean that patients might only need to attend hospital appointments to have
treatmenm

Patients participating in the study are provided with three different eye tests for them to do at home,

comprisingapapédbased bookl et of reading testdouch.nd two t
Patients will be asked to do all three testskiyeat home. The results of the tests are sent
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automatically via the internet to the Study Management Centre in Bristol. Throughout the study
participants will attend their normal hospital chegkappointments and the results of the tests done
at these apointments will be compared with the results from the home eye tests.

The MONARCH study is funded by National Institute of Health Research (NIHR) Health Technology
Assessment Programme. For more information, please visit:
http://cteu.bris.ac.uk/owstudies/?trial Type=Ophthalmology#4007

3.11 Cuttlefish to clinic: blue sea research leads to innovative new technique to assess a
key risk factor for Age-related Macular Degeneration (AMD)

Dr Shelby Temple
Co-Founder/Director
Azul Optics Ltd

Research into cuttlefish and octopus by Dr Shelby Temple at the University of Bristol has led to an
entirely new way to assess a key risk factor foragted macular degenemt (AMD). Translation

and commercialization of this research led Azul Optics to bring to market they®Bevice, which
enables eye care professionals to run an easy and affordable screening test in under a minute to
determine if a patient is at greatesk and should therefore be advised to make simple lifestyle
changes to reduce their likelihood of developing AMD later in life.

AMD is a part of the natural process of ageing of the retina, and we will all eventually lose central
vision due to AMD if wdive long enough, the key is to delay onset past our living years and thereby
effectively preventing the disease.

A vast amount of research using molecular, cellular and tissue techniques, small animal and primate
work, as well as human epidemiologicaldies have pointed to key risk factors for AMD being: age;
smoking; low macular pigment density; obesity; poor diet; fitness; increased exposure to sunlight
(specifically shorwavelength blue light); and genetics.

The challenge with studies of agingpiscourse that to show causation in humans requires very long
term studies (as long 60 plus years) and due to the-faattirial nature of many ageing processes the
sample size would need to be large and the behaviours of the subjects controlled.dtsr relagons

such research in humans is simply not feasible. However, a controlled study in rhesus macaques has
recently shown that monkeys that were denied macular pigments in their diet, but which were
otherwise treated identically to control monkeys,eleped AREDS Stage 3 drusen at half the age

(35 human equivalent years of age) compared to controls (65 human equivalent years of age). This
research confirms that macular pigments are preventative in AMD. In addition, macular pigment
density has been lirkl to other key AMD risk factors: smoking, obesity, poor diet and sunlight
exposure.

It is the blue lightabsorbing and antioxidant properties that make macular pigments protective against
retinal aging and AMD. However, we can only acquire macular pitgrtbrough our diet, and

physiology and behaviour can affect the amount of macular pigment present in the retina. The
problem is that we cannot tell how much macular pigment we have.

TheMReye device uses an el egant t®quicklyieqgilyand mpl oy i
repeatable assess the density of macular pigment in the macula. For his work in taking this idea from
cuttlefish to clinic, Dr Temple was awarded the Biotechnology and Biological Sciences Research

Council Innovator of the year awhm 2017. Azul Optics is now marketing the Mkpe to

optometrists and ophthalmologists in the UK and overseas.
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3.12 Preventable vision loss: a global challenge

Moshe Barel
VP Marketing
NovaSight

Nearly 3% of children suffer from lazy eyamblyopia). Although the condition is treatable, delayed
or inaccurate diagnosis and outdated treatment methods often result in partial vision loss.

The gold standard treatment method for amblyopia is patching over the dominant eye, which suffers
from low compliance, subptimal results and high reoccurrence rate. On top of that, stereoacuity
(depthperception) never develops with monocular treatment.

Recently, digital methods of binocular treatment have begun to emerge, such as iPad games and VR
goggles, which aim for higher compliance and stereoacuity development. However, these methods fail
to achieve the intended results, as they are difficult to use by young children who are the main target

population.

NovaSight had devanintegatedkyatackingvisuakrdining'system for lazy

eye treatment, intended to replace traditional eye patching. The treatment is carried out using
sophisticated, realme 3D imageprocessing algorithms, all while the child watches their favourite
program n the comfort of their home. While the foveal area (centre of vision) of the dominant eye is
blurred according the momentary gaze position, the rest of the image is kept sharp. This way,
suppression of the lazy eye is cancelled and visual acuity resiotiedhe two eyes learning to work

as a team as stereoacuity is developed, even in cases of strabismic amblyopia.

The CureSight™ system can monitor the treat ment
treatment protocol and provide feedbaglite care givers and parents through a dedicated mobile
application. CureSight™ not only solves the prob
treatment, but also improves stereoacsibinocular fusion.

The system is currently undergoing clinitgls. Preliminary results show significant improvement

of both visual acuity and stereoacuity in a cohort of 18 children, following 4 weeks of training, with a

90% compliance rate. The CureSight™ system is FCLC
reimbursement status in the United States during 2021.

Legacy screening methods fall short

Traditional pediatric vision assessment methods are manual, subjective, time consuming and often
i naccurate; especially f or amme thdtrectioss omcbnoimurdicate ' t al
what they’'re seeing.

There is a large shortage of pediatric ophthalmologists in many countries. For example, in the United
States, around 3,000 pediatric ophthalmologists serve a population of 74 million childrerinwhile
China there are fewer than 2,000 pediatric ophthalmologists serving 300 million children.

In order to improve the efficiency and accuracy of vision assessment in children, NovaSight has
developed EyeSwift® an automated, objective and edsyuse eydracking based visual screening

and diagnostic system. While children watch a series of short videos, EyeSwift® diagnoses numerous
vision impairments, providing quantitative analysis results.

NovaSight's innovative t ec tha®©Hnay hasatinabtéeddthh has r ec

attention of many international industry giants. The company has chosen to partner with one of the
world's |l argest optometry companies, signing a ¢
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EyeSwift® system and planning to-develop a future pipeline of diagnostic products.
About NovaSight:

NovaSight's mission is to bring screening and tr
into the digital age. Specially designed for the unique needs and attention spans ot petiets,

our revolutionary eygracking based solutions aim to prevent pediatric vision loss through rapid

vision screening and innovative vision treatment
management and advisory boards are comprised of experienced executives, reseatchamvned

key opinion leaders in the field of ophthalmology.

3.13 Enhancing glaucoma detection with a novel technique to image and track
individual retinal cell death

Professor M Francesca CordeiRhD MRCP FRCOphth

UCL Professor of Glaucoma & Retinldkeurodegeneration Studies
Hon Consultant Ophthalmologist

Western Eye Hospital

Visiting Professor Imperial College London

UCL Institute of Ophthalmology

The processes of neurodegeneration are implicated in several degenerative diseases of the retina.
Theseinclude glaucoma, agelated macular degeneration and some inherited retinal disorders.

Professor M Francesca Cordeiro and her Glaucoma and Retinal Neurodegenerative Disease Research
Group focuses on mechanisms of neurodegeneration and vision lossilgdytielated to the early
diagnosis and management of agkated neurodegenerative processes.

The key aims of her group are as follows:

e |l dentify early markers of cell —pncladogsses in ne
Gl aucoma, Rhrkenmen’s, Di seases

« Establish new methods of early diagnosis and treatment of these diseasesthe eye as a
window on to the brain

 Develop norinvasive screening and monitoring of neurodegeneration

* Investigate Neuroprotection and rescue mitidal

» Assess novel delivery methods of diagnostic and therapeutic agearitse eye and in the brain

These are to be achieved using novelmyasive techniques to assess structural and functional

changes in different models of disease and thedsttment, with a view to offering quick and effective

translation to the clinical arena.

A strong emphasis in Professor Cordeiro’ s work h
to encourage a multidisciplinary approach in her research. Shty gr@aes strong and successful
collaborations with a range of experts at UCL, Imperial and externally too.

One particular (first) clinical trial supported by such collaborationisthead | ed “detecti on

apoptosing retinal swmoeohlyandther(siimaiReamplp of thg pessible |t i
translational benefits of eye research but also how painstaking research can greatly improve the
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chances of earlier detection of glaucoma (the wo
spottingindividual nerve cell death much earlier than it has been possible hitherto, thus allowing for
enhanced diagnosis and an earlier, more refined therapeutic interventions in the disease process to
preserve remaining vision.

To underline this point, detectigfaucoma early is vital as symptoms are not always obvious.

Although detection has been improving, most patients have lost a third of their vision by the time they
are diagnosed because conventional clinical tests cannot detect abnormalities unteeseéinai

ganglion cell RGC death and significant vision loss have already occurred.

The “DARC” technique uses a specially developed
when injected into patients. Sick cells appear as white fluorescdatdipong eye examination. The
equipment used is similar to that available during routine hospital eye examinations. Researchers hope
that eventually it may eventually be possible for opticians to do the tests, enabling even earlier

detection of the diseas

Initial clinical trials were carried out on a small number of glaucoma patients and compared with tests
on healthy people. The initial clinical trials established the safety of the test for patients.

The test also has potential for early diagnosistloéiodegenerative neurological conditions, including
Parkinson’s, Alzheimer’s and multiple sclerosis.

3.14 Translation of Ophthalmic Technology to Enhance Patient’s Vision

Professor James Wolffsohn
Deputy Executive Dean, Aston University

Witharapidyagi ng popul ation, the demands on GP’'s and
become overwhelming. Eye disease prevalence increases with age, as with most organs, and

innovative treatments, such as for the wet form ofra¢gted macular degeneration, is soming

much more time of our relatively small number of ophthalmologists.

So Professor James Wool fdsadpbnhryteas atcAstdnlUmiviersityiat i ve an
focusing on low cost, portable, objective instrumentation using artificial intetlegmaid in the

diagnosis and evidendmsed management of patient in primary care. Projects include: advanced,
‘“intelligent’”, diagnostic support software; port
health and to refract the eyes.

Foremampl e, traditional solutions in the optical i
needs to travel to the client rather than the client to the clinic. Large expensive white instruments are
being replaced, allowing the number of referralssimosdary care to be reduced (and to be dealt with

more efficiently such as through telemedicine), while improuing vision and visual comfort of

patients througladvancements in contact lenses and intraocular lenses implanted as part of cataract
surgery

Commercialisation:

Aston University works extensively with industry, largely supported by Innovate UK and the

European Regional Development fund (Medical Device Testing and Evaluation Cen{f&®ICand

collaboration between the Queen Elizabiddspital, Aston University and Birmingham University

enhances British entrepreneurship. The next generation of optometry and biomedical engineering
students are enthused through the®uexzompanyf “ Eya
which turnsbasic research and the aspirations of clinicians into commercial products, made in the

UK.
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3.15 Providing appropriate eye care for children and adults with learning disabilities

J Margaret Woodhouse

Senior Lecturer

School of Optometry & Vision Sciences
Cardiff University

People with any form of disability are, of course, entitled to the same standard of healthcare as the
general population and it is well known that people with learning disabilities are much more likely to
have eye and vision problenigah members of the general population. Yet there are many barriers to
accessing good eye care, which our research is aiming to break down.

First of al |, it’s important to establish what s
disabilities, and w the problems can be best picked up. So, our research team began our work in this

field by designing new vision tests that are appropriate for people who cannot cope with a letter chart,

or describe their experiences. Our development of a means of

measuing focusing led to the discovery that many (in some conditions, most) children and young

people with disabilities are unable to focus well on near tasks such as school work. This meant that

even when spectacles to correct long or shigtit were prescridxd, the young people were left

visually impaired for near tasks. Today, many hospital eye clinics are aware of the likelihood of

patients struggling to focus, and are taking appropriate steps to measure and correct-fdmiidiyg

no means all hospital¥here are still some that are reluctant to accept new ideas.

Our abilities to measure vision in even the youngest or most disabled patients allowed us to establish
that people of all ages with Down’ s s yaadesome hayv
are worn. This has proved vitally important in schools, where the struggles children had with tasks

such as writing on the lines, were being misinterpreted as due to the learning disability; in fact the
children can’t s e earefmare aware dof ihenneed to mbke warning ratetiats big

and bold, and children are achieving much more at school as a result.

A recent study has concentrated on keratoconus, which is much more common among people with

learning disabilities especiallydwn’ s syndr ome, than among the gene
treatment, called collagen creliskage therapy, can now prevent progress of the condition but only if

applied in the early stage of the disease. Diagnosing keratoconus in its early stage énge;isatice

people with learning disabilities are less likely to complain about poor vision. Our study has allowed

us to recommend to optometrists the most efficient tests to allow keratoconus to be picked up early.

Nystagmus is another conditionthamsi c h mor e common i n Down’s syndr
collaboration with the Research Unit for Nystagmus, is looking at the characteristics of nystagmus
among children with and without Down’s syndr ome.
imparment, and typical children with nystagmus will receive additional support in school. However,

it turns out that nystagmus in children with Dow
teachers are not told that it affects the way children see.gSearch is establishing that the condition

has the same characteristics in children with an

argue that children with learning disabilities need the same support for eye conditions that we expect
ordinary childen to receive.

There is still a great deal to do, but there are some exciting developments on the horizon, arising from
our work. A few years ago, our team carried out a survey of eye care and eye defects among pupils of
special schools in Wales. In caltioration with the charitgeeAbilitywe have repeated the survey in
special schools in England. Both studies suggest that around 40% of pupils have never had eye
examinations, around half need spectacles bytanjuarter of pupils have them. As a direct result of

our research, Welsh Government and NHS England are now committed to developing eye care
services for special schools. Optometric organisations suble &ollege of Optometrists is now
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including eye are for people with learning disabilities among their priorities, and some local
authorities in Engl and groydefandihg ahddgrairfngforced ser vi ce
optometrists to test people with learning disabilities in their area. The situmaentd improve.

3.16 Challenging conventional wisdom to improve sight tests for nystagmus

Professor Jonathan T. Erichsen

Director of Eye Movement Experimental Research Group (EMERG) and Research Unit for
Nystagmus (RUN)

Cardiff University

Dr Matt J Dunn
Lecturer
Cardiff (Research Unit for NystagmudskRUN) University

Dr Lee Mcllreavy
Lecturer
Cardiff (Research Unit for NystagmufKkRUN) University

The Research Unit for Nystagmus [RUN] was established in the School of Optometry and Vision
Sciences at Caiffl University over 15 years ago. Today, RUN remains the only such centre in Wales
carrying our research on infantile nystagmus (IN), and they are recognized as world leaders in
investigating the perceptual consequences of IN.

Infantile nystagmus is eontinuous oscillation of the eyes that arises shortly after birth and continues
for life. Based in their four statef-the-art laboratories, the research that Professor Jonathan Erichsen
and his colleagues are conducting into nystagmus highlights tlealcrit

need for eye tracking technology to provide high quality recordings of the eye movements to look for
the characteristic features of the oscillation pattern, deliver an accurate assessment of the impact of
current and future treatments, and offer nsrgable measurements of the improvement (if at all) in a
person’s vVvision.

People with nystagmus generally perceive the world around them as stable, despite the continuous

wobble of their eyes. Moreover, theoththesizcands i t y”
frequency of the eye oscillations, varies considerably in people depending on where they are looking
(e.g. being at a minimum in their ‘“null zone’) o

In their quest to determine the undémty cause of infantile nystagmus and help develop treatments
for the condition, they need to be able to measure, in real time, the eye movements in a variety of
situations. Technological improvements (including large display screens andlitnesesional

projection for binocular investigation) now allow them to record accurately

and nonrinvasively the nystagmus oscillations as well as other eye movements made in response to
different visual scenes or stimuli. This enables them to investigate the intelzatti@en momertb-
moment eye movements and visual perception.

Supported by a cohort of over 100 volunteers with infantile nystagmus, Jonathan Erichsen and his
colleagues have challenged the conventional wisdom that currently available treatmentsignvolvi

surgery and/or medication), which slow the nystagmus oscillations, will necessarily result in an
improvement in vision. Indeed, they have discovered that visual acuity is largely unaffected by even

quite large changes in his or her nystagmus. Whethdaristress or using the nystagmus null zone,

the result is still the same. It seems that any slowing of the movements is unlikely to produce much
improvement in visual acuity. Nonetheless, people with nystagmus do sometimes report that they can
“see "batntdemost will choose to |l ook in a particul
slows their eye movements, even if this means they need to adopt an unusual head posture. All of this
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suggests that their eye movements do affect some aspectrofisiai, which is the main focus of
their current research efforts.

Most recently, they have investigated whether nystagmus can have an effect on how long it takes to
see something. Findings indicate that people with nystagmus do not take longer tly pertass
visual information. However, there is evidence that due to the eye movements, people with nystagmus

may need to |l ook at things for |l onger than other
maximum visual acuity). How long it takés find and/or discriminate objects or even people in
di fferent settings may have a profound i mpact on

developing new clinical tests that might better reflect how vision is affected by changes in nystagmus
eye novements.

So, bearing in mind that the size and frequency
where they are | ooking and/or their degree of st
the smallest letters that can be sden yisual acuity), is unlikely to be sufficient.

3.17 An unhealthy diet causes small changes in eye cells leading to sight-loss

Dr J. Arjuna Ratnayaka
Lecturer (Vision Sciencg
CES, Faculty of Medicine
University of Southampton

Early changes in the retina that lead to irreversible sight-loss

A major challengen developing effectivéreatmentsor complex retinopathies such as agtated
macular degeneratiqlAMD) is aninconpleteunderstandingf earlydisease pathwaybattrigger
disease. Thig reflected bythe current lack of effectivieeatments against

dry (geographiatrophy)AMD, whilst thewet (orneovascular) form malye managed

with intravitreal VEGF (vascular enathelial growth factor) inhibitorddowever,in somewet

AMD patients)Jong-term VEGF inhibitioncanlead to the death of retinal pigment epithelial (RPE)
cells.

Dr Arjuna Ratnayaka's group studies degoenerati ve
focus is the study of early disedstked changes associated with cellular and tissue damage so better
treatments against AMD can be developed in the future. Recent findings from the Ratnayaka lab has
unravelled details of how photoreceptor outer sagm@POS) from overlying photoreceptors, which

are shed daily to maintain nor mal Vision, are in
waste disposal system (phagosome and autogigaggomal pathways). With increasing age, this

process becoeas inefficient, leading to the accumulation of partially degraded POS within lysosomes

and related vesicles in RPE cells. Their studies in healthy RPE revealed a considerable degree of

flexibility in the way these POS cargos are broken down, perhapsafj@sils to cope with

changing conditions in the ageing retina.

Next,theystudied whether a high fatdiett y pi cal | y r e f esrtryd decoulddhliteest )a “ We
the wayPOSaredegradedy RPE cellsThis line of inquirywasinstigatedoy agrowing awareness

that an unhealthy diet can significantly predispose individuals to disease. A recent report published in

the Lancet revealed thapoordietis responsible for 1/5 deaths globallgpidemiological studies

have showt hat a “ Mediterranean” diet i nloeskiotiea ng f i sh
same way that unhealthy foods can cause eye disease. Intake of a high fat and chadastérbls

known to unleash disea$iaked pathways including inflammationxidative stress and altered

membrane trafficking. The group modelled elevated oxidative stress and altered membrane trafficking

in RPE cells to study whether these affect the way POS cargos are broken down over time. Their

findings revealed that under ozitive stress, outer segments do not spend sufficient time in early
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compartments of the phagosome and autoptapsomal pathways. Instead, cargos are rapidly
shuttled to terminastage lysosomes and autophagy bodies which may be ill equipped to deal with
incompletely processed POS. By contrast, when they studied impaired membrane trafficking, POS
cargos were observed to be trapped/sequestered in early compartments with only a small proportion
reaching lysosomes. Surprisingly, some POS still reached deansautophagy bodies, suggesting

that alternative/compensatory methods of dealing with these important cargos exist in stressed RPE.

The inefficient breakdown of cargos in the phagosome and autofysagpmal pathway is known to
result in the accumulatioof incompletely degraded POS and generation of lipofuscin and related
toxic material in aged and diseased RPE. This is an important process associated wibssight
AMD. Their findings reveal new ways in which conditions triggered by an unhealthgadieaffect

the buildup of such toxic material inside RPE cells. Furthermore, their data suggest that multiple
diseasecausing mechanisms in the ageing retina could have contrasting outcomes at cellular level.

Discoveries of this kind providasights into the complexities underlying AMD and the challenges
involved in devising effective treatments against blindness. Interestingly, their studies revealed that
not all compartments of the waste disposal pathway were affected by pathogenic meoditin

unhealthy diet. They found unaffected/healthy populations of phagosomes and auvigpbsgmes,

which could be targeted in future treatments to increase POS breakdown and prevent lipofuscin build
up. Their findings highlight the importance of gboutrition to ocular health, and rather than simply
viewing cells/tissues in healthy vs. unhealthy terms, to consider complex retinopathies on a spectrum
of discrete pathogenic events. This work was publishéukifournal of Molecular Nutrition & Food
Research

References:

1) Health effects of dietary risks in 195 countries, 129Q7: a systematic analysis for the Global
Burden of Disease Study 2017. Lancet, doi:10.1016/s6X36(19)30048 (2019).

2) Keeling, E. et al. Oxidative Stress and Dysfunctional Intracellular Traffic Linked to an Unhealthy
Diet Results in Impaired Cargo Transport in the Retinal Pigment Epithelium (RPE). Molecular
nutrition & food research, e1800951, doi:10.100&n201800951 (2019).

Related links to external sites:
https://www.macularsociety.org/news/pauutrition-canleadsightlosslate-life-according

universitystudy
https://www.southampton.ac.uk/news/2019/03/dat sightloss.page

3.18 Correcting mitochondrial decline and improving retinal function — implications for
AMD as it reduces inflammation

Professor Gledeffery

Professor of Neuroscience

Inst Ophthalmology Visual Neuroscience
Institute of Ophthalmology

Faculty of Brain Sciences

University College London

There is a growing body @vidence that the pace of ageing is linked to metabolic rate, with high

rates associated with faster ageing (Speakman, 2005; Wang et al., 2010). Indeed, the retina is a key
example of this as photoreceptors have the greatest energy demand in the bedyngigmsand
PadnickSilver, 2000). Experiments with mice have shown that mitochondria decline with age
(Kokkinopoulos et al., 2013) and ATP the key source of cellular energy that they produce declines
significantly by 34 months. More recently, results exaing the eyes of old primates have shown
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that mitochondrial decline in them is even greater than found in mouse with ATP reduced by more
than 70% compared with the 25% found in mice. This is associated with major negative changes in
the metabolism of theetina that can result in accumulation of toxic materials. Following these events,
chronic inflammation becomes established (Catchpole et al., 2013; Hoh Kam et al., 2013; Xu et al.,
2009), and retinal function declines (Kolesnikov et al., 2010; Li e2@01]). It has been shown that

there is a resulting 30% photoreceptor loss in both mouse and man (Cunea and Jeffery, 2007; Cunea
et al., 2014; Curcio, 2001)

Supported by this recent body of research evidence, Professor Glen Jeffery and his team age showin
that some of these features in the ageing retina can be corrected, based on the principle that specific
long wave lengths of light absorbed by cytochrome c oxidase (Fitzgerald et al., 2013), which is a key
element in mitochondrial provision of ATP. Tlemanipulations not only improve mitochondrial

function increasing ATP output, but in doing so they also avoid the other negative metabolic changes
that occur when mitochondria decline that result in the production of toxic metabolic byproducts.

Perhapas i mportantly, Glen Jeffery’'s |l aboratory ha:
the living eye via reflected light (Kaynezhad et al 2016) and consequently they may be able to identify
those in which the function is being undermined at a welgtirapid rate, and as such be vulnerable to

disease.

After many vyears of research in various ani mal n
research successfully into humans. Using long wavelength light they have improved aged vision in

those over 40 years. This improvement has been across a wide range of metrics including absolute
thresholds, dark adaptation times and also colour contrast measurements. These positivagféects

from light exposure for only 3 mins a day using safe enlengsls. These data have just been

published in the Journal of Gerontology, and are a major step forward in combating ageing and

disease using simple technologies that are economic.

https://academic.oup.com/biomedgerontology/advamtele/doi/10.1093/gerona/glaal55/5863431

3.19 The flexibility of OCT and the accommodation of underrepresented groups

Dr Denize Atan

BM BCh MA MRCP FRCOphth PGC Med EdD
SOCS Lead for Women in Science

Consultant Senior Lecturer in Ophthalmology
School of Clinical Sciences

F38, Biomedical Sciences Building

University of Bristol

Optical coherent tomography (OCT) has revolutionized ophthalmic practice because we adoéenow a
to detect and monitor disease affecting the cornea and retina more objectively.

1 Better detection techniques = earlier diagnosis and treatment

{1 Better monitoring techniques = clearer guidelines about when to intervene or not, based on
objective measuremés (rather than drawings or photographs)

The best example is how OCT has changed the managementrefatgd macular degeneration. The
decision about when to treat and how often with intravitreal\&lBGF agents is now almost entirely
based on theesults of OCT imaging.

The number of applications for OCT is ever expanding so that we can now measure vitreous
inflammation, for example, to monitor disease activity in uveitis.
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Underrepresented groups in previous research using OCT are young childrpata&nts with

physical disabilities because standard OCT machines require the subject to sit up at the machine and
place their chin on a restneonates, young children and physically disabled individuals cannot do

this.

Research from Irene Gottlob irelcester has shown that the retina is still developing in young infants
after birth. This was not known before because the technology was not available to image neonates
with OCT previously, but now there is an OCT machine (Bioptigen) with a portablenghagbe

that makes this possible. Drs Denize Atan and Cathy Williams in Bristol are collaborating with Irene
Gottlob to collect further normative data about the normal postnatal development of the retina with
funding from Fight for Sight and the same Bigen OCT machine. The only other centre in the UK
with a Bioptigen machine is Moorfields Eye Hospital.

It is very important to collect normative data so that we can recognize true pathology as opposed to
the changes that normally occur during postnatalakdevelopment. We can then diagnose early
onset/congenital retinal diseases, for example, albinism. Albinism can be difficult to diagnose at an
early age because the tests that are commonly used rely on some degree of patient ceeperation
otherwise tle results are not reliable. This means that the tests are often repeated again and again until
they give more reliable results when the patient is older. The portable OCT helps to make the
diagnosis at a very young age as it is less reliant on patiergratiom and can be performed on

subjects who are lying down or unable to sit at a normal OCT machine. This means that new
treatment modalities like gene therapy-dioba for albinism can be given earlieeven as the retina

is continuing to develop to preserve vision.

There are other advances in imaging technology, currently only available in the research environment,
for example, to image individual photorecepter®ds and cones. This will allow early diagnosis of
photoreceptor degeneration beforbastmore invasive tests are performed, e.qg. visual

electrophysiology, or those that rely on patient cooperation (problematic in young children) and

would allow more targeted genetic testing.

3.20 Handheld Oximetric Ophthalmoscope for Enhanced Diagnosis of Retinopathy of
Prematurity

Professor Andrew | McNaught
Honorary Professor

the School of Health Sciences
Plymouth University
Consultant ophthalmologist
Cheltenham General Hospital

Retinopathy of prematurity (ROP) is a potentially blinding condition thatezedhto retinal

detachment and blindness in severely premature and underweight babies. It is associated with
abnormal development of retinal bl ood vessels th
from a comparison of images of retinal bloods&ls with reference characteristics. Early screening

and diagnosis of plus disease and adaptation of treatment according to the severity are effective in
reducing the development of ROP and preventing blindness. Akt & premature babies develop

ROPin developed countries such as the UK where good treatment for premature babies exists, but the
incidence is about 30% in middlecome developing countries such as in Latin America and Asia

where more premature babies are surviving, but screening foidR@Pas well developed.

Currently screening involves viewing the retina with an indirect ophthalmoscope whilst physically
manipulating the eyeball and recording photographs of the retina using a specialised, but cumbersome
and expensive ophthalmic cameedled a Retcam (approx. £50k each) that is placed in physical

contact with the eye and is stressful for the fragile premature baby and the parents and has to be
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repeated regularly during the first few weeks of life. In light of thirgsearch group &xford

University, headed by Dr Rebeccah Slater and Mr CK Haielestigating howio measure the stress

of ROP eye checks and treatment. The group will investigate how to improve on current techniques to
make the process less stressful and painflilas¢ i s very i mportant for the
development.

Conventional practice dictates that the retinal photographs are studied by clinicians for abnormal
shapes in the retinal veins and arteries indicative of plus disease and treatmebabf tisetargeted
based on the perceived, subjective development of the disease. Current research is developing
computer programmes that promise to more objectively and reliably classify the severity of plus
disease and improve the selection of the optireatment such as laser therapy or cryotherapy
(freezing).

However, Professor McNaught in close collaboration with Professor Andy Harvey and colleagues
(who built the ROP focused ophthalmoscope and are now developing the prototype at the Department
of Physcs and Astronomy, Glasgow University), aim to deliver a device that will improve the

diagnosis of the ROP and hence reduce blindness in premature babies in the UK and abroad. This will
not only use a new design and exploit{owast consumer technology pooduce a camera for a

significantly reduced cost compared to a Retcam but it will accurately distinguish between veins and
arteries to enhance automated and objective classification of ROP. It will also-bemtaat thus

reducing stress to babies anaitiaeld and highly mobile to greatly improve the usability of the
instrument.

In the developed and developing worlds where RpPé&tialists are seldom found outside major
population centres, the features outlined above will reduce the skill level requissitd images
and this will be highly suited for use in telemedicine for classification of ROP.

3.21 Seeing what they see: Compensating for cortical visual dysfunction in Alzheimer’s
disease

Dr. Keir Yong

Research Associate
Dementia Research Centre
UCL Institute of Neurology
London

iSeei ng whisaaprojedt which dsagvetagether experts in neuropsychology, engineering

and social science and individuals liviag with t
namely, the syndrome posteriorrtcal atrophy (PCA) which primarily affects vision rather than

memory. This project is designed to understand and address the issue of desfetatavisual

impairment. Some of the broad motivations for the project were that visual impairment in dementi
underrecognised and poorly managed, and most previous research has focussed on people with

dementia who also have coincident eyesight loss without addressing impairments of cortical vision
(“brain sight’) caused directly by conditions su

This project consists of various strands of work primarily emphasising different disciplines, with the
overall aim to develop a better understanding of the nature of visual impairment arising due to AD
and PCA, ultimately to develop simple aids and stratdgisapport everyday abilities. Investigations

of dementiarelated visual impairment to date have included studying its qualitative and quantitative
impact, the significance of the environment, assessment of physical location, activity and eye
movement paerns, and detailed exploration of specific visual symptoms and their anatomical basis.
The project team have also contributed advances in methodology including the development of new
tests for more reliable visual assessment and novel experiments &BiRgs@vigation and object
finding. Our initial findings outline which perceptual conditions are optimal for patients with cortical
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visual dysfunction to identify simple stimuli, as well as carry out more complex activities such as
reading or navigation.

These findings have provided the basis for a comghdeed intervention intended to minimise
reading problems experienced by individuals with PCA and steps have been taken to address

appropriate methods of vi su tylafteacersultadienmithnt ' , i den
patients, carers, researchers and health professionals. Collaboration has also taken place with the

College of Optometrists and a range of optometrists through workshops, conferencésrasd

groups (e.g. Dementia and Sighuds interest group).

3.22 Imaging — a powerful illustration of innovation

Julian Jackson
Director
VisionBridge

Patients are quite rightly continuing to ask how eye research can better predict, detect, diagnose and
monitor eye diseaseand indeed ultimatglrestore sight. The answers can be found in the fast
moving world of Imaging.

Tremendous innovation is taking place across the wide range of eye research activities but it is clearer
than an intraocular lens that the real catalyst which will deliver #gsémum potential for positive

patient outcomes and most notably and critically influence if not determine the direction of travel for
the greatest number of research activities further downstream is Imaging.

Imaging is beginning to make a noticeable imparcpositive surgical outcomes by assisting

ophthalmic surgeons in better understanding the context in which they are operating, provide greater
accuracy in the delivery of treatments and pinpoint the areas of greater or lesser risk prior to invasive
surgey —and this is all being achieved with optical coherence tomography (OCT) in support of
Robotics.

We are always told that “being forewarned is for
extraordinary advances in detectiefor example, Adaptie Optics (AQ) is allowing clinicians to

view biomarkers of disease in the form of damaged tissue structures, toxic proteins, inflammation and
debris as well as individual cellular abnormalitéesl dysfunction. Following closely behind, the

molecular levewill soon be reached thus creating even clearer predictors of impending eye disease

by revealing even more detail about for example individual cell metabolisms, cortical remodelling and
adaptation to retinal degeneration and even cell death (seneséencd). | et ' s not f orget

|l maging could play in detecting the early onset
other diseases such as diabetes and diabetic neuropathy, high blood pressure, meningitis, brain

tumours and malaria vith can all impact on sight if not treated early.

| mproved detection can therefore enhance clinici
and so determine the need for early medical intervention, identify the most appropriate type of

treatment if required and assist patients in planning for the future and making more informed lifestyle
choices accordingly. Surely, parents of young children could be greatly helped by improved less

invasive imaging devices that can spot abnormal micpieaructures in the retina or gauge the

density of photoreceptors and indeed older patients would be hugely reassured if there was a sure fire
technique for predicting the chance of dry macular degeneration progressing to the wet form?

Imaging can alsoide to the rescue in the form of improved monitoring of eye disease too. The
secondary sector’'s ability to cope with the incr
greatly enhanced if advanced imaging techniques and equipment were widely agqptetitioners

in the primary sector indeed, numbers of referrals that currently do not subsequently require an
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ophthalmological appointment could be drastically cut and patients with stabilised conditions and in
postsurgical phases could be well suppadhby an upskilled workforce of optometrists.

Peering even further over the horizon, the degrees of predictability drawn from Imaging could be

greatly enhanced by an emerging and powerful ally in the form of Artificial Intelligence (Al). If

patients ared receive meaningful and timely treatments then human éurarg image analysis must

be minimised, speed of analysis accelerated and indeed correlations and patterns amongst images that
perhaps clinicians have not even thought about need to be exaBnéd.in the form of

DeepMind’ s so called “Machine Learning” should b

As Mr Pearse Keand\(HR Clinician Scientist and Honorary Consultant Ophthalmologist, NIHR
Biomedical Research Centre, Moorfields Eye piad NHS Foundation Trust and UCL Institute of
Ophthalmology), a strong supporter of VisionBridge, noted:

AfAdvances in ocular imaging wil!/| be fundament al
drive many breakthroughs in eye disease diagnasd treatment in the next decade. These advances

will allow visualisation of every cell type within the eye, from cellular ultrastructure to underlying

molecular processes. In parallel, advances in machine learning and artificial intelligence will allow
clinicians and scientists to improve patient care and derive new insights into disease pathophysiology.
Taken together, new imaging hardware and new artificial intelligence techniques are likely to
reinvent the eye examination for the 21st Centur

Thereis no doubt that the eye which is such an indescribably complex and infinitely adaptable organ

is under attack on a daily basis from mutant genes, injury;iaumne responses, infection, lifestyle
choices and the ageing process. So, further and fastelogenents in the hardware and software

within Imaging will constitute the most effective shield against such attacks in both the developing

and developed countries but a $1bn injection would help to sustain and secure such exciting progress.

3.23 An innovative testing and monitoring regime yielding results

Professor David Crabb

Professor of Statistics and Vision Research
City University

London

Vision loss from glaucoma occurs when the optic nerve is damaged. In most cases, increased pressure
inside the ey¢intraocular pressure), is thought to contribute to this damage.

With this in mind, despite the fact that Medicat
most commonly prescribed treatment for glaucoma) to lower raised eye pressure hasd&®n use

decades as the main treatment for open angle glaucoma (OAG) to delay progressive vision loss, it had

not been proved that this drug had a measurable impact on reducing the risk of further sight loss.

So, David Crabb, cauthor and Professor of Stditis and Vision Research at City University
London, helped design the innovative testing and monitoring regime used in the trial which
epitomized the collaborativainical working that is so important and which again highlighted
glaucoma research in the&klas world leading.

Glaucoma is normally a slow acting disease and observation periods in trials are long. Therefore,
David Crabb and his team shortened the trial wit
vision and the use of precise staial tests. The trial has set a new benchmark for speeding up novel

drug development, reducing costs of trials and increasing the likelihood of bringing new drugs to

patients.
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The study found that the risk of visual deterioration was over 50% lovilee igroup treated with

daily pressurdowering eye drops compared to those using placebo drops over 2 years. Importantly,
because of the trial design, a significant difference in treatment effects could be seen between the
groups after just 12 months.

3.24 How the application of machine learning and artificial intelligence (Al) can assist
in the speed and quality of diagnosis

Dr Pearse A Keane

NIHR Clinician Scientitst and Honorary Consultant Ophthalmologist
NIHR Biomedical Research Centre

Moorfields Eye Hepital, NHS Foundation Trust

and UCL Institute of Ophthalmology

A coll aborative Research venture is now progress
and Googl e’ s De e p Miounder MugtadarBuléymath, aimgd at davelopimgways in

which Artificial Intelligence (Al) can be applied to ophthalmology and in particular to the type of

imaging of the eye called Optical Coherence Tomography (©&@Testablished medical imaging

technique that uses light to capturdifhensional images).

Undoubtedly, the scanni ng elimengianal scans of theé retieaywdish usi ng
is much better at revealing eye disease than traditional retina photography) heralded one of the biggest
developments in modern ophthalmoleglgut unfortunatel, the increasing number of false positive

referrals received by hospitals like Moorfields will soon be exacerbated by the imminent roll out of

OCT devices amongst opticians who may not have the sufficient training to interpret the scans. These
scans areujck, easy and safe to acquire, but too many patients are being referred for the wrong

reasons, leading to a clogging up of the clinics and the resulting inability of clinicians to treat genuine
cases of sight loss (e.g. diabetic retinopathy or wet AMBiw#n appropriate time scale. This

swamping of services could not be happening at a worse time. Ophthalmology is already the second
busiest speciality in the NHS, with more than 9 million outpatient appointments per year.

Therefore, how can the applicatiof machine learning and Al assist in improving the quality and
speed of diagnosis thus allowing for earlier and more effective treatment whilst reducing patient
numbers and prioritizing those that require urgent treatment first? The answer is thdlygéiasa
delivering huge improvements on e.g. speech recognition, very good translation, very good image
labelling and image recognition. There are much improved machine learning models, access to very
large-scale computers and there is increasingly ghdtaining data to help build effective models.

So, with that developmental momentum, the millions of OCT scans held by Moorfields has presented
DeepMind with the ideal dataset for DeepMind to apply its research. In a way, DeepMind is replaying

all of thescans to the machine learning system in the same way that an expert consultant

ophthalmologist might sit in front of their computer and watch scans and case studies over and over
again-t hi's is what the DeepMind c atdpgliedtogheperi ence r
Moorfields data is “imagining” an abstract form
Retinopathy (DR), seeing it in its “"mind’ s eye”.
look at photographs on Google Photos ordm&earch or Facebook or to recognise faces in the

photos

Despite The fact that the application of Al in spotting eye diseases is currently very much a research
project, there is growing optimism thaetyandt wi | |
certainly much more quickly and more cheaply than a human. Mass adoption of OCT which is

supported by Al within opticians may well be only 3 years awpgople will be able to walk into a

high-street optician, have an OCT scan and have it graglad Bl system.
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However, although machine learning will become an invaluable tool in early diagnosis and the
planning of treatment, the advent of Al in handling so many patient data sets will require greater
ethical scrutiny and appropriate governances this data that gives machine learning its formidable
power, and the NHS is in a unique position to offer huge;labé#lled datasets.

Also, questions such as how patient information which is so key to the use of Al is shared, who gets
to use it and whgets to profit from it are questions that could fail to be properly answered in the rush
to implement this important new technology. These questions will need to be answered as Al will
soon be impacting on healthcare generaligr example, the hospitanvironment is such an

expensive and complex system and clearly the humans working in it are simply overwhelmed by the
scale and complexity of managing so many patients who are on so many different pathways and who
need so many different tests and inteti@rs. It becomes a massive-aalination exercise and

therefore Al can be applied so tasks in various areas of the hospital could be more efficiently and
speedily prioritised to improve patient outcomes and care.

3.25 A collaborative approach to improve visual field tests

Professor Paul H. Artes

Professor of Eye and Vision Sciences
School of Health Professions
Plymouth University

Professor Paul Artes and his team in Plymdatiuson creating better visual field tests for patients

with advancedjlaucoma. These patients often have only a small part of remaining central vision that

they use to read, recognize faces, and watch television. Much of the surrounding field of vision is
irretrievably damaged, aikdh e i mpor t ant ar athealihy pebplemsti r ect ” vi s
subconsciously to move about is no |l onger avail
periphery, and it is important that patients are treated as well as possible to preserve these areas.

i
a

Current visual field tests dwot measure peripheral vision well enough, and they also do not work

well for the most important central areas of vision when there is substantial damage. Most patients

with advanced damage find visual field tests difficult and frustrating. The resulisugaa great deal

between one examination and the next, and this means that clinicians often have little confidence in
making decisions of whether the patients’ treatn

Against this background, Professor Artes and his team aimedte tests that are easier to perform for

patients and provide more reliable information to legalth professionals. If successful, these new

tests will lead to better treatment of individual patignisthey will also speed up progress with

comparing drgs and surgical techniques. Ultimately, they wiproveunderstanding of how eye

di seases and their t+wemat déntvs sdhiflabildyttompwet ioeant s’ “
through a busy environment, climb stairsdrive a car.

His approach tthis fieldof* ¢ 1 i ni cal vi sion research”inos to br e,
smaller pieces and try to find solutions accordingly and then tratiséegpecific problem into the

language spoken within other disciplines suchisien science, madmatics, ocomputer science.

Step two is tdranslate thehallengeanto a practical clinical application that can be used by eye

doctors in the consulting roorfgr examplea new vision testr a computer programme that helps

doctors to make better serafedata from existing tests. However sometimes hewdghk with basic

scientists fromhisfield or from other disciplines to understand the underlying problem, formulate the

right research questiand design the experiments required to solve it.

Paulisa founding member of t lagroup @ pcemistRenginearseanad vy | ni t
doctors who collaborate on making highd commercial equipment accessible for scientific
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studiesanditisn ot ab | e t hveotk orhimpsovirg visual fiebtésts relies on close
collaboration with industrial partnessich as instrument manufacturers.

This groupfreely share tools and expertisad this has tremendously accelerated progmnegsms

of translating new scientific knowledge into prototypeiclal testsin turn, instrument companies are
beginningto benefit from a much wider network of scientists for research and development than was
available in the pasta development that will lead to more rapid advances in clinical tools and,
ultimately,clinical care.

Bearing in mind the manynsolved problems in eye caardthe new potential solutionshich are
becomingncreasinglyavailablethrough advances in basic science laboratories, Paul Artes is
passionate about tleelucation and training of mescientists (PhD students and postdoctoral research
fellows) to ensure that his fields of research continue to make sense of these findingdgenthe

gap between bench and bedside.

3.26 The importance and translational benefits of improving the accuracy of diagnostic
tests

Dr Tony Redmond

Senior Lecturer and Deputy Director of Postgraduate Research
School of Optometry and Vision Sciences

Cardiff University

Damage to the visual field is the primary functional biomarker for glaucoma, the second &zadieg

of blindness globally, and is screened for by clinicians with perimetry, a cliniadéipted

psychophysical technigue that uses spots of light varying in brightness to probe the visual pathway. It
is well understood that earlier detection followgdalppropriate treatment, of glaucoma are essential

for a better visual prognosis. However, current clinical methods for measuring visual field damage are
inefficient for detecting the earliest stages of glaucoma and its progression, and more appropriate
simuli are urgently needed to improve the diagnostic accuracy of perimetry. It is only through
rigorous psychophysical research that regions of the visual pathway and levels of sight affected in
glaucoma can be identified and then develop an understarfdiogvgorecisely these changes can be
detected clinically at the earliest opportunity.

With this in mind, by studying how the visual system processes and behaves in response to visual

stimuli, including spots of light, detailed patterns, or natural sc&rebpny Redmond and his team

who have made significant progress in the development and optimization of efficient clinical tests for
glaucoma, continue to probe various regions of the visual pathway, from the eye to the brain, that are
responsible fordifeent | evel s of sight. This area of “visu
understand how the functional architecture of these structures enables us to see and perceive everyday
scenes, as well as how various attributes of sight are affected in disease.

So, armed with an understanding of these mechanisms in health and disease, a substantial translational
arm of Tony Redmond’ s research is aimed at devel
normal eye and brain function in the clinical setting.

More recently, in collaboration with colleagues at the Cardiff University Brain Research Imaging
Centre (CUBRIC), psychophysics has been combined withreigblution neuroimaging (functional
MRI) to more accurately underpin the regions of the visual pathresponsible for the earliest
changes in vision in glaucoma. As a result, this will enable them to establish a clearer idea of how
visual scenes appear to patients and to refine the development of the most accurate clinical test of
early visual field darage.
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3.27 A new way of detecting and monitoring eye disease

Professor David Crabb

Professor of Statistics and Vision Research
City University

London

Eye movements are a continuous and-gvesent part of vision. When we look around our eyes
generate saccadic eye movements (extremely fast voluntary movemeneyéstelowing them to
accurately refix on an object in thissualfield), interspersed by periods of time where the eyes are
stable (fixations). Scan paths reveal the sequencgaifdins and saccades. Scan path data, collected

during the time a person is engaged in watchihgial m coul d gi ve an i1 ndivi dua
fingerprint’™ akin to the | evel of data that migh
So, Professor David Crabbandhi® am at City University have devi s
to prove the concept that there is a signature o
evidence to show that patients with agkated visual disease have different eyevements

compared to visually healthy people. Prof Crabb has already collected scan paths from 100 elderly

people and will develop statistical methods to analyse these complex eye movement data. This will
determine if the concept of monitoring eye movetsém people while watching a film could reveal

data that could be a biomarker for eye disease. T
‘Eyecatcher’ potentially becoming a new way of d
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4.0 Treatments

Eye research constantly questions the efficacy of standard treatment approaches as it remains clear
that not all treatments suit every patient and indeed there is always an imperative to create treatments
which are better targeted, less invasioeager lasting and require less applications in the fight to

prevent further sight loss, stabilise conditions and ultimately restore sight. Work is also ongoing to
treat patients without the current unpleasant side effects and surgical shortcomings.

Thebreadth and depth of eye research continues to grow in the treatment arena, reflected in the
research into stem cell and gene therapies, drug treatments and drug delivery, pharmacogenetics and
personalised medicine, light;ray and other neinvasive theapies, antibodies, neugotection, the
innovation behind surgical instruments and techniques that are safer, faster, more accurate and less
invasive.

4.1 Synthetic microbicidal peptides: A novel therapy for the management of corneal
blindness

Imran Mohanmed B.Pharm., MSc., PhD.
Infection and Immunology group leader
Senior Research Fellow

Academic Ophthalmology, School of Medicine
University of Nottingham

ORCID: https://orcid.org/0006000284120768

The cornea, a domghaped transparent window of the eye, is essential for clear vision. Corneal
infection, also referred to as microbial keratitis, is the leadingecatisight loss worldwide.

Prevalence of microbial keratitis and pathogen involved varies geographically and is dependent on
various risk factors.

Ocular trauma and extended contact lens use are the major risk factors of corneal infection. Bacteria,
fungi and yeast are frequently isolated from the corneal surface of patients with microbial keratitis.
Often patients presenting with bacterial and fungal keratitis show severe pathology and pose extreme
challenges to the clinicians due to the lack of effedtreeapeutics. The constant rise of pathogens
resistant to conventional antibiotics and poor penetration of availableiagél agents have further
increased the prevalence of corneal blindnasanthamoeba sppnd Herpes simplex virus are the

other canmon pathogens known to cause corneal infection worldwide with their presentation often
confused with fungal keratitis leading to delayed treatment and loss of vision.

For the past 5 years, my team has been rigorously working on the development ohadternat
microbicidal therapeutics for the treatment of corneal infections. Based on our previous discoveries of
the antimicrobial peptides from the corneal surface of patients with microbial keratitis, we developed
a novel class of synthetic microbicidal peles (SMPs) through structufienction relationship

approaches. This research was supported by generous funding from the Fight for Sight charity and
other council organisations, namely EPSRC and MRC. Currently, we are investigating the safety,
efficacy andpharmacokinetics of these novel SMPs utilising the preclinical animal models of corneal
woundhealing and corneal infection, respectively. Our key collaborators are world renown molecular
microbiologists, parasite biologist, medicinal chemists, and ophtiagists based within the UK,

US, and Singapore.

We are always looking out for collaborators for crdiggiplinary and multdisciplinary advancement
of our novel therapy for the treatment of other bodily infections.
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Investment and commercial collabonast@re also sought for taking our library of pathogen specific
SMPs for testing into humaased clinical trials.

4.2 The development of novel oculosubarachnoid glaucoma shunt devices (OGDs)
Dr Daemon McClunanMIBChB(SU), DipOphth(SA), MMed(UCT), FCOphth)S

Chief Executive Officef LIQID Medical pty
www.ligidmedical.com| +27 84 604 7600

Glaucoma remains a leading cause of blindness. The need for daily medication usage, repeated laser,
and multiplesurgical interventions means it is one of the eye diseases which puts most strain on
healthcare systems and significantly impacts patient quality of life.

Despite half a century of innovation, trabeculectomy with Mitomycin C andghbbet device
implantaton remain our most effective means of treating glaucoma. Unfortunately, despite our best
efforts at optimisation, subconjunctival fluid drainage is still associated with a high rate of
complications and failure.

Oculosubarachnoid shunting, beipigneered by Dr McClunan aindQID Medical, is a hovel

method for treating glaucoma. Oculosubarachnoid shunting creates a fluid shunt communication
between the eye and the retrolaminar subarachnoid space asHisun potential benefits over
traditional subconjunctival fluid drainage:

1. Draining aqueous to the subarachnoid spes not create a bleb. The presence of a bleb
poses a lifelong risk of complications, including a 1.3% per pagieat risk of blebitiand
endophthalmitis. Blebs require ongoing follayp and management which cause quality of
life loss and ongoing costs for patients and healthcare systems.

2. The fluid in the subarachnoid space is controlled by robust mechanisms to a pressure
averaging 12 mm Hg— the holy grail pressure for preventing progression in glaucoma. This
means that by “piggy backing” ocular pressur e
to ensurepredictable, optimal and self-regulating 1OP control.

3. Fluid within the subachnoid space has a chemical composition identical to aqueous fluid for
all intents and purposes. The space is therefore naturally designed to accommodate such
fluid. On the contrary, the subconjunctival space inherently reacts to aqueous with fibrosis
and scarring. This means that shunting aqueous to the subarachnoid space does not require the
use of Mitomycin C and is less likely to cause fibrosis and filtration failure. Subsequently,
oculosubarachnoid shunting could be the fwag-term solution for highly effective
glaucoma control.

4. Translaminar pressure has been shown to be directly correlated to glaucoma progression. By
creating a shunt communication between the eye and the subarachnoidrspatzaminar
pressure is nullified. Current literaturelugygests that this holds the key to eliminating the
progression of glaucoma.

These characteristics mean oculosubarachnoid glaucoma shunt devices (OGDs) have the potential to
dwarf the clinical performance of the current gold standard. LIQID Medical isaj@ragltwo forms

of OGDs, the OptiShunt and iPortVR, which leverage this novel concept from bothexteato and
abrinterno implantation technique. The iPortVR is also the first glaucoma device designed for
implantation during vitreoretinal surgery.

The Qaucoma treatment by OculoSubarachnoid Shunt Insertion Pilot (GOSSIP1) study, is an early

feasibility study assessing the safety and feasibility of oculosubarachnoid shunting using a proof of
concept device, the OptiShunt Versionl.
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The GOSSIP1 study is lmgj conducted in a sample of 15 patients with severe end stage glaucoma at
Groote Schuur Hospital, a premier academic hospital in Cape Town, South Africa. Study results over
a period of six months for patients recruited to date are demonstrating thatibavdatinoid

shunting is safe and highly effective at lowering IOP. IOP was reduced from baseline of 41 mm Hg by
73% to 11 mm Hg at 3 months and by 62% to 15 mm Hg at 6 months. This demonstrai2s a 1.5

times higher 0P lowering effect at 3 and 6 monthsemtompared to IOP lowering following tube

shunt implantation in a similar group of patients. Complication rates were similar in both groups and
no adverse events occurred in the GOSSIP1 study, which investigators identified as being related to
the novel mplantation technique, or the oculosubarachnoid shunting mechanism of action.

Buoyed by these early study results, LIQID Medical is actively pushing OptiShunt design
optimisation, ongoing development of the iPortVR, and multicentre clinical trials inipofsu
creating the most cost saving, clinically effective and quality of life improving glaucoma devices
available.

4.3 SAVIR-Therapy for vision restoration - Vision recovery and reactivation of “silent”
neurons

Professor Bernhard Sabel
University of Magdeburg, Germany

Vision loss is caused by different diseases that damage nerve tissue in the retina or brain. But
unfortunately doctors and patients have no way to improve vision again because traditional thinking
teachesthatcelldeathc cur s and the resulting damage is “irr
go to improve vision againAll one could hope for is delaying or halting further vision loss.

But there is light at the end of the tunnel.
Of course, cellswhicharedead e “ i rreversibly” gone, yet resear
University of Magdeburg/Germany shows that loss of vision is in part due to inactivation, not death,

of neurons. In fact, many nerve cells are not dead but only functionally indstause of

hypometabolismt he “sil ent survivors” can be freactivate
energizes them by way of enhanced blood flow in the eye and brain.

Based on this new scientific understanding, new therapy options have emery#®, $Apioneer in
“awakening” silent neurons, now offers such a so
was done. Withitsall nc | usi v e -stopasohl o ps”"t ipca c'koangee of di agnostic
interventions, SAVIR complements anded not replace standard ophthalmological therapy. When
ophthalmology is done, SAVIR begins.

What is SAVIR Therapy?

SAVI R st &bet\VssiofRest brati on”, a menu of different n
patients with vision loss. SAVIRffers a holistic program with diagnosis and treatment that does not

end with the eye, but also considers the person behind the eye: patients’state of the brain, vascular

system, mental state, and lifestylAVIR is a comprehensive program combining emive

technologies for vision restoration in combination with relaxation and psychological/lifestyle
counsellimd.teSAVItRNg brain microcurrent stimul at
therapy withproven efficacy as shown in controlled cliamlidrials and confirmed independently by

other scientists.

What is alternating micro-current stimulation (ACS) and why does it work?

ACS is a norinvasive method to stimulate the eye and brain. Because it acts on a fundamental
cellular level of improving blood flow and brain signal processing. Therefore, it is effective in
different diseases of the optic nerve, retina, and brain: Hragk is performed with certified,
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devices which deliver tiny microcurrents to the eyes and forehedgtl) 8in. daily for 10 days. ACS
enhances vascular blood flow (which gives “silen
oxygen, and it enhanceset synchronization of brain activity tmprove and strengthen neural
processing of THerA@Sstreadmemt Is embédded m A menu of additional procedures

which enhance its efficacy and longevity of the treatment effects including relatestforiques

(meditation, eye yoga) and psychological /lifestyle counselling, all of which are critical to optimize

individual recovery rates.

At SAVIR patients are not only treated medically, but they also learn how to improve their quality of
life by adating to—and coping with-their vision loss and feafThis holistic approach of SAVIR
therapy is unique, with no other place like it.

Which diseases can be treated and how soon does one have to start?

As the treatment affects very fundamental datlprocesses (increasing the cells energy state),

SAVIR is effective in many different diseases: glaucoma, optic nerve damage (optic neuropathy),
macular degeneration, diabetic retinopathy, amblyopia, brain lesions due to stroke and brain trauma,
andevef unexpl ained” causes of wvision | oss.

As SAVIR activates “silent” neurons which have s
therapy is effective independent of age, duration of the vision loss, or its level of severity. SAVIR
strengthens thse visual capacities which were neglect@d even actively suppressedby the eye

and brain. HowevelSAVIR cannot help blind patients that have no subjective vision at all.

What is the scientific evidence?

The holistic SAVIRapproach is based on §8ars of research by Prof. Sabel and his team at the

University of Magdeburg. Being an expert in medical psychology, Prof. Sabel has a unique and broad
view to |l ook beyond the “eye problem” of |l ow vis
reputable scientific journalsTo find the right therapy, he has collaborated around the world with key
scientists from different disciplines (USA, China, Italy, Sweden, Poland etc), jointly conducting

experiments and clinical trials to test different apphess. His fundamental proposal of brain

plasticity and visual restoration has been independently confirmed by others.

How much improvement can be expected?
The experience with more than 1,000 patients shows reliable and stable results:
Measurable treatent effects are oaverage as follows:
- 24% larger visual field size
60% reduction of impaired visual field sector
84% of patients have subjective improvements
But 1/5 patients show little or no change
Note: return tanormal vision is not expected

Subjectlve improvements include:
Enlargement of field of vision
Less foggy” vi dessglare.( “dirty gl asses”)
Faster reaction time and better reading ability
Recognizing stairs and feelingfesawhen walking on uneven ground
improved far vision and better fixation
Improved acuity, i.e. more clarity to see details of faces and objects
94+% of patients are satisfied with SAVIR, even those where vision dichpobve.

Adverse effects are benigmot a single serious adverse event (SAEs) was observed and milder
adverse events (AEs) are very rare (<5% of cases). They include slight (temporary) headaches,
fluctuations in foggy vision, dizziness, or blood presdluctuations. An acceleration of vision
decline never occurred.
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I f you refuse to accept the widely accepted but
is the right partners for yowVhere others give up, SAVIR takes over.

For further information please follow these video links:

Technique presentatiohttps://www.youtube.com/watch?v=g8p3mWsLVAI

Patient testimonialhttps://www.youtube.com/watch?v=62HrqViCKPw&t=148s

Overview science lecture of holistic ophthalmology:
https://www.youtubeeom/watch?v=6p RUsSo 04&t=1807s

Contact:

SAVIR-Center

Ulrichplatz 2

39104 Magdeburg/Germany
phone: +49 (0) 391 99048 701
info@savircenter.com
WWW.Ssavircenter.com

4.4 Research towards a revolutionary drug delivery mechanism for AMD treatment and
prevention strategies

Dr Naa Dei Nikoi

Royal Academy of Engineering Enterprise Fellow
Institute of Microbiology and Infection

School of Medicine

University ofBirmingham

n.d.nikoi@bham.ac.uk

Age-related macular degeneration (AMD) is a leading cause of vision loss in Europe and the US.
About 1 in 50 people aged 50 or over have some form of AMD, increasing to nead@ foin

people aged 85 or over. Usually vision loss is gradual and happens over a period of years, but
sometimes vision loss can be rapid, happening over several weeks. The macular region is a part of the
retina where the most detailaohages are formedts loss makes activities such as reading, driving

and recognising faces very difficult. In the UK 600,000 people are estimated to have advanced AMD
and 70,000 new cases are diagnosed annually.

The current recommended therapy for neovasculabAddnsists of monthly intravitreal injections of
ant-VEGF antibodies for a minimum of 5 yeais.is a rapid outpatient procedure, and for most
patients it is an effective therapy. However, it has significant side effects, including uveitis, retinal
detachment, and raised intraocular pressure.

With 400,000 procedures being performed annually within the UK, theréegactorationing of

therapy based on the cost of drugs and the availability of ophthalmologists to perform the injections,
leading to vide variations in the proportion of eligible patients offered therapy even in adjoining
clinical commissioning groupsAdditionally, the process of attending clinics for injections is
unpleasant for patients, with treatment centres reporting betwegd art half of patients failing to
complete the course.
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There is therefore an unmet, clear need for topical applications that can be applied by the patient
themselves anywhere. However, the eye poses significant barriers to drug delivery as the sifuctures
the eye act as barriers to the penetration of drugs.

In our research we have investigated the use of biogenic polyamines as a meehsrating drug

delivery agents (MPPAS) that can deliver drugs to the retina when applied to the cornedrapeye

Using both a membrane translocation model and anvexporcine eye model, we have demonstrated
that they are able to translocate and deliver significantly higher concentrations of drug molecules than
existing technology built on polyarginine ceknetating peptides (CPP) which are currently in
development. We have also shown that both large (150 kDa), and small proteins (2.9 kDa) used in
ant-VEGF therapy can be successfully transported using these MPPAs.

Our research into the structure and functobithe MPPAs has additionally shown that we can

rationally select MPPAs to deliver molecules of varying charges and hydrophobicities. This raises the
possibility that we may also be able to deliver molecules that have either preventative or therapeutic
benefit to the retina, but are currently impractical to deliver invasively, such as carotenoids to the
macular region, or glucose to the RPE in retinitis pigmentosa.

This research has the potential to make treatment safer and more convergetiefvs and less
costly for the NHS as eye drops can be administered by the patient themselves when and where they
choose to.

4.5 Intraocular Magnifying Lenses for Advanced Macular Disease — Current Status

Dr Giuliana Silvestri,

Consultant Ophthalmic Sgeon, Department of Ophthalmology,
Belfast Health& Social Care Trust

Northern Ireland, UK

Background

Data from the United Kingdom, show that 600,000 individuals in the UK haveetayed macular
degeneration (AMD). Approximately one third have a degfd®lateral visual impairment that

impinges on their ability to undertake tasks which a normally sighted peer would consider
fundamental to comfortable and effective daily living. Individuals with hereditary central macular
dystrophies are similarly affezd and in this group loss of central vision can have an impact on ability
to work leading to financial difficulties and loss of sefteem. AMD can be either wet (neovascular)

or atrophic (geographic atrophy) both of which cause loss of vision. Oveashdgrade ar\YEGF
therapies have made a significant impact on reduction of visual loss in wet AMD, however no therapy
exists for the atrophic (dry) form of the disease. In addition, a substantial proportion of patients with
wet AMD still become visuallympaired either because of late diagnosis or lack of effect of current
treatments. The only treatment option for these individuals is the enhancement of vision through the
use of external low vision aids. Optical Low Vision Aids (LVAS) can be successis#lgl by some

vision impaired individuals however practical limitations include a requirement for gooetlyand
coordination. In addition, optical limitations include field of view restrictions and aberrations which
vary according to mode of use and maigaifion power which makes these devices unpopular.

A novel concept is the use Bimplantable intraocular magnifying telescopes or lenses” to

enhance vision. The prospect of being able to implant a magnifying device/lens, in selected suitable
patients, preides a convenient, effective and cosmetically attractive option. These devices are not in

routine use in the NHS as there is a lack of evidence regarding their effectiveness. Intraocular

magnifying devices were reviewed by the National Institute for H&altare Excellence (NICE) in

2008 (1 PG272). The appraisal concluded that thes
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Arrangements”. A further planned NICE appraisal
further evidence.

Implantable Magnifying Devices

Nine implantable magnification devices Centrasig
(VisionCare Ophthalmics), IOVIP System (Vendedi); the Lipshitz macular implant, the suleus

implanted Lipshitz macular implant, the LABI, (Optolight Vision Tehnologies); Fresnel Prism

IOL; iolAMD, EyeMax Mono IOL (LEH Pharmaand the Scharioth Macular Lens (SML) are

currently available but none are available on the NHS. These devices work by magnify the image

projected on the retina and/or deviate the imaggyarom the central scotoma (blindspot). Most

designs are based on Galilean telescopic principles, consisting of two lenses with high positive and
negative power, respectively. Recent publicity has resulted in considerable patient interest in the use

of intraocular magnifying technologies which are complimentary to other therapies. Details of the

different device options are shown below.

i The “Centrasight” (I MT) implantable miniature
magnification 2.5fold magnificationhowever, there is significant reduction in peripheral field in
the implanted eye. In addition, the implant is large requiring a wide surgical incision, a lengthy
recovery time and potentially increases risk of damage to the corneal endothelium. A newer
model which is implanted through a smaller incision is currently being investigated.

f The IOL-VIP is a 2lens system that is easier to implant however again concerns exist regarding
long-term safety in terms of corneal damage. Also, as the magnificationipbtetdw 1.3fold
magnification the visual benefits are more modest.

1 The OriLensoffersa260l d magni fi cation and is based on *
which has facilitated the design of a telescope with several advantages. These incleel red
device thickness: 1.25mm versus 4mm (Centrasight) which allows reduction wound size, shorter
recovery time and less reduction of visual field. As the OriLens device is suitable for patients who
have already had cataract surgery, this offers the pattentreating more individuals.

1 Fresnel Prism IOL is anithe-bag IOL designed to deviate the image from the diseased to
healthy retina.

1 The iolAMD is a doubldmplant system with the high pkmower lens is implanted in the sulcus.

The high plugpowe IOL has a hypeaspherieoptic that is slightly deentred which is reported
to deviate image unto a less affected part of the macula. The lenses providel@ 1.2
magnification.

1 EyeMax Mono IOL (wideangle IOL) is a novel monofocal IOL with af8ld magnification. The
l ens Ii's designed to extend macular vision, t he
provide enhanced images across all areas of the macula extending 10° from the foveal centre.

1 Scharioth Macular Lens (SMIthis is detailed below.

None of the devices have been studied in randomised controlled trials, and apart from the Centresight
device, a paucity of information exists to support the efficacy of these devices. All of the available
technologies have advantages and disadvantages.

The Scharioth Macular Lens (SML) is the focus of a current Clinical Trial in our Tihé&. MAG-

VUE Trial which is funded by the Macular Diseases Society UK, is designed to test the SML
intraocular magnifying lens to assess if this would be helpful andrspfgients with poor vision due

to advanced macular disease due to eitherelgéed macular degeneration (AMD) or inherited

retinal diseases (IRD)The SML is suitable for both phakic and pseudophakic eyes, is an inexpensive
and relatively simple dew; is easily implantable and offers potential for treating more individuals
due to the low cost.

The Scharioth Macular Lens (SML; A45SML, Medicontur Ltd) is a new CE marked, sulcus fixated
addon onepiece foldable intraocular hydrophilic acrylic lensisldesigned to increase near acuity in

59



‘EYE RESEARCH - AN EQUAL PARTNER’ 2020

patients with stable macular disease. The overall diameter of the lens, which has 4 symmetrical
haptics, is 13mm. The central +10D portion of the lens (1.5mm in diameter) proviolds 2
magnification for near visianThe periphery of the lens is optically neutral and is designed to leave
distance acuity undisturbed. This is hugely advantageous as patients using other implantable
magnifying devices with higher magnification, report having trouble with binocularigistance

which impacts on their ability to mobilise safely. With the SML binocularity is only reduced for near
vision tasks at a reading distance of 15 cms.

The device is inserted through a 2.2 mm corneal incision in front of a standard 10L- (paggy at
the time of cataract surgery or later as a secondary procedure. The learning curve for experienced
cataract surgeons is short and recovery for the patient swift. The cost of the device is low.

Conclusion

Intraocular magnifying devices have now beeailable for some time with numerous models
available and yet widespread usage is still not availaliis is testament to the fact that although the
concept is good, the application is fraught with difficulties. However it is important that we do not
give up as the need is great and ever increasing.

The cost of caring for a visually impaired individual was estimated by the HTA Group in Birmingham
in 2003, to be £6455 in the first year and £6295 in subsequent Y2t provided by a US survey
carriedout n 800 individuals through the Macular Degeneration Partnership reported that the direct
cost in the US of low vision devices ranged between $281 to $1589 per individual. However, the
survey also identified that the indirect costs associated with cawision ranged from $225 to

$47,085, depending on the level of visual acuity of the individual. Therefore, the possibility of
identifying a magnifying intraocular lens that is easy to implant, easy to use and affordable for large
numbers of patients witkstable advanced macular disease thus providing a degree of vision
rehabilitation would be pivotal.

4.6 New research findings in corneal biology from Newcastle team that are driving
innovative treatments for blindness

Professor Che Connon
Professor of Tissue Engineering
Newcastle University

Professor Connon’s research team seeks to engine
tissues using a modular approach while also developing model systems to study physiological and
pathophysiological corneal tissue formation.

Recent Highlights

Prof Connon was the first to demonstrate 3D printing the cornea. In a proof of concept publication
(most downloaded article in Exp Eye Res) his team shows the incredible potential of @intiig

the corneal stroma. This was achieved by combining collagen with alginate to form a printable
hydrogel containing human corneal stromal cells. They then used 3D coordinates taken from a
patient’ s o wnprimtanrexaet geometric ré8phcartainiag donor cells that were

shown to remain viable through this process. They are now looking to develop this technology
further and create a process for the rapid production of transplantable corneal stromal tissue to treat
the growing numbers of coeal blind across the world with no access to donor tissues via a startup
company 3D BieTissues Ltd.

Early 2019, Prof Connon’s Team published a | andn
mechanical environment at the corneal limbus is responsibladintaining corneal epithelial
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homeostasis. Specifically, they were the first to show that limbal stem cells require a soft environment
in order to thrive and that loss of stem cells following chemical burn can be treated

not by a stem cell transplantithy simply restoring the correct level of tissue complianclkeemical

burns cause a pathological stiffening of the limbal tissue affecting stem cell function. They are now
looking to bring this novel treatment to the clinic, called biomechanical maztutiierapy,

it has the potential to treat and restore the sight to millions of people around the world.

Background

Che Connon obtained his PhD in Biophysics from the Open University Oxford Research Unit in
2000, during which time (under the supervisidiPmfessor Keith Meek) he investigated corneal
wound healing and transparency. He subsequently obtained a JSfi8qtosil fellowship to work

with Professor Shigeru Kinoshita in Kyoto, Japan for two years studying corneal stem cell
transplantation. Upohis return to the UK he was awarded a Royal Society Fellowship to investigate
the use of biomaterials in stem cell therapies. He obtained his first permanent position in 2007 at
University of Reading, School of Pharmacy and since 2014 he has held tienpafdProfessor of
Tissue Engineering at Newcastle University.

4.7 Glaucoma Care in the Blink of an Eye

Marina de Moses

Founder and CEO of EuMuse and Compass in Philanthropy
Advisory roles for medical and healthcare startups

in EU, Israel and China

Largescale changes driven by tech innovation are only as valuable as their impact on individual
people’s lives. Worldwide there are 70 million g
to treat them. BELKI N L as e ility® glaucoma cara byioffeeringa r ev o |
very simple onesecond laser therapy, which can be applied by any ophthalmologist adiadirst

treatment of choice, all over the world. BELKIN Laser, with its automateesenend glaucoma laser

treatment, will enalel the limited number of ophthalmologists to treat many more patients.

BELKI N s innovative technology is applicable for
(~50M), and in addition it will pioneer treatment for Angle Closure Glaucoma (ACG) (~20M), which

is most common among Asian populations and is one of the leading causes for irreversible blindness
globally.

BELKIN Laser, a MedTech startup company, is developing the novel automated Direct Selective

Laser Trabeculoplasty (DSLT) device. Recipient of tfesfigious European Horizon 2020 grant of

€ 2 . 5t biggest EU Research and Innovation program-eB&LKIN Laser, the leader of the

GLAUrious consortium, has started its First in Human clinical trial during the World Glaucoma Week

in March 2018. This was the first time that 100 green laser beams were delivered automatically,

within a second, to the sclera around the limbus of a human eye. This is made possible by an

advanced image acquisition algorithm which locates the treatment zone anihltuksy/e-tracker.

This treatment doesn’t involve contact with the
curve. Initial followup of the first patients treated with the novel automateesenend glaucoma

laser device shows positive results argbad safety profile.

BELKIN Laser, founded in 2013, is named after its founder and medical director, Professor Michael

Bel ki n, a serial entrepPreeaesu’t @haud dma i avemt or who
by Alcon in 2009. The company is aagiuate of RAD BioMed Accelerator as a part of the Incubator

Program at the Israel Innovation Authority.
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In December 2018, Daria Lemann Blumenthal, CEO, presented at the prestigiouts@eha

Innovation and Entrepreneurship Contest, and won the fist.prhe contest was organized by

Chinese ministry of science and technology and the Israel Innovation Authority. BELKIN Laser has

also won the first place at the Startup competition of the Israeli Academia Showcase 2016, as well as

at the Business Opportities in Israel Lasers and Electro optics (BOLEO) Competition 2016. It was

elected finalist in Clearly Vision 2016, Londétong Kong, Innovation Prize Paris 2017, and project

of choice by Wharton Business School, USA in 2017. After a successful rouncbAntng the total

fundraising to $6.6M, with investors including Singapbre adquar t ered ZI1 G Vent ur e
Rimonci Capital and private investors, BELKIN Laser is now launching round B with a goal to raise

$OM.

There are well over 1,400 lfscience anthealthcare companies in Israel whose innovations have the
potential to bring great benefits to the world healthcare arena and patient population. Innovation in
this field thrives at the meeting point of scientific expertise, entrepreneurial vision,sdeérsabling
technological solutions. BELKIN Laser does provide a mechanism that explores and applies
innovation through a prism of scientific, social and economic filters. The humane, social and
economic consequences of its success are incalculable.

4.8 Partner Diagnostics and Therapeutics for genetic eye disease

Tara Moore PhD FRSM FRSB Hon FFFLM FHEA NTF
Professor of Personalised Medicine

Ulster University, Northern Ireland, UK

Chief R&D Officer

Avellino Labs

Menlo Park

San Francisco, USA

World-leading @hthalmology research at Ulster University specialises in the discovery of specific
mutations in genes linked to inherited eye disease. In collaboration with industrial partner Avellino
Labs USA, Tara and her team are developing genetic testing for a mohifeerited eye diseases
including but not limited to a range of Corneal Dystrophies alongside a relative genetic risk test for
Keratoconus. If an individual harbours certain mutations, this can influence the response to
environmental stimuli, medicahtervention or ocular injury.

For example, numerous studies have shown patients receiving elective refractive surgery, who carry a
mutation in TGFBI, display a paesiperative accelerated deposition of mutant protein and develop
symptoms of Corneal Dystrophwhich otherwise may not have developed for decades. Avellino

Labs USA provides a genetic test for TGFBI gene mutations, which allows candidates considering
corrective laser eye surgery to be advised on the risk of adverse corneal dystrophy relal@glypatho

post surgery. To date, Avellino has tested almost 800,000 individuals worldwide and prevented over
1,000 people from having a potentially blinding reaction post laser eye surgery.

Whilst the diagnostic provision for TGFBI mutations is well establisbad efforts must now extend

to complex diseases that require a greater appreciation of not only genetic variants;dartatan
regulatory influence that contributes to disease. For example, the genetic testing for Keratoconus is
more complex in naturend increasingly challenging.

In terms of developing novel treatments for genetic disease of the eye, the eye itself offers distinct
benefits in the field of genome engineering. A high proportion of genetic ocular diseases are
monogenic with the causatigene elucidated in many cases. In addition, the eye offers unique
anatomical and physiological qualities that make it amenable to treatment; it is easily accessible, has a
small surface area and is propped to hold an imrpuvdeged status making oculdrseases an ideal
system in which to develop for CRISPR/Cas9 gene therapy.
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The team’ s continual drive and passion to unders
disease, for which a single gene is accountable, has demonstrated new and nimerittogaions.

Their ability to modify the genome using molecular surgery has emerged as a promising therapy for
inherited disease, many of which would otherwise have no effective treatment. The team were the first

in the world to show CRISPR/Cas9 genetiadiin vivo for corneal dystrophy, demonstrating knock

out of the mutant allele. In the era of personalised medicine, by knowing the DNA sequence of an

individual and detecting the mistakes which relate to diseasscprening of all family members

allows a bespoke gene therapy to be designed and administered prior to disease symptoms developing.

The advancements in genome engineering have accelerated the prospect of personalised
medicine as a therapeutic option

Recently, Editas Medicinpublished results detailing the development of ED0OL, a CRISPR

engineered treatment for Leber congenital amaurosis (LCA). HDITis targeted to delete or invert

a mutation within CEP290, which causes a msjslicing of the transcribed mRNA. In vitro

experiments in human cells and retinal explants were able to restore functional CEP290 expression. It
has been reported that in mice and-haman primates subretinal delivery of EB101 was well

tolerated, and sustained CEP290 editing in photoreceptseas$ achieved that met or exceeded the
target therapeutic level. Editas Medicine and Allergan Pharmaceuticals International Limited
(Allergan) plan to initiate patient screening in the second half of 2019 for clinical trials to test the
efficacy of EDIT-101. They plan to enrol 320 patients in the U.S. and Europe. They also have future
plans for a similar trial targeted to Usher syndrome and Herpetic Eye Disease.

Clinical trials for ocular therapy are further advanced for certain gene replacemenetharapdrug

delivery alternatives. Gene replacement using a@eassociated virus (AAV) delivery has been used
successfully for the treatment of RPEG6 5, Leber's
of autosomal recessive retinal degeneratiarsed by mutations in the RPE65 gene. Three separate

phase ]I clinical trials were initiated, which yielded promising results after sub retinal

administration of AAV2hRPEG5 vectors. Another gene therapy presently at thelipreal trial

stage, targetwet agerelated macular degeneration (WAMD) with an adessociated virus vector

encoding aflibercept.

Aflibercept is a recombinant chimeric protein that targets vascular endothelial growth factor
(VEGFA), which plays a key role in the development of wAME2irly in 2019, Adverum

Biotechnologies reported the drug, known as ADWURR to be tolerated in nemuman primates with

no serious adverse safegiated findings, and that more than one year past a single intravitreal
injection, ADVM-022 continued to prade robust aflibercept expression. These initial clinical trials

will pave the way for treatment of a number of similar ocular disorders. Indeed, using ocular diseases
as a model it is conceivable that soon an array of therapeutics will materialisditabdw safe and
efficient correction of a range of genetic defects beyond ocular diseases.

4.9 Novel ways to deliver immunotherapies in drop form for Age-related Macular
Degeneration

Dr Sofia Theodoropoulou MD, PhD, FRCOphth
Academic Clinical Lecturemi Ophthalmology
Translational Health Sciences

Bristol Medical SchogIBristol Eye Hospital

Dr Lisa Hill, PhD

Lecturer in Ocular Inflammation & Fibrosis
Institute of Clinical Sciences

University of BirminghamEdgbaston, Birmingham
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Dr Sofia Theodoropouloand Dr Lisa Hill from the University of Bristol and the Institutes of Clinical
Sciences at the University of Birmingham, respectively, are working towards the development of
drop-based immunotherapies to treat Agéated macular degeneration (AMD).

Thedevel opment of effective and safe therapies th
priority for patients with AMD. Unfortunately, many of the commonest causes of AMD, are caused

by damage to the structures at the back of the eye, tissues that lbameached by standard eye

drops. Currently, such treatment needs to be delivered either directly into the eye (intravitreal

injection) or to the whole body (by tablet or injection/infusion) which expose the patient to risks that

would be avoidedifar f f ect i ve *‘drop’ therapy could be devel

Dr Sofia Theodoropoulou and her team in Bristol have a programme of research dedicated to

developing highly targeted molecules to control the inflammatory process that underlie AMD

pathologies. Dr Hill and geam in Birmingham bring expertise in retinal diseases and in a novel

drug delivery system which can deliver drugs to
have previously required an injection (such as the\&BGF therapies for AMD).

Research, funded by Fight for Sight, is currently underway for the formulation of these exciting new
immunotherapies for AMD. We are hopeful that this project will lead to effective and satbaseg
therapies for AMD.

4.10 Circadian Therapeutics — Tackling the problem of circadian rhythm disruption

Professor Russell Foster CBE, FRSB, FMedSci, FRS
Director, Sleep & Circadian Neuroscience Institute (SCNi)
Head, Nuffield Laboratory of Ophthalmology

Fellow, Brasenose College, Oxford

Nuffield Department of Clinical Neurosciences

OMPI, Sir William Dunn School of Pathology

University of Oxford

We all generate an internal representation ofthk®4ur day, referred to as ou
circadian rhythms. These rhythms are essential fortfining every aspect of our physiology and

behaviour to the varied and predictable demands associated with the day/night and wake/sleep cycles.
Body temperature, cardiovascular function, hormone production, mood, alertness and just about

anything you can nasure shows a 24h change, rising and falling in anticipation of physiological

need. These endogenous circadian rhythms are not exactly 24 hours, and in humans usually run a little
longer than 24h. As a result, to be of any adaptive value, they needytacheosiised (entrained) to

the astronomical day by external daily time cues, and the changes in light intensity at dawn and dusk
provides the

most important environmental time signal for entrainment.

In humans, these rhythms are centrally controllechbgt supr achi asmatic nucl ei
clock”, | ocated at the base of the hypothal amus.
all capable of generating their own circadian rhythm using an internal molecular clock. The molecular
clockworkof the SCN cells are then entrained by specialised photoreceptors within the eye. These
recently discovered photoreceptors are quite different from the rods and cones of the retina that

provide us with our sense of vision. Remarkably, a small numberotbgdnsitive retinal ganglion

cells (pRGCs) are directly light sensitive and utilise the blue-Bghsitive photopigment melanopsin.

As a result, it is important to appreciate that the eye not only provides us with our sense -ebgpace
generating a gual image, but also provides us with our sense oftimeregulating the molecular

clockwork within the SCN. In addition to the SCN, individual cells throughout the body can also
generate their own circadian rhythms. This network of clock cellstigincoordinated by the SCN,

and time physiology throughout the tissues and organ systems of the body.
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Circadian rhythms can be disrupted very easily. Societal disruption arising from 24/7 and night shift
working patterns, the intrusion of social mediagween the excessive use of caffeinated drinks can all
act to shorten and disrupt circadian patterns of sleep. In addition, multiple health problems are
associated with circadian rhythm disruption, including mental illness, neurodegenerative disease,
normalaging and serious eye disease. Profeeyeldamage and eye loss can make us both space and
time blind. Collectively such circadian disruption can have both short anddomgeffects. Acute
shortterm impacts include; impulsivity and loss of empathy, nrgnmapairment, loss of attention,

mood instability, reduced cognition and an impact on creativity and the ability to process information.
Chroniclong-term disruption includes: depression, anxiety, cardiovascular disease, immune
suppression, cancer, metéib@bnormalities including Type 2 Diabetes. Thus the consequences of
circadian rhythm disruption are far more serious than feeling tired at an inappropriate time!

In response to this increasing and often neglected prolleoadian Therapeutiasas founded in
2016 as a sphout from Oxford University.

Our aims are to build upon the fundamental research we have undertaken to understand the molecular
control of circadian rhythms. This has led to #s¢ablishment of a therapeutic pipeline to develop

new evidencéased therapeutics to treat serious circadian rhythm disruption across the health
spectrum. A major success has been our discovery of drugs that mimic the effects of light on the
circadian clekwork. Several classes of compound have now been isolated and tested in cellular
assays and mouse models, which we have shown, act upon the same entrainment pathways as the
pRGCs. Thepre | i ni cal studies are now compietbumad wei
during 2019. Once these have been completed, and working closeBlwith/eterans UK we will

work with the profoundly blind to restore a sense of time to theseltiime individuals.The results

from this first clinical trial in the blind will then inform how well others react across diverse areas of
health where circadian rhythm disruption is endemic.

4.11 Development of anti-fibrotic treatments for Primary Open angle glaucoma

Dr Lisa Hill, PhD

Lecturer in Ocular Inflammation & Fibrosis
Institute of Clinical Sciences

University of Birmingham

Edgbaston, Birmingham

Mr Imran Masood FRCOphth

Consultant Ophthalmologist/Glaucoma Specialist
Birmingham Midland Eye Centre

and the Birminghamnistitute for Glaucoma Research

The development of safe and effective therapies to treat fibrosis is a major priority for patients with
glaucoma. This ocular disease is characterised by elevated eye pressure (IOP), resulting from
ineffective drainage of thequeous humour. This, in part, is caused by the blockage of the aqueous
humour outflow due to increased extracellular matrix deposition in the trabecular meshwork (TM).
Over time the increased pressure can damage structures in the eye resulting iosgsion

The lack of safe and effective affitirotic treatments presents an important clinical challenge. It is
therefore important to identify novel targets for drug development.

Drs Hill and Masood are working closely to develop novelaadirring tratments. One particular
compound, which has shown promise in other scarring diseases, is called Decorin. In preclinical
models, Decorin is able to reduce the levels of scar deposition within the TM and hence restore the
normal outflow of fluid from the eyavhich leads to restoration of IOP to normal levels and
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protection of the retina. Being able to directly modulate the disease process is critical for developing
new treatments for glaucoma. Further to laboratory studies, Drs Hill and Masood are currently
investigating the anfiibrotic effects of Decorin in tissue taken from glaucoma patients during
surgery.

Currently, there are no treatments which target the underlying scarring pathology so developing an
antiscarring therapy for glaucoma would be gamanging for patients, not only in developed
countries, but for also in developing countries, where access to surgical interventions are limited.

4.12 The need to move from rehabilitation to effective treatment strategies for rare eye
diseases

Professor Macela Votruba

Professor of Ophthalmology

Consultant Ophthalmologist & Head of Cardiff School of Vision Sciences
Cardiff University

Inherited mitochondrial eye diseases are rare diseases.
Some startlindacts:

1in 17 people, or 7% of the population, viné affected by a rare disease at some point in their lives.
This equates to approximately 3.5 million people in the UK. 80% of rare

diseases have a genetic component. There are over 6000 rare diseases but only 126 rare disease
medicines in Europe. Progeefor patients with rare diseases is slow.

One group of rare diseases that affect the eye are mitochondrial diseases. One main reason for vision
|l oss in these conditions is optic atrophy or opt
neuropathy ad dominant optic atrophy.

Mitochondrial optic neuropathies affect an estimated 1 in 10,000 individuals, especially among
children and young adults. The pathological hallmark is the preferential loss of retinal ganglion cells
(RGCs) within the inner reta which results in progressive optic nerve dysfunction and the onset of
visual symptoms. The past 25 years has seen tremendous progress in our understanding of the
molecular genetic basis of this group of disorders, providing at the same time invaisajtieinto

the shared disease pathways that precipitate retinal ganglion cell (RGC) loss. The devastating visual
loss, which is almost always irreversible, lacks effective treatments and management is currently
largely supportive aimed at visual and ocatigmal rehabilitation.

Significant resources will need to be invested in an effort to develop effective treatment strategies
aimed at rescuing RGCs. There are promising avenues of research, including gene therapy and novel
therapeutic molecules. Howevéhg fast tracking of translational breakthroughs for inherited optic
neuropathies will not be possible without continuing funding and collaboration between academics,
clinicians and the commercial sector.

4.13 Improving the treatment of retinal diseases through new injectable polymer
technologies

Victoria Kearns

Senior Lecturer in Ocular Biomaterials
Department of Eye and Vision Science
University of Liverpool
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Steve Rannard
Professor of Chemistry
Department of Chemistry
University of Liverpool

Tom McDonald

Senior Lecturer in Nanomedicine
Department of Chemistry
University of Liverpool

lan Pearce

Consultant Ophthalmologist and Honorary Senior Lecturer
St Paul s Eye Unit

Royal Liverpool University Hospital

and Department of Eye and Vision Science

University of Liverpool

Theodor Stappler

Consultant Ophthalmologist

Jules Gonin University Eye Hospital
Lausanne, Switzerland

Retinal detachment can result in the development of-Highatening conditions such as proliferative
vitreoretinopathy (PVR)rad proliferative diabetic retinopathy (PDR), where fibrosis, or scar tissue,
develops at the back of the eye. Silicone oil tamponades are used to replace the vitreous and exclude
liquid from the site of damage. They are often used in patients at highf tiskse secondary

conditions to reduce the likelihood of scar tissue development. There has been no improvement,
however, in primary success rates for many years. Combining silicone oils with adjunctive drug
treatments that could reduce the scarring @ Istudied but, to date, no clinically proven medical
intervention has been reported. This is possibly because the drug loading is too low or the therapeutic
window is too short.

A multidisciplinary research team lead by Victoria Kearns and Steve Rhhaardeveloped two
different technologies to achieve controlled, extended release of drugs from silicone oils. These
technologies allow more drug to be loaded into the oils and extend the time over which drug can be
released from silicone oils to sevenaeks, even when drug loading is relatively low. These oils are
not toxic to relevant cells in our laboratory studies, are stable at room temperature over extended
periods, and can be sterilised using commercial protocols. The team are now workingoraida

with an industrial partner to develop the technology so it can be incorporated into existing,
commerciallyused tamponade agents.

Treatment for many other sigtiireatening conditions, such as diabetic retinopathy and wet age

related macular degeration, requires delivery of drugs to the vitreous cavity of the eye over many
years. The most effective route for drug delivery to the vitreous cavity is by intravitreal injection. This
creates a significant financial burden to the NHS (a cost of £155

million per annum, approximately 1% of the total NHS prescribing expenditure) and impacts
negatively on patients, who have to attend clinic appointments and endure an uncomfortable
procedure on a regular basis. There are certain patient groups for whasnetveén more challenging,
particularly the elderly, those in rural areas and those with dementia, for whom the prevalence of sight
loss is higher than the general population. Repeated injection also carries the risktbfesianing
complications, ioluding retinal detachment and infection.

Nanomedicines are made of particles hundreds of times smaller than the width of a human hair. They

have huge potential to treat a number of chronic, glyletatening eye diseases. Nanomedicines could
improve theaction of drugs that are already used to treat diseases of the back of the eye, but also
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provide a way of delivering drugs that have poor solubility in standard formulations. A team lead by
Victoria Kearns and Tom McDonald has previously developed teagndd make nanocomposites

that can sustain drug release for over 100 days and that can gel when injected into vitreous. The rate
of drug release can be tuned by changing the composition of the hydrogel. They are now working to
extend the drug release tirard optimise the formulation so that forms a gel when it is injected into

the eye. The advantages of this over existing devices are that this technology could be tailored in
terms of the drug and dosing, and that higher doses will be possible due e tifenanoparticles.

4.14 Combating corneal infections with innovative agents

Harminder S Dua

MBBS, DO, DO(London), MS, MNAMS, FRCS(Edinburgh), FEBO(EU), FRCOphth, FRCP
(Edinburgh, Honorary), FCOptom. (UK, Honorary), FRCOphth. (UK, Honorary), MD, PhD.
Chair and Professor of Ophthalmology

University of Nottingham

Corneal infection is a major cause of blindness worldwide and its prevention is a key health priority as
stated by the World Health Organisation. Emergence of antibiotic resistant organisms has made

treatment with currently available antibiotics difficult with increasing risk of eye infection related

bl indness. It is estimated (WHO) that 98% of the
to infections. Investment in newer antibiotic isywémited and no new antibiotic has been introduced

to treat eye infections for almost two decades. Moreover, antimicrobial resistance is currently costing
700,000 lives a year and the death tolls are expected to climb to 10 million per year by 2080 costi

the global economy as much as 100 trillion US dollars.

Antimicrobial peptides (AMPs) are naturally occurring molecules produced by cells in the body that
offer the first line of defence against infections. The research group in the Department of
Ophthamology at the Queens Medical Centre, University of Nottingham were the first to demonstrate
AMPs in the eye and have profiled and characterised a range of AMPs, some of which have a huge
potential to combat infections in the right combination, dose aratidarof exposure. The group has
further established a means of identifying key sequences or components of different AMPs that Kill
bacteria and are able to assemble these key components of different AMPs into one molecule that can
exhibit several times gater kill power than that of each of the individual components. Moreover, the
side effects of high doses of AMPs on the cells of the body can also be considerably reduced by the
use of such hybridised molecules.

Funding to support this research and padnip with industry to carry this approach to development
of a new and radically different means of combating infections is being sought.

4.15 Reversing Type 2 Diabetes Proved to be Possible

Dr Elizabeth Wilkinson

Consultant Ophthalmologist

Clinical Lead

North and East Devon Diabetic Screening Programme

During the National Diabetic Eye Screening Conference in London | was lucky enough to listen to the
inspiring Professor Roy Taylor talking about his DIRECT study. There has been a huge buzz in the
media abotthis low-calorie diet for reversing Type 2 diabetes with programmes recently on the BBC
and, the inevitable, spin off in the Daily Mail. So, it was brilliant to hear directly from Roy as he told
us why he thought a lowalorie diet might work and how hleent about it. He is refreshingly, and
enthusiastically a supporter of the idea that diabetes is not inexorably progressive. In fact, he has
proved that you can reverse it AND the risk of complications.
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His study, information for professionals and theljauis
at: https://www.ncl.ac.uk/magres/research/diabetes/reversal/#publicinformation

| strongly urge you to have a look. | believe we may be at a turnimg ipaiiabetes care where we no
longer monitor for progression but aim for regression.

4.16 Latest developments in sight-saving corneal therapies

Keith Meek PhD, DSc, F.Inst.P., FRMS, FARVO

Professor and Chair of Structural Biophysics Research Group
College of Biomedical and Life Sciences

School of Optometry and Vision Sciences

Cardiff

All clinical treatments are underpinned by basic scientific research, sometimes retrospectively, but
mostly by forward planning and development, and the UK has icisligrbeen at the forefront of
such efforts.

Indeed, the Structural Biophysics Group at Cardiff University led by Professor Keith Meek highlights
the benefits of high levels of specialisation and mulitciplinary working in determining positive
clinical outcomes for patients.

Patients at high risk of corneal blindness face the twin challenges of possible corneal rejection
following a corneal transplant and the worldwide shortage of donated corneas.

So, notwithstanding the ongoing stem cell resealtieinis providing some hope (although currently
only really viable in developed nations as cell expansion costs that meet regulatory requirements are
too high), it is important to drive towards the removal of the reliance on donor corneal transplantation.

Specific research initiatives are focusing on developing and successfully testiftfgesgire

regeneration implants comprising genetically produced human collagen (collagen is a hard, insoluble
and fibrous protein that makes up @h&d of the proteirin the human body) as safe, reliable
alternatives to human donor transplants in a range ofrisgltorneal

transplantation patients. In collaboration with groups in Sweden, USA, Ukraine, India and Canada,
the Cardiff group have carried out a small daditrial in six patients with little or no vision and at

high risk of rejection of donor tissue. Three of the six patients showed significant vision improvement
and the rest were sufficiently stabilised to allow folow surgery to restore vision.

This was the first step to demonstrating that-bede implants are potentially safe, efficacious options

for treating highrisk patients. A completely synthetic collagen mimetic (a material imitating collagen)
has also been developed to treat corneal dise@sedity control studies of this mimetic have been
carried out and clinical trials are planned. Successful testing of these implants in a simple organ
system like the cornea will in future allow for the extension to more complex applications such as skin
and cardiac regeneration.

The structural and biophysical basic science carried out in the Structural Biophysics Group has also
been applied to “Corneal crosslinking”, which is
and other conditions. Howevehe conventional treatment is uncomfortable, and takes over 30

minutes, leaving patients vulnerable to infection. Quicker,-fram methods have been developed in

Cardi ff in coll aboration with Professates®avi d O
the St Thomas’'/ Cardiff iontophoresis protocol, h
Hospital and, with some improvements suggested by their most recent research, should translate into
clinical practice within a few years.
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4.17 Advancing visualisation in vitreoretinal surgery with light-field imaging

Dr Christos Bergeles

Senior Lecturer

Department of Surgical and Interventional Engineering
School of Biomedical Engineering and Imaging Sciences
Kingés Coll ege

London

Vitreoretinalsurgery (VRS), i.e. the manipulation of submillimetre structures on the retinal surface,
takes place under highagnification stereo microscopy. This limits the maximally attainable depth
of-field, and requires constant manual adjustment of microscope ¥atiuevery eye motion.

Additionally, high magnification combined with stereo viewing hinders depth perception, forcing
surgeons to rely on complementary cues, such as shadows, to understand the proximity of their tools
to the sensitive retina.

To improvedepth perception and eliminate the need to manually refocus in VRS, we are investigating
retinal imaging via a plenoptic sensor. The plenoptic sensor, also callefidigrgensor, is a

standard photodetector array with a matrix of miemwses in fronof it. The micrelenses can be
considered as a packed array of micamneras, each of which captures unique but overlapping-micro
images. The parallax and disparity between the rimoeges allow 3D reconstruction of the scene,

and the superesolving anccomputational refocusing of the final image and video stream. Images
captured via the plenoptic sensor, will be computationally processed for focusing, and will be relayed
to a 3D display. By incorporating the plenoptic sensor, 3fddus video streamsilvbe acquired
intra-operatively.

Our designs are being considered for a patent application, while we are currently working on
engineering our system and evaluating it on human volunteers.

4.18 Cell therapy for cure of corneal blindness

MadhavanRajan

Consultant Ophthalmic Surgeon

Clinical leadi Cornea and Cataract Service
Cambridge University Hospitals NHS trust

Visiting professor of ophthalmic and visual sciences
Vision and eye research unit (VERU)

Postgraduate medical institute

Anglia RuskirUniversity

Cambridge

The result of the first human clinical trial on corneal endothelial cell therapy was published in March
2018 from Japan. Although this is a promising start, cultivation methods for corneal endothelium,
storage and delivery strategiesjuire careful attention before it could be safely translated to human
studies.

Our research group had recently established an in vitro human

corneal model of bullous keratopathy to investigate treatment strategies for corneal cell therapy. We

had previasly reported on our cell cultivation protocol and have successfully demonstrated the
formation of the endotheli al monol ayer i n human
functional recovery of normal corneal thickness in a randomised trial.

In contnuing our efforts, the current proposal focusses on developing a clinically meaningful
methodology to translate laboratory results to human clinical trials in the cure of corneal blindness.
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4.19 Improving Surgical Dexterity and Speed

Dr Christos Bergeles

Senior Lecturer

Department for Surgical and Interventional Engineering
School of Biomedical Engineering and Imaging Sciences
Kingés Coll ege

London

The benefits that Robotics are bringiagHealthcare arself-evident. From efficient and rapid
delivery of ood and medicine from one hospital wing to another, to supporting the work of nurses
and physicians in patient rehabilitation, and assisting in surgery by providing increased dexterity,
robotics are becoming a key pillar of efficient and effective heakhservices.

Following their increased uptake in the domains of rehabilitation, laparoscopic or
keyholesurgery(which ensures less time in hospital and faster recovery tanel®ythopaedics
(prevention/treatment of skeletal and associated muscle/bemrelelis), robotics starting to find
applications in eye surgery, fulfilling the unique needs of this niche area of healthcare.

Two main research branches can be identified in robotics for eye surgery. For example:

Firstly, robotics aim to speed up anichglify existing operationsf high volumesuch as cataract

surgery, corneal sculpting and transplantation where various procedures can be supported by snake
like robotic instrumentation in the front (anterior) of the eye. Also, in the back (posteribg of
eye,robots aim to improve the precision of epiretinal membrane peeling and increase the safety of the
procedure by providing auditory, visual, and haptic (touch) feedback to the surgeon when risks are
identified.

Secondly, research is being condudtedreate systems that surpash e s ucapalglites ' s
towards enabling currently impossible interventidvisst notably, researchers are investigating the
delivery of stem cells, genes, and small drug molecules to specific retinal layers. Therdifotteo e
new systems, it will be possible to reach and affect every part of the retinal surface, from the
photoreceptors to the retinal pigment epithelium and choroid.

However, despite the increasing success of robots in improving speed, safety andntiadymin

invasive nature of existing surgical procedures, they all need to achieve very high levels of precision,
meeting the minimum requirement of suppressing/removing the natural hand tremor, especially if
subretinal interventions are to be consideredoARs the forces applied in eye surgery are sometimes
below the threshold of human perception, the recording and amplification of haptic information is
vitally important, thereby keeping the clinician in the loop and in control of the robot.

Close collabmation between engineers and clinicians is ensuring that robots continue to be developed
which are clinically relevant and allow for-teanipulation and full hands on control by the clinician.

In time, robotic tools and systems will become an integrairadidpensable part of the operating

theatre.

4.20 Testing novel therapies

Professor Andrew Lotery

Professor of Ophthalmology

Director Clinical Neurosciences Research Group
University of Southampton
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Unfortunately, COVID19 has delayed clinical trials. s start to restart our clinical trials. Gene

therapy trials for single gene disorders will continue. This includes studies for choroideremia and

retinitis pigmentosa. Complement drug therapies continue to be evaluated for age related macular
degeneratiomvith some promising therapies moving to phase 3 clinical trials. Drug therapies for
Stargardt’s disease are also being tested. Artif
screening of retinal images to help triage patients The results ofvidréses trials will become

available in the next few years.

4.21 Bioengineering — the ability to rethink models of treatment and care.

Development of a less invasive therapy for Keratoconus with potentially radical effects on the
delivery of patient care

Professor Rachel Williams

Professor of Ophthalmic Bioengineering
Department of Eye and Vision Science
University of Liverpool

Professor Colin Willoughby

Professor of Molecular Ophthalmology
Institute of Ageing and Chronic Disease
University of Liverpol

Keratoconus is a progressive corneal thinning disorder that is a significant health burden in teenagers
andworkage adul t s. I ncreasingly, a t-lhiemlaipregt i s ipm@c
ultraviolet A (UVA) irradiation combined with the ptosensitiser riboflavin has been used as a

treatment for keratoconus to stiffen the cornea.

Current crossinking requires exposure to UVA radiation which is toxic to the cornea and may result
in long term damage. In light of this risk keratoconus patienist have a minimal corneal thickness

or this treatment is not applicable and no other therapy can be used to stabilise their condition and
thus they may eventually require a corneal transplant. There is also a need to remove the corneal
epithelium to failitate diffusion of riboflavin throughout the corneal stroma causing significant
discomfort for the patient and an increased infection risk.

So, Professor Rachel Williams and Professor Colin Willoughby in the Department of Eye and Vision
Science at The klversity of Liverpool in partnership with the Aravind Eye Care System in Madurai
(India) have developed an alternative therapeutic approach to conventional cornelatlirasor
keratoconus.

They have created a novel chemical cilogser to cause coreal crossinking without the need to

remove the epithelium or the use of UVA irradiation therefore avoiding the need to withhold

treatment on the basis of thickness. The novel chemicallinéss has been extensively tested in the
laboratory and beerhewn to increase the stiffness of ex vivo pig cornea by 85% and this increase in
mechanical properties was related to chemical changes in the tissue. Also, her team has shown there is
no cytotoxicity (for example arising from mechanical or chemical traomadouse of toxic eye drops)

to corneal epithelial and endothelial cell in culture.

This treatment can be administered as a simple eye drop removing the need for specialised equipment
in a hospital setting indeed, the less invasive nature of thisrapy, the resulting reduced risk of

collateral damage and the fact that it can be administered away from a hospital setting might have a
major impact on the clinical treatment of these patients.
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Novel ways of fighting infection, delivering drugs and post-operative therapies

Rachel Williams

Professor of Ophthalmic Bioengineering
Department of Eye and Vision Science
University of Liverpool

Professor Stephen Kaye

Professor of Ophthalmology

Lead for the Corneal Service

The Royal LiverpodUniversity Hospital

The cornea is the clear window at the front of the eye. Following surgery or various treatments to the
cornea a bandage contact lens (BCL) will frequently be used to protect the cornea and increase
comfort for the patient. To reduce ttisk of infection antibiotics will also normally be administered.

We have developed a novel hydrogel with a high water content, excellent transparency and that has
mechanical properties similar to existing hydrogel contact lenses. The specific advétiégaew
hydrogel is that it is naturally antimicrobial unlike any of the existing contact lens materials and there
is certainly potential for its use as an antimicrobial bandage contact lersupgesty or intervention,

such as corneal crosslinkingctiuld also increase comfort and reduce infection for patients.

The effective treatment of corneal infection relies on frequent application of antibiotic drops;
routinely every 515 minutes for the first 48 hours, thei6 Zourly over 12 weeks. Thereforeo
circumvent such a drug delivery regime, Rachel Williams and her team have been developing BCLs
that deliver therapeutic doses of antimicrobial drugs in a sustained and controlled manner which
would provide a more effective treatment strategy and couggnent conventional treatments. They
have demonstrated that model antibiotics and model fungal can be incorporated into the new
hydrogels and have antimicrobial properties in vitro.

Another example where the use of a contact lens material with intrim#icierobial properties could
greatly reduce the risk of infection by specifically inhibiting surface colonisation of the lens and

subsequent mi crobi al biofilm formation, i's best

This is one of the comomest conditions affecting the cornea, accounting for 5% of cases of blindness
worldwide. Contact lenses worn for vision are associated with-mlsbincrease in MK.

Longer term, the potential of the new hydrogel material could be optimised as a sjailyatile
contact lens.

These materials are being developed in the Department of Eye and Vision Science at The University
of Liverpool in collaboration with SpheriTech Ltd.

4.22 Model eyes that enhance the safety and efficacy of surgical training

Mr John Feris

Consultant Ophthalmologist
Gloucestershire Royal Hospital
Stroud General Hospital
Cheltenham General Hospital

Surgical opportunities for trainees are continually being reduced as a result of shorter training
programmes, fewer surgical opportunitiesaperating lists which are filled to capacity and a greater
emphasis on improving the safety of surgical training. This is a far cry from the long training

programmes, virtually unlimited access to surgic

that prevailed years ago.
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Against this backdrop, The Simulated Ocular Surgery (S@dlel eyes have been refined over a 15

year period by Phillips Studios, using a variety of materials that accurately replicate the look and more
importantly the feel of rdacular tissues. They come complete with conjunctiva, Tenons capsule,
extraocular muscles, including superior and infe
human eye. The cataract models have a life like capsule, nuclei of varying demslteeposterior

chamber that can be filled with a vitreous like material. The retinal eyes can be used to perform
vitrectomies, have retinal tears and membranes that can be peeled. Furthermore, the model heads have
noses and eyebrows that will hamper staigmanoeuvres just as they do in real life.

There are over 20 types of model eyes, each one being custom made to faithfully replicate the

simulation of a particular operation. In the field of glaucoma surgery there are eyes designed for
practicing trabeculectomy (surgical parti al remo
pressure), Ahmed and Baerveldt valve surgery and for the insertion of a wide range efhVasioe

Glaucoma Surgery (MIGS) devices. All of these praged can be practiced outside of the operating

theatre, using benetop microscopes. It is also possible to practice managing uncommon surgical
complications, much in the same way as pilots practice dealing with mechanical failures and other

untoward everst

The use of the SOS system has now been integrated into training in the UK and is becoming more
widespread in the US. Recently Orbis, the flying eye hospital charity, has incorporated the system into
their training programmes in Indonesia, China and Isémerica. These simulation techniques can

be seen othe Simulated Ocular Surgery website

There is no doubt that sustained deliberate practice speeds up the learning curve, enabling trainees to
reacha high level of competence before they perform live surgery for the first time. This results in
amore comfortable learning experience and a more rapid progression to becoming an adept adaptable
surgeon, whilst also making surgical training safer forepégi. Another byproduct of this enhanced

training program is that operations are performed in a more timely fashion, so improving theatre
throughput and enabling more cases to be performed on each operating list.

4.23 Gene therapy — prevention therapy supported by early diagnosis

Julian Jackson
Director
VisionBridge

Many inherited eye diseases are caused by a small variation or mutation in a singl¢hgene

equivalent to a misspelling in an instruction manual. So, designed to rewrite-t@esbmanual

gene therapy can deliver billions of healthy genes to replace a defective gene via an injection of a tiny
drop of liquid underneath or near the retina. The new genes are carried to the target cells by specially
designedriruses.

Innovative research arodmyene therapy to achieve improvements in vilealth is ongoing in a

range of top laboratories and hospitals across the UK. For example, studies into rare conditions such
as choroideremia which causes progressive vision loss leading ultimately to teobfipéness, have

led researchers at Oxford University to conclude that the effects of gene therapy are potentially
permanent and could therefore provide a sitigdatment cure for many types of inherited blindness.
These include retinitis pigmentosa whiaffects young people aaderelated macular degeneration
(AMD).

There hadeen a lot of justifiable excitement about the potential of gene therapy, but there are calls
from the research community not to overhype the results as it may be decadethbsteatments
become widely available.
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Gene therapy also highlights the importance of early diagnosis followed by early preventative medical
interventions, because as eye diseases progress in their severity, they become increasingly hard to
treat with gne therapy. One leading researcher believes this is one reason why only half the patients
in one early clinical trial benefited. So, the ultimate aim of gene therapy specialists will probably be to
correct faulty genes before disease starts, before fsmtinaware that anything is wrong. To put this

into context, currently there are tens of thousands of children in the UK who have eye conditions for
which there is no effective treatment. Genetic eye screening may also provide a model for other
branche®f medicine, enabling millions of patients to bypass the trauma of inherited blindness.

4.24 Stem cell therapy for retinal degeneration

Dr. Anthony Vugler

Lecturer in Retinal Neurobilogy
UCL Institute of Ophthalmology
London

Various sources of retinal stesrlls are currently being investigated for their capacity to slow the
progression of vision loss in degenerative retinal disease. Two major strategies are being pursued: 1.
Cell replacement, 2. Preservation of retinal cells using neuroprotective factors.

For conditions such as Retinitis Pigmentosa (RP), where photoreceptors called rods degenerate
followed by cones, cell replacement is being attempted using retinal progenitor cells derived from
pluripotent human stem cells (human embryonic stem cells) eldels have shown the ability to
integrate into the retina and restore function in animal models of advanced rod (photoreceptor
responsible for peripheral vision and seeing in dim ligtihe (photoreceptor responsible for seeing
detail and colour) dystphy.

The second and alternative approach seeks to slow the rate of rod / cone death by transplanting retinal
cell types which produce neuroprotective substances, such as neurotrophic factors@idaants.

As these cells do not need to respond tat lagid drive neural circuits within the retina, it is preferable

that they are either encapsulated in the vitreous cavity of the eye, or, if they are to be delivered

directly to the retina, that they integrate in a manner that does not interfere withrsigaalission

through existing circuitry. As such, glial support type cells (surrounding neurones and providing
support and insulation), which lack neural activity, are well suited to the task. Indeed, these cells are
capable of integrating into retinakciiitry in a way, which does not degrade normal vision. They can

also preserve vision in animals with outer retinal degeneration and are currently being trialled in
patients with RP.

In addition to outer retinal degeneration, stem cell derived neuroponiézilso being tested in
animal models of glaucoma, with a view to preserving retinal ganglion cell survival / function in
patients.

4.25 Operating microscope with integrated OCT helping to refine surgical procedures
in gene therapy

Julian Jackson
Director
VisionBridge

Foll owing the successful world’s first Phase | g
MacLaren and his team at Oxford University and the Oxford Eye Hospital at the John Radcliffe
Hospital have started a Phaséikl enrolling 30 patients.
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In this trial Professor MacLaren is using an operating microscope with integrated optical coherence
tomography (OCT) that will refine the surgery that is integral to the gene replacement therapy. The
purchase of this vital pte of equipment called OPMI Lumera 700 Rescan is thanks to a number of
funders including: National Eye Research Centre, The Tommy Salisbury Choroideremia Fund,
Choroideremia Research Foundation USA, Hospital Saturday Fund, Fight for Sight and beraffactors
the MacLaren Group. The project has been funded by the Efficacy and Mechanism Evaluation (EME)
Programme, a Medical Research Council (MRC) and NIHR partnership.

Choroideremia is an incurable genetic condition affecting approximately 50,000 men worldvside

caused by a genetic fault in the RERene and gene therapy is being trialled to replace the faulty

gene with a healthy one. The intraoperative OCT microscope enables surgeons to track changes in the
retinal anatomy in real time and thereby pesafie and precise delivery of the gene therapy with the
ultimate goal of improved vision for patients.

Professor Robert MaclLar en, sai d: “On behalf of t
University of Oxford | would like to thank all its generobenefactors for assisting us in raising funds

for an OCT operating microscope for the Oxford Eye Hospital. The equipment is being used in

exciting new gene therapies for the treatment of patients suffering from incurable eye conditions. By

using the OCToperating microscope, it allows for better and safer outcomes for patients due to more
refined surgery using the microscope."

If successful this trial can be translated to other conditions such as retinitis pigmentosa (RP) which
affects 1 in 4,000 peopla the UK.

4.26 Gene therapy options for AMD

Dr. Simon Clark

Centre for Ophthalmology & Vision Sciences
Faculty of Medicine and Human Sciences
University of Manchester

When compared to other therapy options, such as traditionabaiseyl treatments, getieerapy is

best suited at the early stages of disease, preferably prior to major physical changes. This can be

achieved given the genetic nature of AMD and well developed algorithms that take into account a
patient’s genes, di etheirlevelgfeisk.aOthdr methmdskaiie begt suiteml top r e d i ¢
later stage disease, such as stem cell therapies, that seek to replace the RPE cells already lost because

of disease progression.

iGi ven the | ocalised natur e o foppbridbtytodeivere t her apy
therapeutic potential right in the part of the eye we here it is needed. Altering the way the retinal

pigment epithelium (RPE) cells contribute to inflammation, lipid synthesis and blood vessel growth

means a patient would have a&thpy constantly maintained in their eye. This may be delivered by a

single sub retinal injection, removing the need for monthly eye clinic appointments currently endured

by patients receiving antYEGF-.

While the antVEGF era has seen a tremendous adeanaur approach to AMD, the window of
opportunity for initiating this therapy is very short. In some sensesV&@F therapy is palliative
medicine. Patients are observed until they have the most advanced form of AMD before injecting an
eye with drugshat actually fail to target the underlying disease process. Significant tissue damage
and visual loss may have already taken place and, further, some patients respond poorly to these
treatments.

A note about VEGF: VEGF, &fascular endothelial growth faat for those in the know, is a small
protein that promotes blood vessel growth. Given éixaessivdlood vessel growth is a major
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feature of wet AMD it is perhaps not surprising that therapies directed against VEGF were quickly
employed. AMVEGF is anantibody thaperturbs VEGF function, thus stopping blood vessel growth

when applied directly to the site of disease. One problem, however, is the transient nature of this

treatment and explains why patients are constantly needing injections to keegayelhef anti

VEGF, or face the consequences of the blood vegseisng again. Herein lies the greatest criticism

of anttVEGF treatments, that it only slows down, or stops the final stages of the disease, and does

nothing to address thenderlyingpro | em or prevent it in the first g

Furthermore, with a new delivery method come new opportunities for therapies and treatment may no
longer be the preserve of the wet form of AMD.

However, we still have no treatments in routine use for geographjghgtravhich is thought to affect

over 8 million people worldwide. We need to understand that dry AMD is a-facéited disease,

which can only be cured if treated in its very early stages and indeed linked to the underlying disease
pr ocess a rsgecifegepaypel ent ’ s

4.27 MicroPulse laser for drusen removal

Professor Victor Chong
Head of Department
Oxford Eye Hospital

“Drusen” is the name given to small vyellow depos
signs of AMD. They sit betweethe vascular supply of the retina (choroid) and the light sensitive
photoreceptors for vision. Increase number and volume of drusen increases the risk of significant

visual loss and common symptoms include difficulty with reading and adapting to clatiges

The concept of using |l aser to remove drusen i s n
traditional laser causes scarring and can lead to conversion to wet AMD. Unfortunately, the current
“rejuvenati on | as estoddtox&i3e sdamirg albeit mush reducedocomparet ¢or
previous procedures. So, another laser is in use by a growing number of consultant ophthalmologists,
the “MicroPulse” |l aser, which is used enrttalensi vel
retinopathy for many years. The MicroPulse laser delivers the laser energy in short pulses, and the
treatment parameters have been tested in diabetic patients for over 10 years leading to the biological
benefit without any scarring. The assumptiothet drusen removal will have short term benefit in

improving nutrient supply for the photoreceptors, but the-k@nm benefits remain unclear.

4.28 Alternative treatment for glaucoma to circumvent shortfalls in drugs and surgery

Dr Colin Chu

NIHR Clinical Lecturer

the Bristol Eye Hospital

and University of Bristol

working with Professor Andrew Dick

Glaucoma is the leading cause of irreversible visual loss worldwide and an estimated 12.5 million

people worldwide will be completely blind from the elise by 2020. Clinical trials have shown that

reducing the pressure in the eye can prevent loss of vision from the commonest forms of glaucoma.
Treatment using eye drops has been available for many years, but they are expensive,-have side
effects,needl#l ong use and often don’t reduce the pres:c
requires highly trained surgeons, is potentially high risk, has a relatively long recovery period and can

fail over time.
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So, more effective treatments are needed, particUiarlyse in the developing world where these

same | imitations are prohibitive and one such ex
University ingene therapy using engineered viruses{orogramme cells of the eye. This has been

shown to le safe in recent clinical trials and explores the use of the same viruses to infect cells of the

ciliary body, the part of the eye responsible for continually producing aqueous hdtheuftuid that

maintains the pressure of the eye.

Using human ciliarypodies donated for research from the Bristol Eye Bank, Dr Colin Chu will
programme the virus to deliver components of a system called CRISPR. This can cause genes to be
accurately disrupted to stop them from making their encoded proteins. At this steggekgewn to

be critical to aqueous humour production will be targeted. In theory this approach as a treatment could
allow lifelong reduction in eye pressure following a single injection.

4.29 Repurposing a drug

Professor John KG Dart
ConsultantOphthalmologist
Hon. Professor

University College London

Scarring conjunctivitis is a major cause of chronic pain and sight loss. The conjunctiva is the
membrane that lines the eyelid and covers the eye. In health, it helps lubricate and protect the eye, b
in conditions such as ocular mucous membrane pemphigoid (ocular pemphigoid), severe eye allergy,
StevensJohnson syndrome and trachoma, the associated inflammation triggers rapid pathological
scarring, which often persists after the inflammation hag gdestroying the protective functions of

the conjunctiva.

Currently, standard treatment for both mucous membrane pemphigoid and its ocular form is to
suppress the immune system. This controls inflammation when it works, but there are unpleasant side
effeds and it has little effect on scarring. Approximately 1 in 5 people with the ocular form go blind.

Therefore, the aim of Professor John Dart’s rese
collaboration with Moorfields Eye Hospital and Duke Unsir School of Medicine was to identify

potential therapeutic target molecules and provide a test bed for treatment. So, the enzyme ALDH1

was identified as critical for one step in the process of turning vitamin A into retinoie adidy

protein in immunity, inflammation and scarring.

The chosen therapeutic drug Disulfiram is a drug
by blocking ALDH activity, including ALDH2, which processes alcohol. Laboratory tests have

demonstrated that inhibitingLWH1 activity with disulfiram effectively reduces inflammation and

prevents scarring vivo,and significantly reduces the signs of scariimgitro, in human ocular

pemphigoid fibroblasts.

It may be that this approach will be more effective at scargmtédn when there is active

inflammation, but John Dart and his team have confirmed that this is an importanropooofcept

that currently untreatable scarring conjunctivitis may respond to eye drops or other topical application
of a drug that can beparposed.
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4.30 Translational research for blinding surface diseases of the eye — including the
cornea

Professor Julie Daniels
UCL Institute of Ophthalmology

Mr Sajjad Ahmad
Moorfields Eye Hospital
and UCL Institute of Ophthalmology

Diseases of the suda of the eye (including the cornea) result in both painful and blinding eye
disease. As per World Health Organisation statistics, corneal disease is one of the most common
causes of blindness globally. The main focus of clinical need driven basic seseagsch in this area
include:

1 Development of cell therapies for corneal tissue replacement: As a result of our ability to grow
stem cells of different layers of the cornea in the laboratory, targeted replacement of abnormal
corneal cells has becorpessible. One such therapy is limbal stem cell therapy for blinding
corneal surface disease and this has traversed the translational and regulatory pathway to
successful clinical trials and is unegoming NICE evaluation. This process has paved the way for
developing cell therapies for other layers of the cornea and indeed for other tissues of the eye.
One suclapproactis the development of stem cplbpulated biomimetic collagen tissue
equivalent s, known as “ RAFT trialstnthanearfusire.ant i ci pa

1 Understanding the biological processes resulting in corneal diseases: In order to prevent the
need for corneal replacement therapies, understanding the causes and contributors of corneal
diseases are important. There are sewxainples of research within this field that have led to
successful clinical applications. One such example is the use oflioldeg therapy to
strengthen the cornea in keratoconus, a common corneal disease affecting young patients, and this
has reducethe need for corneal transplantation and subsequetbtitemonitoring.

1 Biomarkers for corneal diseases and their severity: We are studying patients and their
biological samples (blood and tissues) with rare blinding corneal diseases such as the genetic
disease of aniridia related keratopathy and the drug toxicity induced Stilamson syndrome.
We have large cohorts of patients with these diseases and we are seeking ways in which we can
identify biological features (or biomarkers) that result in soat@pts having more severe
corneal disease. By identifying these biomarkers early on in the disease process, we can provide
closer monitoring and personalised treatments for such patients.

Although corneal diseases often result in eye pain and accounsignificant proportion of

blindness both nationally and globally, research in this field is poorly funded. The impact of clinically
relevant corneal research is significant to patients, society and indeed to medical research as a whole.
One such area @fanslational research is the development of a corneal cell therapy for chemical eye
burns. This is the first stem cell therapy in any disease to be approved by the European Medicines
Agency.

4.31 Nutrition that enhances vision in patients with retinal disease

Professor John Nolan
Waterford, Ireland

The macular carotenoids lutein (L), zeaxanthin (Z) and raes@anthin (MZ) selectively accumulate
in the central retina (macula lutea), where they are collectively referred to as macular pigment
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(MP) (1; 2). The anatomic (central amutereceptorial location), biochemical (antioxidant and-anti
inflammatory) and optical (shevtavelength [blue] lighfiltering) properties of the macular

carotenoids make these ideal candidates to enhance vision and protecttagaelated macular

degeneration (AMD). The light absorbance spectrum of MP peaks at 460nm and therefore this optical

filter has the capacity to absorbf/filter high energy shatelength (blue) light before it reaches the
photoreceptors (the cells of wagi) (3). Thislightf i | t er i ng p rcohcreosnsa tniicn ianbi esrersa’
de-focused light) and light scatter, contributing to an improvement in visual function.

I ndeed, this has been conf i r mefuhded (startegraotf e s s or Nol
281096) CRESTstudy4) . Al so, MP’' s constituent carotenoi d:
believed to reduce oxidative stress at the rgbn&). Our recent clinical trials in patients with early

AMD have shown that optimising MP in patientghwearly AMD greatly improves visual function in

these patients, (And other work from Moorfields London has demonstrated the importance of

enriching MP in patients with other forms of retinal disease (e.g. diabetic retinopathy). (8)

It is important topoint out that, although Professor Nolan and his team value the importance of

optimising nutrition using standard dietary methods, the scientific studies conducted to date show that
supplementation is required to achieve optimal tissue concentratioressroftular carotenoids. It is
Professor Nolan’s view that humans are deficient
intensive farming of foods for human consumption, resulting in carotefedidient food. To this

point, a typical Europeagliet, contains only circa 1.5 mg/day of the macular carotenoids, whereas, it

has been shown that at least 10mg/day of these carotenoids are required to achieve optimal tissue
concentrations.

Antioxidants are mamade or natural substances that may presedelay some types of cell
damage. Antioxidants are found in many foods, including fruits and vegetables. They are also
available as dietary supplements. Examples of antioxidants inBktdearotene, Lutein, Lycopene,
SeleniumyVitamin E.

CarotenoidsAny of a class of yellow to red pigments found especially in plants, algae, and
photosynthetic bacteria. They have a wealth of health benefits, from giving us vitamin A to providing
our bodies with antioxidants.

4.32 Pharmacogenetics: facts, estimate of potential and benefits of implementation in
ophthalmology

Dr Pirro Hysi
Senior Lecturer in Ophthalmology
Kingds Coll ege

Most of the adult population in industrialized countries takes prescribed medidationg the USA

as an example (it benefits frdmette statistics drawn from a larger market with see@mnomic
similarities with the UK and are currently the only statistics availabteiuch as 80% of adult
Americans take at least one and almost 30% is prescribed five or more different medication at any
given time.

Adverse Drug Reactions (ADR), defined as a harmful, unintended or more generally undesired
response to medication, are common, of which 700,000 cases are annually reported in the US each
year, resulting in 120,000 episodes of hospitalizatimhthey are the 6tleading cause of deatin the

Us.

There is also a large variation in medication efficacy, most of which is genetically driven. As much as
95% of the population carries at least one variant which would cause a clinically importardrvariat
in drug response, which could be prevented if the genotypes were known prior to medication intake
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(“actionable variants”). Phar macogenomic drug | a
marketed drugs, none of which is used in ophthalmglatjhough there are multiple ongoing clinical

trials on the efficacy of ranibizumab fagerelated macular degeneration (AMD).

Pharmacogenomics, as an important component of personalized medicine is becoming more popular

in recent years, with multiplaitiatives generously funded by taxpayers under way in the United

States and many smaller initiatives, mostly at the inception stage in the United Kiriydigm.

response variability is strongly genetic in 1/6 of the drugs.

Not all the drugs will show variality, in other words the same predictable response in all patients
will be recorded. However, when this response is variable, heritability tends to be high. Put simply, if
the drug response varies, this is largely genetic in most cases.

Identifying determinants othe efficacy of the drug in individual patients can save considerable time,

reducing the strain ofery busy practices and shortening waiting times by cutting the number of visits

that t he c wermapprdached daili Farlexampiedthe only treatment for glaucoma to

date consists imedicationthat lowers internal eye pressure (IOP), of which two classes are

parti cul ar Jadrengrgicagohistsrand inithe lagd decade Prostaglandin Analogs (PGA).
Howeveras many as 28% of tr e adlecHersitisntldl) and 188 fallto not r €
respond to PGA (latanoprost) and an unknown number of patients somewhere between a full response
(IOP reduction by at least 30%) and no response at all.

In theabsene of adequate funding for eye research, most studies of response to IOP lowering
treatments are carried out in small samples, with limited power. Yet, despite these limitations, studies
show that perhaps as much as 80% of the variability of responsaropabst may be determined by
known DNA polymorphisms (unpublished studies, Hysi and Hammond, KCL Department of
Ophthalmology). More work is needed to further evaluate the exact heritability of response to IOP
lowering medication and to identify the maifNB variants responsibltor it.

In other areas of medicine, these approaches have been particularly fruitful. The hope is that
pharmacogenetically guided treatment will become a realitynfistclasses of drugs as is currently
the case for many cancer i(fexampleolaparib) and cardiovasculéior examplewarfarin and
clopidogrel) drugs.

4.33 Surgical innovation — providing effective alternative treatments for glaucoma

Mr Keith Barton

Consultant Ophthalmic Surgeon
Glaucoma Service

Moorfields Eye Hospital

London

Glaucoma is the commonest cause of irreversible visual loss in the world. While the prevalence is low
at around In 1000 at age 40 in white Europeans, it increases dramatically with age to approximately
1in20 i n their 80" sndustaleredlivesdhe torgernsusd of medidatom g a
(eyedrops) to lower the intraocular pressure (IOP). These can cause a multitude of local side effects,
from redness of the eyes to irritation and even allergy. More than 50% of patients with glaucoma
requre 2 or more different drugs to control the condition. The greater the number of drugs used, the
greater the risk of intolerance due to local side effects.

With this in mind, surgery has always offered the potential to achieve better intraocular pressure

control than medical therapy as proven in past randomised trials. For example, the most commonly
usedlIOM owering procedure called “trabeculectomy”,
be more effective than medical therapy and yet only appairly 2.5% of glaucoma patients have
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surgery each year. A lack of predictability and the risk of morbidity associated with the surgery have
limited the popularity of this procedure, with most patients preferring to persist with mediations.

This situationmay be about to change. After 2 decades of unprecedented innovation in the medical
treatment of glaucoma, there are no new classes of pharmaceutical agents on the horizon, patients are
less tolerant of the side effects of medication and have greateitatiqres than before. Coinciding

with this change irexpectations, a new class of glaucoma surgical procedures has evolved, such

asthe* i Stent ", a 1 mm long titanium snorkel t hat c
of the eye toreduce outflw c hannel resi stancd.nvmlegd'omé tsroo cal | ed
invasive glaucoma surgery “(MIGS) is promising t

glaucoma to a much wider populatioompared to the previotsabeculectomyrocedure However,

while many of the newer devices are only modestly effective in comparison with traditional surgery,
they are, as the name suggests, truly minimally invasive and can be offered at the same time as
cataract surgery to a wide population of glauc@aigentsundergoing cataract surgemjth almost no
extra risk in return for the possibility of reducing or even eliminating the burden of medication.

Ot her devices now commercially available include
humour fran the anterior chamber into a space behind the retina known as thelsamialal space

and the Xen Gel Implant, a 6mm long hollow collagen noodle with an internal diameter of only 45

microns that drains aqueous humour from the anterior chamber to auixtorgl space. Other

devices in development include the Hydrus, a nit
which drains, like the Xen, to the subconjunctival space. In addition, outside the MIGS category of

devices there have been a multitudsurgical innovations including MicroPulse diode laser
cyclophotocoagulation, high frequency focused ultrasound cycloablation, ab interno canaloplasty and
gonioscopy assisted trahsminal trabeculotomy.

The current boom in the commercialisation of MIG# associated surgical procedures has cast a
spotlight on glaucoma surgical innovation that appears only to be growing. It is likely that the next
evolutionary steps will be in two directions. Firstly, the development and commercialisation-of long
acting dug-emittingimplantswhich can be injected into the eye or placed into either the lacrimal
ducts or conjunctival sacs to provide medication for durations of one month or longer. Secondly,
thedevelopment of intraocular pressure sensors that can be piamithe eye at the time of

cataract surgery and provide leteym continuous telemetric eye pressure measurements that are
more accurate and more informative than currenti@Rsuring methods.

In summary, the benefits of improved treatments for patiare obvious but the benefits to NHS

England of evolving surgical procedures and devices are also clear to see. For example, the reduction

of patients’ l ong term dependeneeectoaidrugs, thegs, t he
introduction ofminimally invasive surgery and long term emitting therapeutic implants and the

opportunity to provide cataract removal in conjunction with glaucoma surgery are all strong

illustrations of how repeat visits for treatment can be reduced, overall costgdafertments might

be minimised, patient flow and surgery tiedf f i ci ency can be vastly impro
of life may be enhanced over the longer term.

4.34 The path from scientific research to a marketed medicine

Dr. Heather Giles
Chief Scietfific Officer
Vapogenix

Scientific discovery forms the basis for virtually every new medicine. Many new medicines can result
from the discovery of one new molecular target and a key function of scientific research is to

understand the role of that targethealth and disease. This process takes several years. For example,
the molecule “VEGF” was discovered in 1983, and
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pieced together its role in physiological processes and identified diseases where bl&tRRg V

action could result in therapeutic utility, including for (Wet) macular degeneration. This is the point
where the challenge of making a medicine begins. (Note: Vascular endothelial growth factor or VEGF
is a signal protein produced by cells that staes new blood vessel growth. Overexpression of

VEGF can cause vascular disease in the retina and other parts of the body.)

The science of drug discovery starts with making molecules that block, or activate the target, and

show efficacy in animal modelsdfi sease. The mol ecul-eeamngshatital so be
can reach the target organ, exert the desired effect, does not cause undesirable effects in cells or
animal models, and has the potential to be made in large quantities. This identificatiora * dr u g

candidate’ suitabl e t o 510gmaats. Therfailuteuratedsrestrencely hight vy pi ¢ a
and less than 1 in 100 projects reach the clinical drug development stage.

The goal of drug development is not only to demonstrate cliaftiahcy but also to show that the

benefit to the patient outweighs the risks. This requires three development functions to be conducted

in parallel: manufacturing, neclinical safety, and clinical studie&.common misconception is that

the developmentrpocess -tatteopbkbat nothing counmiué be furt|
scientific challenges occur throughout. For examgiiective drug delivery continues to be

particularly challengindor topical ophthalmic drugs.

During clinicaldevelopmentpatient safety is paramount, therefore every aspect of the process is
heavily regulated, mostly by internationally accepted guidelines. Early studies are in healthy
volunteers, and then in small grougdatients. The goal is to identify afsalose, potential side
effects and, of course, an indication of efficac
provide statistically significant evidence of efficacy and loeign (atleastl year) safety data.
Generally several thousand patisrmust have been treated prior to marketing authorisdd@n.
examplejn 2016 the FDA approved Lifitegrast for use in dry eye disease. As aaéthdtsmall
number of patients with this disease, approval was granted following clinical studiestiri4®ou
patients. However, the regulatory path was not without challanderior to final approvagn
additional clinical efficacy study was requirdrolving more than 700 patients at 42 clinical study
sites. Additionallymore rigorous manufacturingtrols had to be implemented.

It takes 710 years for a drug candidate to reach the market, wiithGsuccess rate. Even after this,
there are final hurdles to overcome before a drug can be prescribed for a patient in teadiHS,a
positive pharmageconomic evaluation by NICE.

Robert J. Lefkowitz, NL, once said that the basic unit of time for science is the dacdd&F
inhibitor to treat macular degeneration reached the market in 2006, more than 23 years after the
discovery of VEGF. The impacf this drug on reducing sight loss demonstrates that atkxmg
funding of basic and translational ophthalmology research results in successful new treatments.

4.35 Glaucoma: Translating Science into Solutions

Professor Sir Peng Tee Khaw

PhD FRCP FRCS FR@phth FRCPath FRSBiol
FCOptom (Hon) DSc FARVO FMedSci

Professor of Glaucoma Studies and Wound Healing
Institute of Ophthalmologyaculty of Brain Sciences
University College London

The 10:10:10 challenge and re-energising the optic nerve

Glaucoma is the leading cause of irreversible blindness in the world, currently affecting over 60
million people worldwide, and estimated to rise to 76 million by 2020 and nearly 112 million by 2040
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(Tham, 2014). It is one of the most common neuropathidsei world. In the UK, the risk for
glaucoma is predicted to increase to almost 10% in people over 75 and approximately 10% of UK
blindness registrations are attributed to glaucoma (NICE, 2009).

The management of the disease, however, is challengindrelamiavailable onreff treatment for

cataracts, the treatment of glaucoma is less straightforward. Eye drops are often considered

impractical, costly and burdensome with patients sometimes struggling to adhere to their treatment. In
the 2012 Jiagmets Lloisnsd aand Vi sion Priority Setting |
identified as one of the 12 categories of sigiss conditionsiround whiclhpatients and cliniciansad

unanswered questions. The highest ranked priority questions in glaucontfa ateare the most
effective treatments for glaucoma and how can tr

Surgery is usually considered for glaucoma when medicines do not sufficiently lower eye pressure,

but it is specialised surgery and, like other forms of surgery, casdmeiated with risk of further
complications. In many parts of the world, it is the most practical treatment. Scarring during healing,

for example, is the most common cause of failure of surgical procedures that treat glaucoma. As
Professor Sir Peng Teenkw, Director of the NIHR Biomedical Research Centre at Moorfields Eye
Hospital NHS Foundation Trust and UCL Institute
control wound healing and scarring is the most important event which determines whether or
notsurgery succeeds.”

The Moorfields Safer Surgery System which has evolved from our iterative research, first

introducedmore than a decade adm@s improved the outcomes and consistency of glaucoma surgery
throughout the world. The system, designed toas#\yeimplemented, has evolved over the years to

reflect new clinical research, and it requires the minimum equipment. There remains, nonetheless,

room for significant improvement. Says SirPefigft he system still requires
notlD 0 %r el i able as it is so reliant on the surgeo
procedure that can be carried out very quickly.

O/ S oy

Fast, reliable and effective

Sir Peng’ s ambitious goal for tdhadlenfutumbei shahhe
is to achieve 10 mmHg (millimetres of mercury) for 10 years and performed withiméniife
procedure. More specifically, its objectives include:

1 10-minuterapid, reliable, relatively simple, safe single surgical procedure using a fdenge
under topical/local anaesthesia with minimal hypotony (soft eye) or other significant
complications

1 10 mm of Hgpressure in the eye, achieved with minimal diurnal (day/night) or postural
(lying/standing pressure) variation in virtually all patients

71 10 yearsor more duration of effect

iWe have evidence that getting the eye pressure
95% of patients for five to 10 years, o explains
it will probably workwell for life. Furthermore, if you can do the operation in 10 minutes, then you

can do it in the developing world. It would potentially revolutionise the treatment of glaucoma
globally. o

Ailt is the only real answer wéwanttogdaly mak@ananpdactn t he
then we have to haveacoef f t reat ment that works really well
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While Sir Peng acknowledges that this is indeed very ambitious, he is also certain that it is achievable.
“Two areas must, howewere,s stees .ad driassdd ,f iwres tn,e”e dh
drainage very precisely during surgery, and secondly, we need to control how the eye heals following
surgery or it just hedlWe wp et meo wd rwairrkd grveg ool en eowr
devicesand antiscarring agents in our attempt to achieM@10:10and we 61 | be moving
try to achieve this target within the next few vy

In parallel with this research, Sir Peng and his colleague Professor Astrid Limb are looking at ways to
improve oenérmrei se’ optic nerve function. They had o
the * Moorfields | nst iabdisblaed thém frorp donohharhameyke.ingne cel | s
study, they found that these stem cells restored some visiatsithat had had damage, similar to

that from glaucoma, to their retinal ganglion cells and their long nerves (Singhai, 2012). These stem

cells induced a partial functional recovery of the Retinal Ganglion Cells (RGCs) / axons of the eye,

the layer of ce#f necessary to carry signals from the light sensing photoreceptors of the eye to the

brain.

Although the authors point out that the present study did not addressgitesvid of the optic nerve,

the results suggest that it may be possible to improvauttedién of RGCs enough to achieve

significant clinical improvement in humans. Further research is certainly required, but these findings
show the exciting evidence of recovery of visual function by transplantation of RGCs.

Alt is vital suréht@tas tvee is hoopoilt in mdkingoadvanses in stem cell
transplantation if raised pressure will just kill the nerve again,e x pl ai ns Sir Peng.

iWe have improved gl aucoma tr el@iOm@srdallythé gni fi cant
biggest step. | think we can get close to achie¢®d0:10wi t hi n a decadeo.

4.36 The potential of stem cell therapy in retinal disease

Julian Jackson
Director
VisionBridge

Stem cells have the potential to save the sight of hundreds of thousands efvadopherelated

macul ar degeneration (AMD), the UK’'s most common
central vision loss, making it hard to drive or read. The macula lies in the centre of the retina where
incoming rays of light arocused.

So, theras justifiable and growing excitement around the so called London Project launched in 2007

and the ongoing stem cell research and clinical trial led by Professor Pete Coffey at Moorfields Eye
Hospital and the UCL Institute of Ophthalmology, who are runaimgxperimental stem cell

treatment on ten patients, supported by a stem cell specialist Professor Harry Moore direston

of Sheffield's Centre for Stem Cell -1Borthel ogy . Hi s
London trial. Shefl is derived from oneweekold embryos comprising about 100 cells. Such cells

have the potential to develop into any type of cell in the body. Adding different growth factors

induces cells to develop into different cell types. Developing-Shebk many years andvolved

extensive safety monitoring.

If successful, the technique could be available on the NHS withiratwl@-half years. The

procedure, which has attracted the support of medical giant Pfizer, is carried out under local
anaesthetic. It involves takiraysingle embryonic stem cell and growing it into a 6mm patch of
100,000 retinal pigment cells. That patch is then rolled into a thin tube, which is injected through a
tiny slit in the eye. Once unfurled, it is placed behind the retina where scientistis Waleeplace

the faulty cells. The first step has been carried out on the wet form of the condition when a patient
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bleeds at the back of the eye. But scientists are confident it could also be used for the more common
dry AMD, which affects over 85 peent of British sufferers.

The key point here is that these cells have been derived from the patients themselves. Pete Coffey will

be using four genetic switches on a piece of ski
patient. The use oftheapt i ent ' s cel |l s has meant that their DN
potentially allowing for a personalised diagnosis of their condition as well as an individualised

treatment.

Following the second stage, which is being funded through a £3atidiofirom the Michael Uren
Foundation, regulatory approval for general patient use will be sought. As long as Pete Coffey and his
team can show that there is good safety and good visual outcomes, then they can approach
government and ask if they can godiligh a new advanced therapeutic route, which will allow that
therapy to go quickly into the NHS. If these therapeutics are proven to work, they could save the NHS
millions of pounds simply because the restoration of sight (to whatever degree) could provid
independence and mobility to many thousands of patients again.

4.37 Protecting and regenerating the optic nerve in glaucoma with gene and stem cell
therapies

Professor Keith Martin

Professor of Ophthalmology
University of Cambridge

Honorary Consultant Opthalmologist
Cambridge University Hospitals
NHS Foundation Trust

Glaucoma affects over 60 million people worldwide. Blindness occurs through damage to the optic
nerve, which transmits visual information from the eye to the brain. Reducing the eye pressure
medically or surgically is currently the only treatment that can slow the progression of
glaucomaalthoughvisual deterioration continues despite treatment in many patients. There is an
urgent need for new treatments that can prevent blindness in theawerely affected glaucoma
patients, and restore some useful vision to those who have lost their sight due to the disease.

Keith Martin is a clinician scientist glaucoma specialist based at the John van Geest Centre for Brain
Repair in Cambridge where leworking to develop new treatments for degenerative eye diseases,

using stem cells, gene therapy and other approaches to regenerate the injured optic nerve. He works in
an environment where he is constantly interacting with researchers working on other
neurodegenerative conditions such as Parkinson
researchers working at the forefront of axonal degeneration research, spinal cord repair and
remyelination. They share many interests and technologies agsndéas in their joint quest to

improve the lives of our patients. The ultimate aim of his work is to reduce the terrible burden of
blindness caused by optic nerve diseases in the future.

S

A current focus of the Martin lab is modulating neurotrophic fasignalling pathways to improve

neuronal survival. It has been shown that bdgnived neurotrophic factor (BDNF) delivery to the

retina is reduced in animal models of glaucoma and that retinal delivery of BDNF by gene therapy can
improve retinal ganglio cell (RGC) survival in experimental glaucoma, at least transiently. Work in

the Martin lab has shown that human, mouse and rat cells can be targeted to produce BDNF and TrkB
proteins simultaneously and that in animal models of optic nerve injury, trgatntlk both proteins

is more protective than either given alone. Importantly, the use of gene therapy does not appear to
have a negative impact on retinal health and the beneficial effects can be seen for long periods after a
single treatment. A currentajor focus for the lab is to move a gene therapy strategy based on this

work through to early stage clinical trials.
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Another major focus for the Martin lab is developing strategies to enhance optic nerve regeneration
after injury. Damage to the optierve is often accompanied by an inflammatory response and
formation of a scar. Components of this scar include proteins called chondroitin sulphate
proteoglycans (CSPGs). CSPGs may promote or inhibit nerve growth based on the pattern of sulphur
atoms attehed to chains on the proteifhe labis currently working to modify the levels of inhibitory
CSPG at the injury site and enhance RGC axon regeneration. By reducing the inhibition caused by
CSPGs and combining with other strategies to stimulate RGC ¢oeegte, they aim to enhance optic
nerve regrowth after injury for the benefit of patients in the future.

4.38 A drug delivery platform that empowers patients and reduces costs and pressures
in the NHS

Dr Felicity de Cogan

Research Fellow

University of Bimingham

Institute of Microbiology and Infection

As has already been highlighted in this report, intraocular injections e¥B@F therapies to treat

wet AMD are well established in the clinic. While the aGF therapies are effective at arresting
thesymptoms of wet AMD in a large number of patients, the delivery mechanism (intravitreal
injections) have a risk of significant sigdfects, such as infection, retinal tears/detachment, and poor
patient compliance. The procedure also requires a sterilmament and trained ophthalmic staff to
carry out each injection, which puts a huge strain on ophthalmology services in the NHS and abroad.
With an increasing ageing population, the burden of treatment for wet AMD will only rise.

To target this problem éhde Cogan group at the University of Birmingham has developed a cell
penetrating peptide (CPP) as a platform technology for ocular drug delivery. The peptide is mixed
with the current antVEGF therapeutics ranibizumab and bevacizumab and applied tg@Esah

eye drop. Animal studies demonstrated that after 6 minutes the therapeutic load is detectable in the
anterior chamber and after 30 minutes in the posterior segment. The therapeutic once delivered to the
posterior segment of the eye clears over @dr$, suggesting a daily eye drop regimen. The CPP does
not hinder the efficacy of the aniEGF. Animal models of choroidal neovascularisation showed the
same anatomic outcomes whether the-9BGF is delivered by CPP or by intravitreal injection. This
demonstrates great promise for translation into the clinic, as it will allow the current clinic stockpile of
antiVEGF therapeutics to be used while reducing the sftérts associated with the intravitreal
injection-based delivery method.

The simplicity d this technology allows it to act as a broader platform to deliver a range of ocular
therapeutics, in addition to aniEGF therapies. Research with collaborators at the University of
Birmingham and Queens University Belfast has demonstrated the abilityy GPP to deliver a range

of different therapeutics from arMEGF antibodies and proteins to siRNA and short sequence
peptides. The CPP can be simply mixed with the appropriate drug and applied topically as an eye
drop. This means that the potentiathif technology is not limited solely to AMD but can be used to
treat other posterior segment diseases such as diabetic maculopathy and macula oedema. Ongoing
work in the field of glaucoma has also shown its potential for delivery to the anterior ctamber

allow the treatment of glaucoma.

The aim of this research is to drive drug delivery in ophthalmology forward to a point where
injectionfree ophthalmology treatments can be reached. This has the double goal of empowering
patients and assisting them &ké control of their own treatment while simultaneously reducing the
financial burden for the NHS and other healthcare providers. It also raises the possibility of the care of
these patients transferring from hospitals to primary care. While significagriggs has been made

on this and other technologies in the field of ophthalmology, translation to the clinic will not arrive
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without funding to bridge the gap between bench and bedside. Significant resources are needed to
develop academic ideas througnadal translation to change these treatment regimens.
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5.0 Rehabilitation

Healthcare professionals cannot solely rely on the efficacy of a range of treatments to improve clinical
outcomes for patients. Supportisathandtohelptheamss ess and even di agnose p
as well as plan, explain and deliver appropriate treatments with the help of the orthoptic community

backed by evidential research.

There is also an impetus within the research community to challenge acedyatbiitation practices

and to focus on initiatives that can measurably deliver results. Technologies that enhance functional
vision or deliver so called ®"artificial sight?” i
various telehealth dewies to support treatment regimes and positive lifestyle choices and low vision

aids to support everyday tasks, are very illustrative of the innovation driving the eye research

community.

5.1 Understanding user requirements to build better Low Vision Aids

Dr Sandra Starke, MSc PhD
Aston University

Low Vision rehabilitation still inhabits a somewhat neglected space ieegevision research, as

much scientific and funding effort is focused on prevention and cure. However, for the 360,000
people who areegistered as blind or partially sighted and many more living with sight loss in the UK
alone, making the most of their residual vision and improving access to everyday activities is an
absolute priority. With no cure or prevention on the near horizoodimmon conditions such as

AMD, research in the area of rehabilitation and management of sight loss is therefore urgently
needed.

The last decade has seen exceptional progress in technology that can leverage residual vision,
alongside other solutions suck the sonar cane or improved todspeech. Miniature cameras,
computers and other technology are now enabling new Low Vision Aids (LVASs) that are small,
wearable and offer more functionality and broader application than conventional options such as
deskbp magnifiers. Over the last years, we have seen some early solutions come to market. Yet the
qguestion remains: what exactly should be built?

As part of a collaborative InnovateUK project, we had the opportunity to look at this question

scientifically. Wedeveloped the first study of its kind to find out what people living with sight loss

need i n a *“ per f-dgmakingthenmpreténdsheyhad oAell This approach is called
‘“pretotyping’ (not prototypi mogyctusewitheuthavingto i s pos
build a functional prototype. In a nutshell, we gave 32 visually impaired volunteers spectacles

equipped with a video camera (SunnyCam Sport). We asked participants to pretend that this was the
“perfect” si g landnaratedfor ane week ath sitwaossonrwdich they would use it.

This was followed by a dbrief interview.

The study gave us an incredibly rich insight into the everyday reality of sight loss and requirements

for LVAs, allowing to explore functionafsychological and design factors. We quantified

characteristics of the recorded scenes using computational image analysis and categorization,

exploring many aspects relevant to design input requirements relevant for future LVAS: viewing

distances, objecize, scene characteristics and much more. We also explored captured use cases in
great detail and discussed participants’ Vviews o0
SunnyCam pretotype device.
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Results will be published as a tyart series, with @ first paper due to be published in the Journal of
Vision this month and the second paper currently under review. Both papers will be available Open
Access.

Inquiries about the study can be serd.&iarke @astoac.uk

Read paperEveryday visual demands of people with low vision: A mixed methoddifeal
recording study.'

5.2 Voxmate - a blind-first, gesture-based app for Android

Gleb Zevkov
Founder
info@voxmate.com

Voxmate is an intuitive, gestuidgased, Android app that flattens the smartphone learning curve for
people dealing with sight loss. By primarily using dimger swipes: up, down, left and right, you can
navigate to an article, a radio station, play games, or scan printed text. Most users figure out how to
use Voxmate in under 10 minutes.

The groundwork for the app was IrayedightalThetteam a f oun
discovered that riearning using a smartphone with Talkback or VoiceOver can be extremely difficult

for the elderly, while simultaneously being cut off from news and means of communication adds

insult to injury. They then decidedteank e s omet hing that would “just m
use from day one.

Voxmate is designed from the ground up to never rely on displaying anything on sastead

focusing on a great -Audbsb”eaper panwtreacegidh bse Cbhi n
screen reader while screen readers make existing software usable, Voxmate is making truly

accessible software from scratch. In an ironic tabler ni ng t wi st, Voxmate’ s bl
impaired users become comfortable with the app moiekly than the sighted, who instinctively

freeze while searching for visual cues on a blank screen.

The app does not have a standard visual interface, which means there are no buttons to press or
screens to scroll. Voxmast a g orhaidre xna wii g ét icamrals n
Started by throwing out the book on traditional tiségrfaces, Voxmate aims to find better, more

natural solutions for games, audio, video and text consumption. By creating a brand neangudio

user experienceesign language, Voxmate presents a uniform experience across many conceptually
dissimilar services.

Voxmate already offers many such services, called voxlets. To date there are voxlets for news,
podcasts, audiobooks, radio, a diler, several games, OCRettber, and the list of them is growing
rapidly. Each voxlet is carefully constructed to deliver important information with natural language,
while at the same time getting to the content you care about is always just a few gestures

away. Voxlets are divered with seamless updates over the internet, so that you always have the
latest version.

Another new aspect of Voxmate is the ability to configure it remotely through a web portal. The app
can be managed by the user using a PC or, if preferred, liieceonfigured by a loved one, a

caregiver or an assistive technology specialist. The portal not only allows changing general settings,
such as speed with which information is presented, but to also configure individual voxlets. Adding
credentials for audlmok services, or social media accounts; adding and rearranging radio stations
can all be done through the portal. The changes made in the portal sync automatically with the app,
and are instantly applied.
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In conclusion, Voxmate is an upcoming ecosysiath a modern approach, deep focus on user
experience and limitless potential to help people with sight loss to quickly find their bearings. While
initially intended as a tool to ease people into using screen readers, Voxmate is finding its footing as
anindependent alternative that is welcomed by more tech savvy users who understand its long term
promise.

Voxmate is coming out in 2020 on Google Play, and is already available for trial. If you would like to
test Voxmate as a medical, or assistive techryopwgfessional, then reach out to us
atinfo@voxmate.comFor more information, and to register for updates fisits://voxmate.com

5.3 Colour tents — reducing clutter and over-stimulation leading to improvements in
visual awareness and attention

Suzanne Little,( Special Needs Consultant)
Professor Gordon Dutton

Colour tents are a valuable resource for children with multiple disabilities and cerebral visual
impairment(CVI).

Tents provide a space which cuts out overstimulation from noise and visual clutter.

Children with complex needs may “switch off” fro
because of sensory overload, or become distressed as they becontelwedaby stimuli.

Being inside a tent has helped many children with severe brain injury to make use of their visual
awareness and attention, often for the first tin
colour tent has enabled their br&inconnect to the experience, by taking away the overload of

surrounding information

e as ki nagvisiongstattsithy s hou
i sthat thehckild musthhave hmdi n d e d b
coul dn’ t use it when

The question you may well b
|l ook around for the first t
some vVvision al/l al ong, but
It has been known since the early 1900s that injury to the part of the brain just above the ears, the
posterior parietal lobes, causes inability to sekgive attention to more than one or two things at

once, often with inaccurate reach, when using vision to guide the movement. In children with severe
cerebral palsy their posterior parietal lobes that map their visual surroundings, are commonly

damaged.& it’'s not too difficult to come wup with th
have been injured. This condition is called Balint syndrome.

While inside the tent the child has time to engage with their vision at their own pace. The adult can
observe from outside without interaction, and record changes, such as improvement of posture,
calmness, and vision responses.

The tent provides the opportunity for a ‘“one thi
relate to. This also relatesttze nature of what we say and how we say it. Much of our language is

verbal, and of course relates to our experience. But what if we use our normal language to teach

children who can only be aware of one thing at once? The language used makes nalsemseta

so they cannot learn from it.

So for everyone who responds to tent therapy, for them to start to understand language, the words
used need to be simple, at first singular, while simply labelling what they experience as they
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experience it. For evethe most profoundly affected, learning from the meaning of what others say
can start to take place for the very first time using this method!

Ali has quadriplegic cerebral palsy and severe CVI. She showed an immediate visual awareness and
attentional reggonse to being surrounded by colour tent for the very first time when she was 8 years

old. She later followed a routine of regular tent time as part of her education programme. As she
entered the tent her name was20msuwedshawastakeriout as t h

of the tent and the word ‘ more’ was I ntroduced,
linking the action with the word. After repeating this activity for a few months Ali responded with a
consistent vocalisationash e came to understand the word ‘ more’

become a motivating sensory experience.

Until the use of the tent Ali had only responded to light and dark. She often became distressed in
noisy or cluttered environments and woulf karm. Her response to entering and being in the tent
became one of calmness and one of gaining visual awareness.

Ali could not reach out and she was unable to move her eyes to any specific targets, after tent work
sessions over a period of two years, l#dgan to locate and fix on movement of lights in the tent,
enabling observation of her visual field preference.

Prior to the use of the tent 11 year old Tom kept his head down most of the day. Tent sessions
motivated him to lift his headhcreasing his visual awareness and attention. This led Tom to improve
his posture by holding his head up and he began to use his vision in a range of different settings.

Many teachers and parents who have adopted tent work, have reported that thebtenighasbout

a remarkable transformation, bringing about greater attention, as well as better engagement and
understanding for children with severe CVI. The potential for the use of these tents is considerable
and the dissemination of this knowledge wballow many more children to benefit.

We are building up case study evidence avith the CVI society, we are helping to plan a feasibility
study with Great Ormond Street Hospital in the foreseeable future, into using tents to help at risk

babies.

References:
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5.4 Right Hear technology — turning public and private spaces into accessible
environments for the visually impaired

Idan Meir
Co-founder, CEO

RightHear is a mobildased orientation solution that allows people who are blind or visually

impaired to be more independdn public spaces. The free app on Android and iPhone describes the
spatial orientation in 9 different languages and has over 1,000 locations worldwide. At present, most
of the locations are currently in Israel, where the development of the systenmapahgds
headquartered.

There are a few features and capabilities that set RightHear apart from the accessible indoor
navigation landscape. One of them is the integration of many different 3rd parties apps like Be My
Eyes, Cash Reader, Uber, Lyft, and mdree developers are planning to add even more integrations
in the app in 2020 but they are currently not revealing precisely what apps.

The RightHear solution also has a very powerful feature that allows the user to record audible notes
which are locatiorbased. These audible augmented reality capabilities, bring a new layer of
customization experience for the user so if one
daily routine—now it is possible, and privately.

As regards privacy, RightHe& amongst the very few apps that do not require any sort of
registration or authentication when installing i
very high level of user privacy.

The business model b e h i ondchaRjingblisinesses, instiwitiorss,candi v i t y i
other organizations for turning their spaces into more accessible environments. With the new reality

of social distancing, it seems like the need for providing independent and private experience in public
spaces &s just increased.

While some of the RightHear partners | ike McDona
branding reasons, there are also markets with regulations that support this effort as well.

The installation of RightHear in a public spaseelatively simple and quick and according to the
RightHear team, they had over 100 locations that turned into accessible environments 100% remotely.
With this in mind, the scale of the RightHear solution is planning to make another big leap as the
founders of RightHear describes it thanks to new technologies currently under development with the
team.

One of the unique projects that RightHear has done in the past year was turning Eben Gavirol Street,
which is one of the main streets in Tel Aviv, Isra¢bian audible street.

Watch the video hergttps://www.youtube.com/watch?v=JJUvSqgggfhg&t=39s

RightHear installed over 100 beacons on this street and also utilized GPS capabilities togmovid
independent experience for the blind, visually impaired users as well as for the tourist that are touring
in this busy street.

The app is available for free on iOS in this
link: https://apps.apple.com/us/app/righthear/id1061791840

And on Android in this linkhttps://play.google.com/store/apps/details?id=com.righthear
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For inquiries and more information, contasiipport@righthear.conor go towww.right-hear.com

5.5 The Owlett - A camera to help the visually impaired around the house

Billy Wood
Founder

The Owlett is an upcoming device designed to help the blind and visually impaired around their
house. It is a small hand held camera that can take a pictsoeething placed in front of it, then
after a few seconds come back with a full description. It works using a cloud Al algorithm that can

guickly annotate an image and is seamless from t
householdasks suclas identifying who a letter is addressed to, giving a description of objects around
your house, or identifying what’'s in a packet be

The problem that it seeks to solve is that of the visually impaired being cut off from the people and
things around them. According to RNIB data, 4 in 10 blind and partially sighted feel this way, and as
there are 360 thousand blind people in the UK this issue affects a large portion of the population.
Positive testimonies have been gathered from an asdistiveology expert with the RSBC and an
optometrist specialist at Moorfields eye hospital who have confirmed that this could have a serious
positive impact on the populations they work with.

In order to meet the needs of the technically inexperieanddcose with tighter budgets it is
designed to be easier to use and cheaper than the closest competing products which either rely on a
smart phoner require expensive hardware.

Development on the Owlett started in 2017 and is ongoing. So far a numbelsdfdria been
completed in order to gain feedback with another planned in the near future. This has been invaluable,
and has ensured that our design wil/ meet the cu

Feedback and trialing help was provided by a nurobeharities and organisations for the blind,
including Blind Veterans UK, the RNIB, and Blind aid.

To sign up for official updates or to be part of the upcoming trial, dottie//theowlett.com/

5.6 The Ocutrx Oculenz headset — see around your blind spot, ignore your scotoma,
improve your quality of life!

Victoria McArtor, MFA
Ocutrx Vision Technologies, LLC.
Irvine California

Ocutrx Vision Technologies, a CaliforAmsed&chnology startip, is developing an augmented

reality headset to treat the devastating effects of Advanced Macular Degeneration (AMD). The

Ocul enz™ AR heads e tof-theait tedhmolegy and wilt seam allewdusersdotseet e
around their bhd spot, ignore their central scotoma, and drastically improve their quality of life.

How it works:

Visual field test:

Upon first use, the user will put the Oculenz headset on their head similar to wearing a pair of glasses.

The screen will prompt theto take a visual field test which is presented on the lens. The Oculenz
visual field testistwd ol d, measuring the patient’s absolute
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ARITA Static and ARDIPA Dynamic tests. The augmented reality Interactive Thresholding

Algorithms (or, the Random Dot Association Test) displays concentric circles on the headset. The

patient uses an external toggle to click when they see images. If a circle is displayed and the patient

does not click, then the software creates a digigled of t heir defect, essenti
scotoma. Secondly, the Augmented Reality Dynamic Interactive Perimetry Algorithms (or, the center

out shooting star), requires patients to click when they see streaking lights, which identifies an

assumed cear of the macula. This creates a further digital edge of the defect area.

The Oculenz visual field test takes approximately 5 minutes per eye and produces a unique image of

the patient’s scotoma, <called theinthecemralo ma mar ke
processing unit of the headset. The patient caake the visual field test as often as they like so that

their unique scotoma matches the scotoma marker. Ocutrx recommends patients take the test no less

than once a week; no more thaneper day.

Scotoma marker:

After the visual field test is completed and the scotoma marker is stored, the patient is ready to use
their Oculenz headset. While the pati-\mgng goes ab
cameras receiveimagasdbm t he out si de wor | d -trackihgdechnolo@ec ul enz’ s
continuousl y f oldaze wtile pixéheanipgulation techmoldgysalteesyneges from

the outside world around the patientsis scotoma.
milliseconds), the Oculenz moves r@abrld images around the area of the bind spot and projects an
augmented image onto the lens. This allows patients to complete housework and lawn work, compose
emails, read the newspaper, and distinguish faceseétinmge and among family members, without

noticing their scotoma.

HIPAA-Secured Patient Portal:

Once the patient completes the visual field test, the data from the test will be automatically uploaded

i nto Ocut-sgtar eldPABat i e ntabapeavill imake it pbssidlelfdr doctorsestov  d
better analyze data regarding the growth of a pa
disease. This means better service to individual patients and improvements in our overall education

and understating regarding the progressive nature of AMD.

Results of recent patient study:

In a recent singlarm crossover study of subjects with AMD, trial patients took a visual field test

while wearing the Oculenz headset, which mapped the area oftb&ma. These results were

compared to a Fundus Autofluorescence photo of each eye taken prior to the testing to ensure
accuracy. Reading performance was evaluated using the logMAR chart, per eye, both before and after
wearing the Oculenz AR headset.

Thest udy showed Oculenz AR glasses significantly
and print at near and far viewing distances when compared to their own standard near correction (or

no correction). Best corrected visual acuity improved fro#2@0 to 20/63; % lines more on the

logMAR chart. Zero patients in the study could read without Oculenz; all 25 patients were able to

ready 30point type, and eleven patients were able to regololi type. When given a Familiar Faces
Recognition Testll patients were able to discern faces of loved ones that were previously
unrecognizable prior to Oculenz.

Problems with current low-vision enhancement tools:

I n Ocutrx’'s opinion, current vision enwhancement
completely replaces (and shuts out) the real world. These devices are not desired by the medical or
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low-vision community and are reported to cause vertigo sensation, myopia progression, and limit the
user’'s mobility as twhdeywalking aroundt Mokt anpantantydor AMDt si de o
patients, these devices only magnify the-kgafld image, they do not move the image outside of the
patient’s blind spot.

Current AR headsets are too heavy for-agion users, have too limited a fietd-view, and their

image is low resolution, making it hazardous to complete tasks such as yard work or chopping
vegetables. Most importantly, these devices utilize waveguide technology, which works by
transmitting images via fiberoptic cables from the compuat¢he back of the headset to the front

lens. Users have reported putting towels on the back of the headset to block the heat from the
processing unit. In many cases, the fiberoptic cables will pinch, causing dispersion of colors called
chromatic aberr&n. To date, Hololens has shut down their production line due to chromatic
aberration issues.

Ocutrx Vision Technologies has listened to the criticisms and recommendations from users regarding
these AR and VR devices and has addressed these hinderasahisig in a myriad of unique
features.

Features of Oculenz:

Lightweight (>200 grams, weighs less than a cell phone)
Highest Resolution in the industry (60 pixels per degree)
Widest Fieldof-view of 110°

Dynamic Opacity can transition lens from ARUR

HD imaging

Embedded SLAM and OCR technology

Patented Pixel Manipulation for AMD

Patented Eydracking technology

Mini-HDMI and USBC connectors

Cellular, BlueTooth® BTLE® and WiFi wireless connectivity
Sound connectivity with hearirgids or through hbee conduction
Noise cancelling microphones for indoor or outdoor use

=4 =4 =4 =4 -4 484 _8_8_°9_-°

Conclusion:

While the Oculenz does not remove the scotoma, by moving text and images outside of the
geographical area of the scotoma to adjacent good sighted areas of the retinapthegresee all

i mages, providemghast{péroéi vad d-BMerdadomhaD.,aDr . Hugo
member of Ocutrx’s International Medi cal Advi sor
recently said, “so farl temmooi bgy ©Oaesl éarl es th
waiting for.” Ocutrx Vision Technologies plans t
2020 and will be available through levision centers.

5.7 Falcon Autofocus bioptic - Supporting visual needs while interfering the least with

habitual behaviour

Henry Green

Chief, Advanced Low Vision Section, Hefner VA Healthcare System, Salisbury, NC

Co-founder, President, Ocutech, InProfessor and Director (retired), Low Vision Service, UNC

Department oDphthalmology, Chapel Hill, NC

The goalin developing sighenhancing technologg tobestsupportthes s er ' s vi sual act i\

needswhile interfering the least wittheir normal, habitudbehavior. Thenorenaturalthe
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d e v i fenetibning, and théessthe userneedgo engageavith thedevice,the moreeffective
andefficientthe userwill be.

Oc ut e c lralesn Antefatus bioptic has been designed to addréss challenges inherent in
conventionatelescopicvision enhancing deviceBioptics areminiaturetelescopes usuallpounted
toward the tof the eyeglass frane agonoti nt er f e r e reguldriha ohsghtihsse r ' s
allows the user to conveniently switch their view between the regular eyeglass lens (carrier) and the
telescopic viewwvith just a slighdownwardheadtilt. Bioptics are a convenient way to

magnify objects ahormal working distance§heyaremostfrequentlyprescribedo support

distanceand midrangeisual activitiedor individuals withbestcorrectedvisual acuity m the 20/70 to
20/300range.

Bioptic telescopereedio berefocusedvhenthe usetooksat different distancesequiringthe user

to continually manipulatéhe deviceThis is especially relevant with the shallower depths of field
encountered at closdistances and with higher magnification power devices. The benefit of the
Falcon Autofocus is that the image is in focus immediately at virtually any distance. No manipulation
of the device is requiredll the user has to do is loak the object of irrest, makinghe

F a | cuser éxperiencas closas possibléo natural vision. And, asn additional benefigsthe

user moves closer to an object, the image sizanwilbase clearlyanseamlessly, providing
ahelpfulzoom effect.

When an individal needs tdook at afixed neardistance for an extended period of time (i.e.: the
computer screen)one might assume that there would be no benefit from an autofdevisieg
However,sincet h e t e ldapth of fiefdie Most shallovat neardistancesevenaslight
posturalchange could be sufficient tdur the imageAs a result the user would be forced to maintain
a fixed posture to maintain image focus resulting in fatigue, lowered efficiency, and ultimately
under mi ni n dondgtérrmacapanceAs a ressilt, autofocusing for activities at near
distancesanprovidea more natural visual experience, lessetieg) s e physisal
demandslessenindatigue and increasinipeir performance.

When viewing objects solely beyond 20 fé&n) (for bioptic driving perhaps), most optical
telescopes used by the visually impaired will be at infinity fodlis.additional focusindor viewing
beyond that distancgould be requiredSo, if the sole goal of the device is to support vision at 20
feet or furtheran autofocusing device would offer additionalbenefit. However, if the devices
intendedo alsobe usedfor arange ofotherdistances, aautofocusing devicenaystill be
acompelling option.

WHEN: Autofocusing bioptics are idealrfandividuals needingnhanced visioat multiple
viewing distances, for those with hanfiee needs such as playingisicorusing

the computerkeyboardandfor mid-rangeand tabletomctivities. They have been found
effectivefor individuals with dextety challengesnd for those witimild to moderateognitive
deficits,where theimbility to manipulatea manual focudevice is undermined.

Whentraveling on public transit or at tlaérport, individualswill benefitgreatlyfrom the ability to
seeanyobiject of interest at a glanckhis visualnecessity becomdsss burdensome when the focus
is automaticand handeeze. The classroomequires distance, intermediate, and neswaltasks all
daylong, assuch, students can benefit tremendously fteetonvenience of aautofocusing
device,andtheyareusuallyeager andjuick adoptersf suchtechnology.

Theemotionab e nef it of seeing a | ovedowmnstatddss face and
mentioned in the introductiom, growing body ofeseath demonstrates that the lack of distance

vision can undermine socialization, can leatetdings of isolationand ultimatelyto depression and
cognitive declingn seniors. Efforts tosupportdistance seeing for the visually impaired should go

beyond pecific taskrelatedactivities toalso consider theigmotional andgocialwell-being.
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HOW: When prescribingnydevice, wemustconsider howit will be used. If intended primarily for
distanceseeing, positioning thEalconinthé b i o pt i dsusualydhe mastpractical

option,asit will not interfere with visiorthrough the carrier lensésr walkingand othernon

visually demanding activitiedndividuals who intend to use it mostly for near or midrange, or in more
sedentary distance actis, will likely find the straighe head * ful |l di ameter posi
comfortable such as when viewing TV, movies, the computer screen or taffle¢opalcon can be
positioned at the top of the frameoripthdstamgiti ¢ posi
ahead position (full diameter) using the Ocutech Sleek frame.

The Falcon instructional videos and fitting guides will take you-bteptep through the
fitting process. Designedo b e e a s ysodniind jusshewconyeaienit is fo demonstrate,
fit and prescribe th€alconAutofocus bioptic.

5.8 NuEyes Technologies - a leader in head worn assistive technology devices

Mark Greget
CEO and Founder

NuEyes Technologies is a leader in head worn assistive techrado@yes. Their inclusive digital
ecosystem is offered on the NuEyes e2, e2+, Pro, and Pro2. All devices deliver best in class display
and camera technology to provide the clearest picture when magnifying objects at great distances.
With their patented, egdo use softwargou can also utilize augmented reality contrast overlays,
optical character recognition, as well as simply controlling the Pro and Pro2 with voice commands.
All products come standard with a new Telemedicine platform to connect youowitldgctor from
anywhere in the world. Specific to the e2 and e2+ you can stream movies and television and enjoy a
full digital ecosystem featuring a web browser, as well as virtual reality platform to meeting up with
friends or continue education classéhether you have macular degeneration, glaucoma, diabetic
retinopathy, retinitis pigmentosa, or any other visual impairment, NuEyes offers a multitude of head
worn devices to fit your visual needs!

Links:

https://www.youtube.com/watch?v=9FCRDE iY0s&t=106s
https://www.youtube.com/watch?v=c5q4CINL2VU
https://www.youtube.com/watch?v=tgklf wbUNk
https://lwww.youtube.com/watch?3Te3zeLo0

website: www.NuEyes.com

5.9 Empowering Visually Impaired people - NaviLens

D. Javier Pita Lozano
CEO NAVILENS PROJECT CORP.

NaviLens is a new universal digital signage that helps visually impaired people to orient themselves
autonomously indoors and obtain accessible informatoextualized to a place only with the use of
their camera mobile device.

It is based on a code similar to a QR, but much more advanced, that allows it to be read at a great

distance (12 times greater than QR code), in movement and without focusiegiougly knowing
the place where it is located.
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NaviLens has been developed by Neosistec and University of Alicante after 8 years working jointly in
the search for a code that might support the improvement in the quality of life for the visually
impaired. fttps://youtu.be/YGPUTIH®O).

How does Navilens help users?

When the phone camera detects a Navilens code, it notifies the user and directs him to the code with
accuracy through a system of voiostructions and sounds. (it is capable of setting with high
precision the distance and direction to the desired position, the two variables that enable reliable
orientation).

In addition, Navilens provide the user with accesible information about themieasset or place

signed fttps://lyoutu.be/nOQaFtaQCYE

Navilens is a scalable technology with a low and sustainable cost. To make any space accessible with
NaviLens Technology is as easy as to add the Nagilcedes to the current signage. The

maintenance is equivalent to the usual signage for sighted people. It makes any space accessible, so
that people with visual impairment can move completely independently and on equal terms, without
requiring the instadltion of expensive electronic devices.

NaviLens is a system that is perfectly adapted to muitilal stations and means of transport, (

Metro, Bus, Train, Tram), helping people with visually impairement to reach the stop or to guide
themselves in a stati and to obtain accesible information such us arrival/departure times, service
isuues, subscription to alerts and notifications, etc.

The speed of reading the code allows it to be read on the move and used in vehicles such as buses or
trains so that theser can confirm that this is the bus or train they want to take, as well as knowing
precisely where the access or exit door is. of the same. It also alloviisreaformation on the

status of lifts or the most accessible routes for people with redudieitityn

Tram of City of Murciahttps://youtu.be/cg3VIOvUtQ0

In addition, NaviLens is a very helpful system in environments such as museums, public buildings,
theaters, educational and commerceters. It offers accesible and contextualized information about
the rooms, pieces and works of interest, hours,
Murcia: https://lyoutu.be/cmYKOrtnOz4

NaviLens is a technology thet present in many spaces around the world with great success: New

York Subway, Los Angeles Subway, Barcelona Subway and Buses, Alicante Buses, Donostia Bus
Station, Murcia Archaeological Museum , Pedralbes Museum of Barcelona, Madrid Cruz Roja, etc.

PERSONAL USE TAGS
Users who wish to use NaviLens technology to signal their closest surroundings and their personal use
items can do so by downloading the “Kit NavilLens

that the user manages with his mobileide. Download link:

https://cloud.navilens.com/sample/

NAVILENS FREE KITS
NaviLens has launched two free marker kits: NaviLens school Kit and NaviLens Asociations Kit.
These are two standard Kits timaark the most common spaces of schools and associations.

Download link:https://free.navilens.com/

You can download Navilens app henevw.navilens.com/n/

TECHNICAL FEATURES OF NAVILENS

Distancereading capacity1?2 timesfurther than QR and barcodes (A4: 12 meters)
Ultra-fast reading capacity1/30 second

Wide-angledreading up tal6Q

Readingin all light conditions dark & bright)
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Multiple Reading 200+ codes per frame

High density(codification & space)

Accuracy indistance information (centimeters)
CRCProtection

No focusing required Not timeconsuming for users
Patented Technology

5.10 Improving quality of life and health outcomes through increased interdisciplinary
competency and health literacy of vision and vision rehabilitation

Professor Helle K Falkenberg

National Centre for Optics, Vision and Eye health
Department of Optometry, Radiography and Lighting Design
Faculty of Health and Saial Sciences

University of SouttEastern Norway (USN)

Vision changes due to normal ageing or visual impairments (VI) affect the ability to perform everyday
tasks, quality of life and health. Arranging for older people to work and age healthily for @slong
possible may result in both improved quality of life and significant social economic effects. Most age
related vision loss can be improved by appropriate prescription glasses and lighting. Still, many adults
are unnecessarily visually impaired becaofsencorrected vision, reducing activities such as reading

or driving. Research from USN has shown that the awareness and health literacy, of how lighting
affects vision and abilities to perform everyday activities, is low among healthy older persons.
Further, that improved lighting can lead to improved quality of life, and improved lighting can be
achieved with a basic lighting control system. Poor lighting and vision have also been linked to
increased ocular symptoms and reduced reading performanceylaaltiduring computer work.
Kongsberg based researchers have shown that direct glare exposure during computer work affects
trapezius blood flow and development of eye symptoms, and is associated with neck pain, reduced
concentration and increased psyduital stress. Further research is necessary to increase
interdisciplinary competence and health literacy of lighting and vision ergonomics to improve quality
of life and participation at home and work for older adults and people with vision loss.

Vision impairment due to agelated eye or systemic diseases (e.g-ralzged macular degeneration,
glaucoma, diabetes, hypertension or stroke) may be permanent, less amenable to correction with
glasses, and need specialist or municipal health care treatmémt\d@sidn rehabilitation. VI is

associated with an increase in falls, reduced outcomes of rehabilitation, quality of life and additional
mental distress. Coping with the consequences of vision loss is complex and difficult, especially after
a lifetime asa sighted person. Symptoms of VI are difficult to understand, and ageing further
exacerbates vision loss as other senses (e.g. hearing) also deteriorate.

Our ongoing interview studies with patient experiences of living with vision loss, confirm that vision
rehabilitation should not only include visual aids to magnify the image, but also include vision
rehabilitation and increased health literacy of coping living with their vision loss. Those with VI must
therefore be identified as patients needing visidrbditation, relevant advice, and in addition, they
may benefit from visual training.

Development of new knowledge in complex areas often requires multifaceted and creative research,
combined with extensive interdisciplinary cooperation not only withthtsgtween health services

and municipalities, but also involving other care and welfare services. In addition, future studies need
to include the individual person and their families perspectives.
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Fal kenber g and researchtherefdrd f@ads onrinareagsimg€dmpetence and health
literacy to improve vision and quality of life for people, through an interdisciplinary knowledge
translation framework.

NorVIS —-Norwegian Vision in Stroke network

Vision impairments are common after brain diseaseslae leading cause of brain disease is stroke.
VI affects more than 60% of survivors, in addition to other sequela after stroke. In Norway, >30 000
stroke survivors live with the consequences of VI after stroke, and this is estimated to increase

with theageing population. The National guidelines states that vision function should be assessed

after stroke. Despite this, impaired vision is one of the most commonly overlooked andreathet

conditions following stroke. This is mainly due to lack of awass, competence and

interdisciplinary knowledge translation across services, disciplines and sectors. Falkenberg and her
group have shown that symptoms of VI also often
delayed visual assessment, treattraad/or rehabilitation. The knowledge created from the persons

own experiences are invaluable to understand how future vision care pathways must be organized.

The Norwegian Vision in Stroke (NorVIS) network lead by Professor Falkenberg aims to facilitate
implementation of vision research and structured vision assessment in interdisciplinary stroke care
services to meet the future needs of improving outcomes after stroke.

The most common VI include visual field loss, eye movement disorders, reducedasiuneénd

perceptual deficits such as neglect. Regardless of severity, much can be done to improve VI through
vision rehabilitation and improved health literacy. Research confirms that assessing visual functions

will raise selfawareness and that competesg training is useful for vision outcomes and the overall
rehabilitation process. Better care for the individual and their relatives will promote work

participation and community integration. Thus, failing to identify VI after stroke can have a severe
neggative i mpact on the patient’s coping, further
Falkenberg hopes NorVIS will attract attention to this neglected complex area and improve awareness
and health literacy of the importance of vision fottérestroke and brain health outcomes, and quality

of life.

Fal kenberg et al ., (2020) *“Ilnvisible” visual i mp
experience of vision symptoms, health services and impact of visual impairments 10.1186/s12913
020-051768

https://prosjektbanken.forskningsradet.no/#/project/NFR/299074

5.11 Towards a Cortical Visual Neuroprosthesis for the Blind: CORTIVIS Approach

EduardoFernandez
University Miguel Hernandez and CIBEBBN (Spain)

Loss of vision affects millions of people worldwide and poses extraordinary challenges to individuals
in our society that reljieavily on sight. Although in recent years the techniques of motegereetics

have led to a rapid identification of a great number of genes involved in visual diseases, and there are
significant advancements in the development of different approaches for artificial vision, at present
there is no effective treatment for nyapatients who are visually handicapped as a result of
degeneration or damage to the inner layers of the retina, the optic nerve or the visual pathways.
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Therefore, there are compelling reasons to pursue the development of a cortical visual proathesis t
bypasseshe damaged visual pathways and be able to restore a limited but functional vision in these
profoundly blind patients.

Even if only a crude representation of the surrounding physical world can be evoked by stimulating
directly the brain, a btid individual could use this artificially encoded neural information for tasks

such as orientation and mobility. This functional performance has already been attained in the field of
auditory prostheses. These devices have already allowed many deatpatierdr sounds and

acquire language capabilities, and the same hope exists in the field of neuroprosthetic devices
designed for electrical stimulation of the visual cortex.

How it works:

As blindness results from an interruption in the normal flowigrias along the visual pathways, a
visual prosthesis has to excite the neurons of the pathway at some point after dziteadad only
requirement is that the device shomidkecontact with theneural elementthat are still

functioning.On the other &ind, since cortical neurons receiving the visual information from the retina
are located on depthof about 1.52.0 mm, we need intracortical penetrating electrodes, about the
same size as the neurons they are intended to stimulate.

The whole system corsgs of a miniature video camera attached to a pair of eyeglasses that captures
the visual scene, a small retililke processing unit that extracts and enhances the most relevant
features of the scene, and an array of tiny microelectrodes (of the sikhaidfimplanted at the

visual cortex.

Experimental results:

If the visual part of the brain can be stimulated with visual information in a format somewhat similar
to the way they were stimulated before the onset of blindness, a blind individual mialg be use

this stimulation to extract information about the physical world around him/her.

Physiological and behavioral experiments in different animal species have shown that intracortical
microelectrodes such as the Utah Electrode Array (UEA) caafedy used for stimulation of
populations of neurons in visual cortex. Furthermore, the data frorhuroan primates indicate that
the monkeys perceive the cortical microstimulation as another visual stimulus and resgmaiéhg

to their training.

Following these animal experiments, we undertook preliminary investigations to establish the safety
of the implantation procedures and to adapt the insertion technique to human requirements. These
experiments were performed in persons suffering from epileplssao tumors that had to undergo a
surgical resection of a brain region. Our results show that the implantation can be done without major
complications, and that electrical stimulation is able to evoke simple and complex visual perceptions.

Recently, ve have implanted an array of 100 intracortical microelectrodes in the occipital cortex of a
57-yearold blind person during a sixonth period ClinicalTrials.govldentifier: NCT02983370),

and we found that eled@tal stimulation of the visual cortex in a lotigne blind person produced

reliable visual perceptions that evold@idcerniblepatterned perceptions and helped the subject to
recognize complex patterns. Stimulation thresholds were within the safe levedsifal stimulation,

and the stimulation parameters were relatively stable over the whole experimental period.

Unresolved problems:

In spite of all our progress, the scientific and technological problems associated witriong
biocompatibility andiotolerability of cortical electrodes, with the number of electrodes required to
provide a useful vision and with the delivery of information to the implants are very complex, and
there are still many unresolved issues delaying its development. Mord®vbrain suffers important
remodeling and adaptive changes after the onset of the blindness that could directly impact the
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success of any cortical prosthesis, and it is still unclear how to identify the ideal candidates for a
cortical prosthesis.

Conclwsions:

A cortical visual prosthesis may be the only treatment available for blindness caused by glaucoma,
endstage retinitis pigmentosa, optic atrophy, trauma to the retinas and/or optic nerves or by diseases
of the central visual pathways such as brajaries or stroke.

While the full restoration of vision seems to be unlikely in the near future, a cortical device can create
meaningful visual perceptions, resulting in a substantial improvement in the quality of life of blind
and visually impaired persenNevertheless, we should go step by step, and not create false
expectations or underrate the challenges that still remain to be resolved.

We propose that increased collaborations among clinicians, basic researchers and neural engineers
will enhance our lility to send meaningful information to the brain and restore a limited but useful
sense of vision to many blind individuals.

5.12 Acesight wearable electronic glasses help people with low vision see the world
around them

David Bradburn
President
Zoomax
Boston, USA

Zoomax Technology Co. Limiteid a Chinese manufacturer of assistive technology solutions for
people who are visually impaired or blind. They were established about 10 years ago imoHangzh
China. They opened their US subsidiary in early 2018 and operate in more than 60 countries
worldwide through a network of distributors and eye doctors to help bring their products to market
and to the people who benefit from them. Zoomax productsdadioth handheld and desktop video
magpnifiers including the popul&now 7andSnow 12

In 2018 Zoomax was first in the world to introduce a wearable magnification device featuring

augmented reality technology. The product is cafledsight A primarycharacteristic of augmented
reality is an open design that does not i mpair a
reason that people who use Acesight can still walk around while wearifigdtsame cannot be said

for products that use nual reality technology. A characteristic of virtual reality is a closed design

that wraps around the eyes and touches the face, affecting peripheral vision in the process. Any

attempt to walk while wearing virtual reality could leave you feeling dizzymossibly cause you to

fall.

There are three versions of Acesight today: two models are based on the tried and tested augmented
reality technology, and one uses virtual reality. There are a number of features and benefits common
to all three models.

1. A canera on the front of the device captures everything you look at and present the image in
magnified form on a screen positioned directly in front of the eyes.

2. A simple to use controller lets the user change magnification up to 16x normal size, and to present
the scene or the reading material in high contrast colors or with outlining around the edge of
everything in sight. Outlining is unique to Acesight.

3. A wide field of view (45 degrees with augmented reality models and 70 degrees with the virtual
reality mocel).

4. Lightweight (less than 1 pound) and comfortable to wear.
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Acesight is suitable for use by people with low vision who have a visual acuity 20/600 or better and a
field of view that is 10 degrees or greater. The three models are:

1 Acesight
o Suitable for most eye conditions including macular degeneration, retinitis pigmentosa,
glaucoma, diabetic retinopathy, etc.
o Walking around is possible while wearing Acesight so long as the user has some usable
peripheral vision
1 Acesight S
o Suitable for moseye conditions but not suitable for use by someone with a limited field
of view and lack of peripheral vision because of a condition such as retinitis pigmentosa
1 Acesight VR
o Suitable for most eye conditions including macular degeneration, retinitis migsae
glaucoma, diabetic retinopathy, etc.
o Walking around is not advisable with Acesight VR

People who consider a solution like Acesight choose it for:

Watching television

Using a computer

Reading sheet music

Short amounts of reading

Playing gamesgcards, board games, etc.)
Seeing the faces of family and friends

= =4 =4 =4 -4 A

For a detailed overview of Acesight with augmented reality technology please check our playlist
of Acesight instructional videasn YouTube. There is also a playlistAatesight VR instructional
videos

5.13 Exploring The Use of Smart Camera Technologies For Adults With Acquired
Visual and/or Language Impairments

Ahalya Subramanian[1], Anna Caute[2], Alison Binns[1], Celia Woolf[2], Morganie Naidoo[2],
Jane Marshall[2]

Division of Optometry and Visual Sciences, City, University of London[1]

Division ofLanguage and Communication Science, City, University of London[2]

Researchers in the Division of Optometry and Visual Sciences and Language and Communication
Science at City, University of London have been exploring the uses of compensatory smart camera
technology for adults with acquired language and/or visual impairments. They are interested in
finding out if smart camera based technology such as OrCamMyEye2 andsmartphone apps such as
Seeing Al and KNFB reader can be beneficial for stroke survivors veitialand/or language
impairments (aphasia) and for people with pure;stooke related visual impairments (for example
people with age related macular degeneration and glaucoma). Many of these individuals report
difficulties with reading.

OrCamMyEye?2 isa highly portable, hands free smart camera developed as an aid for people with
visual impairments. It can recognise faces, money and pragiidtsead text aloud. Smartphone apps
such as SeeingAl and KNFB reader have many similar function to the OrCamRIyEhgegroup are
particularly interested in investigating the ability of smart camera technologies to act as a reading aid
and improve quality of life and independence for people with acquired language and visual
impairments.
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In an initial exploratory studthe group recruited seven participants, three had a language impairment
(aphasia) with either no or moderate visual impairment. Four had a visual butno language impairment.
Participants with language impairments had reading difficulties but relativety aaditory

comprehension. During phase 1 of the study participants were invited to a focus group where they
were introduced to OrCamMyEye?2 and tammpensatory apps. Participants received brief training in
using the apps. A nominal group technique disonswas used and Seeing Al and KNFB Reader

were selected as the comparator apps for iPhone and Android smartspeesively. In phase 2 of

the study participants attended one training session on OrCamMyEye2 and then borrowed the device
to use at homeAfter two weeks, they gave feedback on OrCamMyEye2. They then received training

on the smartphone app and provided feedback after two weeks of app use. Participants reported using
both technologies across a wide range of contexts includamjng books, ewspapers, letters, signs,
timetables, menus and ingredients. Participants reported a range of benefits and barriers for both
technologies. A key benefit of OrCamMyEye?2 was the tgjghlity voice, while reported barriers

included difficulties operating theéevice, e.g. directing the camera accurately to the text. A key

benefit of the smartphone apps was highlighting text as it read aloud. Reported barriers were its
impactonthehone’ s battery | ife and difficulties read

Our exploatory study found that smart camera technologies have potential to facilitate a range of
reading activities for people with language and or visual impairments. However, a larger study would
be needed to explore these factors in depth and identify panticiparacteristics that made the

different technologies more suitable. We are currently in the process of applyfagdirg to

continue with our research.

5.14 Envision Al: Enabling vision for the Visually Impaired

Karthik Mahadevan, Gdounder of Envien Al
www.LetsEnvision.com

Envision Al empowers blind and low vision people to be independent by speaking out the visualworld
in front of them. It is a smartphone app that uses artificial intelligence to read all kinds of text from
any surface, recognigaces, describe scenes, find objects, scan barcodes, detect colours and so much
more. It is the best alh-one tool in the pocket of a blind or low vision user for all oftheir visual
recognition tasks.

With Envision, visually impaired users can shop ipestnarkets, use public transport, readmenu
cards in restaurants, recognise their friends, find their belongings and so much more, all on their own.

As a next step, Envision is porting its software to work with Smart Glasses, which will
providevisually impaed people with a more unobtrusive and hands free way of accessing the visual
world around them.

Envision Al is the winner of Google Play Award 2019 as the Best Accessibility App and
wasnominated for AppleVis Hall of Fame 2019.

5.15 The Clew App: Leveraging Augmented Reality Technology for Orientation and
Mobility

Paul Ruvolo Assistant Professor of Computer Science Olin College of Engineering

Dr Paul Ruvolo of Olin College of Engineering and his students are working to build an augmented
reality appcalled Clew that allows people who are blind to use their smartphones to navigate indoors.
The team’s wor k combi ne s-ceattedjdesign, artd the ldtestmobilo p me nt ,
technology in service of making indoor spaces more easily accessible.
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Clew i s an i 0OS app that wuses Apple’s augmented r e
they navigate through an indoor space. The app r
breadcrumbs consi st i-postionatfvarioub goints aoag the soute. Lagec i s e 3 D
when the user is ready to navigate back to their starting location, the app provides automated guidance

to the user. A feature to save routes for navigation on demand (in both the forward and reverse

direction)is in beta testing at the time of this writing.

Augmented reality technology has huge potential to unlock new ways by which mainstream

smartphone technology can be repurposed as explicitly assistive technology. Crucially, augmented

reality technologycomhies data from gyroscopes, and accelero
camera to precisely estimate the motion of the phone, without the need for a GPS signal. This

combination of higkprecision motion tracking with applicability to indoor navigation thees

potential to usher in a host of new indoor navig
working on several novel applications of augmented reality technology, including for creating

accurate, accessible maps of large indoor spaces anddoraically providing precise guidance to

objects and points of interest.

5.16 Can training to use smartphones and tablets improve quality of life for individuals
with visual impairment?

Chris Dickinson
Division of Pharmacy and Optometry
University of Manchester

Ahalya Subramanian
Division of Optometry and Visual Sciences
City, University of London

The MED4VI Study — Mobile Electronic Devices for Visually Impaired People

By converting text into speech and being cheaply and readily aleaitabartphones and tablets offer

a completely new type of assistive technology for vistiatigaired people (VIP). The use of standard
consumer devices, rather than devices designed specifically for the visyadlyed, has many
advantages. For examptlg cost of a tablet computer can be as little as £100, whereas the latest
video magnifiers cost over £2000. However, the disadvantage is that the devices may not have been
designed in an optimal way, and rehabilitation professionals may not be fanitiidha/devices and

their potential.

The MEDA4VI Study is funded by Fight for Sight, and sets out to determine the barriers to use of

mobile electronic devices (MED) amongst VIP. We also need to ensure that rehabilitation

professionals are aware of MED ,dhtthat they are recommending them when appropriate. Most

importantly, we are also evaluating the effectiveness of specialised training in giving the-VIP on

going access to the device and in improving their quality of life. We are comparing a standard

“tmiamg course only” model to a scheme in which e
provide continuing assistance by visiting the participant at home.

The technological advance of MED may be the most important ever for VIP, and this stushowill
how best to make it accessible to the majority of VI users. This will ensure that an older generation
doesn’t miss out because they have no awareness

106



‘EYE RESEARCH - AN EQUAL PARTNER’ 2020

5.17 Orthoptic research spanning assessment, diagnosis and treatment leading to
improved patient care

Professor Helen Davis

Professor of Orthoptics

Academic Unit of Ophthalmology & Orthoptics
The Medical School

University of Sheffield

Prof Anna Horwood
Infant Vision Laboratory
University of Reading

Prof Fiona Rowe
VISION research unit
University of Liverpool

At least 10% of the population will seek professional advice for squint, double or blurred vision, or
eye strain at some time in their lives. For vision to develop normally, very tiny babies have to learn to
co-ordinate accommodation (eye focusing to make near images clear) and convergence (pointing the
eyes accurately towards objects as they move in depth) wetiidirst weeks of life: at the same

time, or before, many other aspects of vision are alsdajgng. Many common visual problems

which crop up later in life happen because these systems do not develop normally in early childhood.

Prof Anna Horwood | eads the Infant Vision Labor a
research has ranged wiglacross many aspects of normal and abnormal visual development from

birth to maturity in fullterm and premature infants, as well as studying children with many common

types of strabismus. This research has produced results which have challendesd@sgumptions,

providing a better understanding of how these systems work and how, and why, problems develop.

This research helps eye care professionals target, plan and explain treatment options for their patients.

By providing alternative and better eaphtions of how visual eordination works, improvements

and efficiencies are being adopted in patient care. There is a widening interest into photorefraction in

wider developmental research and vision screening in children both here and in Europe.

Strokeis the most common cause of UK adult disability with about 100,000 new cases of stroke per
annum. Post stroke visual impairment is just one disability that affects stroke survivors. Research
from the VISION research unit at the University of LiverpoolbgdProf Fiona Rowe aims to

improve the orthoptic and vision care of stroke survivors with visual impairment occurring following
their stroke. Their research has provided evidendb®prevalence and incidence of pssbke

visual impairment, the typed visual conditions experienced by stroke survivors, how best to screen
and assess these visual conditions and what rehabilitation options can be considered for these visual
conditions. Post stroke visual impairment is broadly divided into four categbiimpaired central

vision, eye

movement abnormalities, visual field loss and visual perceptual abnormalities. These may occur in
isolation but more frequently occur in combination. Screening for visual impairment is essential and
this research has led tloe National UK recommendations for the integration of specialist orthoptist
screening on acute stroke units. The UK population is aging and

so improving care provision for stroke survivors is important and will continue to be a future need.

Investigaton of binocular function and the ability to appreciate 3D vision is a pivotal investigation of
patients with strabismus. Whilst there was evidence that the quality of distance 3D vision could
influence the timing of surgery in some forms of strabismustheis a lack of ability to clinically

test this particularly in the UK. Professor Helen Davisdltaboration with Professor John Frisby
designed a test which has been validated for clinical practice and now used worldwide. The
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University of Sheffield ismow exploring the use of VR technology to simulate diagnose and treat
anomalies of binocular vision and nystagmus. Initial results are very promising. There is a need to
continue all aspects of Orthoptic research to provide better and more accurateeagsggbm view

to better targeted treatment regimes.

5.18 EVA — Extended Visual Assistant

Krisztian Imre
CEO
EVAT Extended Visual Assistant

EVA Vision is an R&D forprofit company based in Hungary that is developing a wearable, voice
assisted system féne blind and visually impaired.

By utilising a al
nding of its wuser, but the

rti
of the visual sur
mobility assistance

fic
rou

Fear of mobility is a very common phenomenon in the blind population. There are three major
elements of the mobility problem that result from blindness. First, the blind traveller, with no pattern
vision, must avoid obstacles and detect enéip. The gcond problem, which is less obvious and
equally serious, is navigation in an environment that is unfamiliar. The third issue is caused by traffic
and especially crossings. This is becoming a problem because of the increase in silent electric cars
that eve the sighted population cannot detect by hearing.

The dynamically changing environment and lack of information about location and orientation, with
respect to traffic andbstacles, make mobility a source of fear. While GPS based smartphone apps
canoffera mor e or | ess reliabl e out demdgronmenswhegat i on,
the signal is lost. Guide dogs can provide obstacle detection and traffic safety but their high price and
low availability make them exclusive. Agesult, approximizly more than 30% of the blind

population do not ambulate autonomously outdoors, which lead to social isolation, unemployment,
dependence oothers and low seksteem.

EVA comes in the form of a pair of smatasses that can give verbal guidance tblited wearers. It

uses sensor fusion and machine vision to give precise position and orientation data both indoor and
outdoor and it is able to detect specific architectural and aerial obstacles as well. By time, the
company also wish to integrate thdTS (Corporative Intelligent Transporting System) to have
dynamic data of the surrounding traffic situation and status of the traffic lights in order to provide
traffic safety.

The verbal route guidance that EVA provides is based on the results of comwehesearch. The
system which is tailemade for the blind, creatively utilises the human stereo hearing and is highly
intuitive. It gives as much information as is needed.

Krisztian Imre, CEO, really hopéisat in the future, medicine will be able to@fregenerative
treatments for vision loss, but until that day EVA will help tenthofisands of blind individuals in
their daily lives. EVA will be available by the end of 2020.

5.19 Transforming Lives Through Technology

Dr Rakesh Roshan

CEO
OXSIGHT LTD
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OXSIGHT is a fasgrowing digital eye care technology company established in 2016 as a spinout
from Oxford University. It has developed a portfolio of products for the global markets that are
transforming the lives of the visually impaired, their frieradleagues and the community around
them.

The Company’'s current pioaskglasses and feaguees attiicmlo n st r at e s
intelligence and image interpretation software to make a real difference to people with conditions that
cause peripheraiision loss. These include Glaucoma, Diabetic Retinopathy, Retinitis Pigmentosa,

Myopic Degeneration, Retinopathy of prematurity and other degenerative eye diseases. Its glasses

have also helped people with a visual impairment following a stroke, sucimagymous

hemianopia.

The OXSIGHT glasses are fitted with a camera which streams a live feed into two high resolution
video displays. These screens are projected dire
displayed are manipulated to fitintothes er °' s area of wuseable vision. T
peripheral sight loss to experience a full 68 degrees field of view. The glasses have seven modes, with
features including: increased image contrast, super colour mode, textmode, edge enhascém@ent,

digital zoom to allow users to magnify the image seen.

OXSIGHT user David Quigley was one of the first people in the UK to have an OXSIGHT device.

His sight has been seriously reduced for more than 20 years, and he currently only has a very small

portion of his central vision remaining. He describes the difference that the glasses have made to his
life, “One of my best moments was sitting in the
wedding day, which | never would have been abletoddwh out my OXSI GHT gl asse:

OXSIGHT is soon to launch another product to the market that can enable those living with central
vision loss to read, recognise faces and complete up close tasks. The glasses can help conditions such
as Macular Degeneration,r8ke Related Sight Loss, Stargardts, Macular Dystrophy and more!

The company has worked in partnership with leading global players from both the viisalised
community and the technology sector. These include Google, Macular Society, The Royall Nationa
Institute of Blind People (RNIB), Moorfields Eye Hospital, Guide Dogs Association and The Royal
Academy of Engineering.

OXSIGHT is building a network of clinics in the UK&Ireland and currently has operations in Europe,
India and China.

To find outmore please go tevww.oxsight.co.ulor call the UK office on +441865 580255.

5.20 Apps and accessibility: what is new in technology for people with low vision

Michael Crossland PhD MCOptom DipRVI
SeniorOptometrist and Hon Senior Research Associate
Moorfields Eye Hospital

NHS Foundation Trust

New technology is widely used by blind and partially sighted people in the developed world. In the
past 10 years, there have been useful developments in consaatacal devices, in apps developed
for visual impairment, and in assistive technology devices made for people with low vision.
Mainstream consumer electronic devices

In 2014 we studied technology use by people with low vision. About 80% of our viguplyred

group used a smartphone, and about half used a tablet computer (e.g. iPad). Our participants valued
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textto-speech, enlarged print, and the ability to alter text contrast and brightness.

More than half of our group used the camera and zoom fumati a magnifier, in place of optical
magnifiers. Many used the buift camera flash as a torch.

Apps developed for people with visual impairment

Many mainstream apps are particularly useful for those with low vision. Using an app to find the next
busdue is easier than using a telescope to read the bus number, for example.

Dozens of apps have been developed for people with visual impairment, to perform tasks such as face
recognition (Seeing Al), textb-speech (Seeing Al), colour recognition (e.gldti®), scene

identification (e.g. BeMyEyes), navigation (e.g. Ariadne), and crowdsourced information (e.g.
Blindsquare).

Assistive technology for people with visual impairment

Electronic head mounted magnifiers have been available for decades, buadyegites have made
these devices smaller, lighter, and more functional. Magnification and image enhancement in real
time can be performed with systems such as eSight, OxSight, SightPlus and IrisVision. OrCam is a
spectacle mounted camera system whichgpers texito-speech, colour and object and face
recognition amongst other features.

Outstanding research questions

There are many testimonials and anecdotal reports for these devices and apps being useful, but a
shortage of higiyuality peer reviewed trig of their efficacy. In particular, it is not known exactly

which people with visual impairment will benefit most from these devices, and for which tasks. Their
superiority over simpler optical and noptical aids has not been assessed. Given the hagloito

these devices, health economic assessments are required to ensure that the value of these systems
outweighs the cost. Our research group and others are working on these questions.

References:
1: Crossland MD, Silva RS, Macedo AF. Smartphone, tablapeciter and-reader use by people
with vision impairment. Ophthalmic Physiol Opt. 2014 Sep;34(5)B52

5.21 More clinical evidence about visual improvements of wearable low vision aids

Anna Morris
Customer Development Officer
GiveVision

Sightplus™

Si ght pl us ™ clingallywvalidated dlectforécowvision aids (eLVA) currently on the

market. Its heatnounted nature allows for full dexterity with use, contrary to typical page

magnifiers, which must be held parallel to text. The SightPluge®an be used inther scenarios

such as when the user experiences central vision loss, as the device provides a large field of view,

large enough for said users to benefit, unlike in other devices whose smaller frame size restricts the

size of the pepheral field. The enhancement settings and ability to control the lighting and frame

vi ewed, enrich users’ quality of view, i mproving
sensitivity simultaneously.
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Testimony t o t hessuteessiwiken plased ander tlimidaliseeusiny, iaswas the case
in a collaboration with Moorfields Eye Hospital, during which changes in visual acuity, contrast
sensitivity, and reading performance by the device were reviewed. The trial showed the device to
improve visual acuity by 0.2 LogMAR or more in all but one of the 60 participants, and contrast
sensitivity to be bettered by between 0487 log units with zoom and preferred image enhancement
in use, both of which are fundamental in the successfateremt of dayto-day activities such as
reading, watching TV, and engaging with other screen displays.

The device is able to support patients with sight conditions such as macular degeneration (AMD),
Stargardt’ s, al bi ni-simfad, aayorte widbibenéfitss frammtheret i nopat hy
magnification tools could see their vision positively impacted. Of those who participated in the

clinical study, half concluded that they would like to continue using the SightPlus device, or a similar
eLVA, especially forentertainment purposes, for instance viewing theatre performances, and since,

many more have adopted the headset as a means of better engaging with the world around them, some
of whom can be foundn theGiveVision website

Despite its successes, the device does bear some limitations. For instance, whilst not as large as other
vision aids available, the size of the headset can be off putting, and so there is still some progress to

be made- shrinking the hardwars now a central aim of the GiveVision team, both in terms of
practicality and aesthetic appeal, alongside i mp
enhance the user’'s experience, especiaihssy for re
close contact with users, frequent software updates are able to be created in response to user feedback.
GiveVision’s team frequently organises remote te
opticians, charities, and lowision aid retairs in order to demonstrate the functionality and

application of the device across the country.

Sign up online omivevision.net/signupo get more information about testing options.

@aqivevision net on Twitter
@aqivevision on Facebook

Any questions or interest in being involvednail hello@givevision.net

5.22 A revolution in assistive technology: About OrCam MyEye

Reuben Isbitsky
General Mamger
OrCam UK Ltd

OrCam MyEye 2 is a nexgeneration device designed to assist people who are blind, visually
impaired, or have reading difficulties. It has been engineered to help these people interact with the
world around them more easily and achieweréased independence. It was launched in 2018 and is
currently available throughout the UK.

The device uses artificial intelligence to analyse visual information and instantly communicate it to
the user via audio. The wireless OrCam MyEye 2 attachegpetiaglly to any pair of glasses. It is
compact and lightweight: only the size of a finger and weighing just 22.5g.

The device instantly reads any printed or digital text off of any surface, including: newspapers, books,
menus, street signs, and compwerdrtphone screens. OrCam MyEye 2 can also be programmed to
instantly identify and communicate faces and products. It can also identify 50,000 UK products via
their barcode. Buiin LED lighting illuminates text, faces, products, and currency notes liduyv
environments.
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OrCam MyEye 2 is the only wearable artificial vision technology that is activated by an intuitive
pointing gesture or simply by f offed usewAll opgrationise we ar
are processed offline and in réamhe, without requiring Wii.

The OrCam MyEye 2 device has been specifically designed to address and overcome challenges that
blind and visually impaired people face every day, and is suitable for people of all ages and with all
degrees of sight lossh€ key benefit of OrCam MyEye 2 is that it allows people to continue to lead
independent lives without having to rely on friends or family.

5.23 The importance of reading tests and rehabilitation techniques

Professor Gary Rubin

Helen Keller Professor of Wilal Function and Rehabilitation
Inst Ophthalmology Visual Neuroscience

Institute of Ophthalmology

Faculty of Brain Sciences

In 1854, Edward von Jaeger introduced the first printed chart for measuring vision. This chart did not

use individualetters and it did not measure visual acuity. That was left to Herman Snellen 8 years

| ater. Jaeger’s chart used words and measured re
Jaeger chart was very sophisticated. It tested in multiple languadiéiseaoriginal texts followed a

geometric size progression, just as modern logMAR charts do today. The Jaeger charts-are much

maligned for lacking standardization of sizes for charts made by different manufacturers and for

following an irregular patternfancreasing sizes (J1, J2, etc). However, those faults lie with modern

printers who failed to follow the original specification. In 1980, lan Bailey and Jan-katgkin

introduced a new reading test called the Ba#éywvie near reading card which cairied unrelated

words in a geometric progression of letter sizes, heralding the birth of the modern reading test.

There are now dozens of different reading tests in a wide variety of languages, all designed for
measuring reading performance of people witpaired vision (low vision). Some use unrelated

words or mixture of words and letters, others use meaningful text, from brief sentences to paragraphs.
One test uses a long story that takes 30 minutes to read and measures reading endurance. The benefits
of different types of reading tests how they are presented, scored, and evaluated is a complicated
issue. But most agree that there are at least two important parameters that describe reading with low
vision, maximum reading rate (reading speed under optiaing conditions) and critical character

size (smallest letter size that allows the reader to achieve their maximum rating rate. Reading tests are
widely used in clinical vision research. Reading performance has been studied in almost every eye
condition ranging from amblyopia to cataract, glaucoma, and especialseleged macular

degeneration (AMD). Reading tests have been used as primary outcome measures for studies of the
effectiveness of lowision aids and rehabilitation, and as secondary outsameinical trials dating

back to the macular photo coagulation study (MPS) in the 1980s.

A strong interest in lowision reading remains because obviously reading is important for

maintaining independence and quatlitiylife. This is reflected in datdat was collected by Professor

Gary Rubin and his team from an unpublished survey of 1000 consecutivisiow patients seen at

the John Hopkins Wilmer low vision clinic. Each new patient was asked what was the main reason for
coming to the low vision atic and more than 60% listed reading difficulty as their chief complaint
followed by driving which was identified as a chief complaint for just over 5% of those surveyed.

That survey was conducted over 20 years ago and the research team womdadkagfstill remains
a priority bearing in mind the rise of digital communication. Sajépth structured interviews were
conducted with the small group of AMD patients recruited from the Moorfields low vision clinic.
Researchers were surprised to fihdttreading difficulty remained a top priority for the interviewed
patients.
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So, what can be offered to today’s low vision patient who wants to improve their reading
ability?

Of course, simple hand and stand magnifiers are the mainstay-ofdimn readiig rehabilitation.

The optics have improved as has the illumination thanks to LEDs, but magnifiers have not changed
much in recent decades. However, the widespread availability of electronic low vision aids has
certainly changed the landscape, includingsapgat turn smart phones into a low vision reading
device, dedicated portable electronic vision enhancement systeranoeated video magnifiers and
computer software that can convert printed text to speech and vice versa.

There is also a surgical solutidor low vision patients with cataracts. In the normal procedure the
cloudy crystalline lens is replaced with a clear plastic lens that has minimal impact on the optics of the
eye. However, in this case the crystalline lens is replaced by a miniatsmpeamplanted directly

in the eye that works with the cornea to provide up to 3X magnification. Of course, there is the hope
that retinal implants (the chip in the eye) will one day have sufficient resolution to restore some
reading ability to patients lwo would otherwise be blind, but to date that has remained a dream for
future prosthetic retinal implants.

Recent research has identified several of the characteristics that limit reading performance in low

vision patients. These characteristics includer mmntrol of eye movements that guide the eye from

word to word during the normal reading processes, or hold the eye steady to enable accurate decoding

of the text. Another important factor is “crowdi
it is surrounded by other words. Crowding is especially important in patients with central vision loss

(such as AMDWwho must rely on peripheral vision for tasks such as reading. Crowding is known to

affect peripheral vision more than central vision.

All of these factors may improve with training. For example, Gary Rubin and his team know that
patients with newly diagnosed AMD can learn to use their peripheral vision in place of the non
functioning fovea, learn to make more efficient eye movements whemgestdiic text and that older
readers can expand their visual span with perceptual training. To date, clinical trials of these and other
rehabilitation strategies have had mixed resufte example, randomised controlled trials of

eccentric viewing traiimg do not seem to have an impact on the development of a peripheral location

to take the place of the fovea, while apevement training seems to work. However, most

importantly, there is a new interest in randomised controlled trials that provide thealilyye

evidence needed to secure funding for rehabilitation programs that work.

5.24 Prototype Smart homes for the visually impaired

Professor Barbara Pierscionek

Associate Dean of Research and Enterprise
School of Life Science and Education
Staffordshie University

Visual impairment affects around two million people in the UK and is higher in older age groups with
estimations of over 20% of the 75 year olds having difficulties with sight. Ageing is a prime risk
factor for sight loss and the populatiogeds increasing across the UK. As the number of older people
in the population increases there will be a concomitant rise in visual problems. This will lead to a
greater demand for solutions that will enable individuals with visual impairments to cotatilies
independently and engage fully and actively in employment. There is a need for early detection and
development of adaptive technologies to support needs that arise with age and that are related to
different forms of sight loss. The leading causkgisual impairment are those that are either

primarily ocular: ageelated macular degeneration (AMD), cataract, glaucoma or those that are
secondary to systemic or neural conditions: diabetic retinopathy andaghttwalmic disorders. In

all of these onditions some residual visual function remains. Given the right environment this should
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be optimised to improve the lives of the visually impaired leading to better employment prospects,
quality of life and economic benefit.

Legally there are measurespglace to ensure that those with visual impairment are assured of
accessibility to and usability of public spaces and services. Visual contrast is a requirement of

Building Regulations Part M, 2010, and the Equality Act 2010 renders environments, pesdlicts
services that exclude the visually impaired, an act of discrimination. This notwithstanding, there
remain a myriad of untapped opportunities to improve the environment for the visually impaired such
that the impairment is reduced and the visual funabptimised. In addition, the diversity of visual
impairments and the different functional losses that these produce need to be recognised so that
appropriate methods and technologies can be applied to each condition to maximise visual function. A
genericapproach to visual impairment will not be effective for any condition.

The advent of Smart Homes and Ambient Assisted Living Technologies are facilitating a number of
aspects of daily living for a wide range of people and are being advanced for the aidetpse

with disabilities yet comparatively little has been done for the visually impaired. Developing
prototype living environments that will maximise vision for a range of eye conditions will provide an
enhanced level of independence and improvedtguallife for individuals with visual impairments.

It is also essential to understand the importance of correct lighting in creating environments that
optimise contrast and object visibility whilst minimising glare.

The rationale underpinning this appob recognises that:

a) impairment is the combination of functional loss and environmental conditions and that the latter
can be dynamically adapted to ensure that function is optimised,;

b) visual impairments vary, depending on which part of the oculterayis affected and all sensory
functional losses need to be considered when designing intelligent environments such that each
requires specific and appropriate technologies to be effective.

The research question is, how best to develop and design peolieiyg environments that provide
the visually impaired with settings that maximise their visual capacity and give enhanced quality of
life.

Other research projects:

optics and biomechanics of the developing and ageing eye

design of intraoculamplant lenses

bioinformatics of lens proteins

ethicolegal aspects of Big Data for healthcare and medicine

advanced cell culture and technologies for growth and stimulation of ocular and neural cells
binocular vision and sports vision

nanotechnologies antkw drug modalities for cataract and glaucoma

=A =8 =4 =4 -4 -8 -4

5.25 An example of rehabilitation technology from abroad

Julian Jackson
Director
VisionBridge

A wearable assistive device has been developed for the visually impaired, which enables them to

sense theienvironment and move around more safely. The device, which is worn like a heart rate
monitor, has been clinically tested.
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VTT Technical Research Centre of Finland has developed a wearable assistive device for the visually
impaired, which enables them tase their environment and move around more safely. The device,
which is worn like a heart rate monitor, has been clinically tested.

iThe device functions on the basis of a radar sy
wearable sensor device whifilimctions based on radio waves so that the signal passes through
clothing. This means that it cansapsderodourufa di scr ee
Senior Scientist at VTT.

The radar conveys information to the user in the form of vibratiwrvoice feedback. It senses most
obstacles in the user’s surroundings, although d
branches and bushes.

The radar has already been clinically tested in device trials approved by the National Supervisory

Aut hority for Welfare and Health (Valvira), in w
Hospital and the Finnish Federation of the Visually Impaired (FFVI). The test group included a total

of 25 visually impaired people, of whom 14 were blind, 7 paytiljhted and 4 were dehfind.

Feedback shows that a clear majority of the testers felt that the radar improved their ability to perceive
their environment and increased their smlhfidence when moving around. Indeed, a total of 92% of

the trial usergelt that the device helped them to perceive their surroundings, 80% felt that their trust

in their ability to move around independently had increased and 32% would immediately start using
the test device in its current form.

On the other hand, they weretrsatisfied with distance control and vibratioased feedback, so of

course the research will continue with selected test users and the device will be further developed with
a view to penetrating the global market of which there are up to approx. 3i0d pédople with

visual impairment or blindness.
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6.0 Patients

Despite the extraordinary scientific breakthroughs that may deliver invaluable improvements to the
guality of patients’ l i ves, wehemselgescamplayintheor g et
development of a holistic, innovative and patient centred eyecare system. This point is not only
reflected in the following contributory texts but also in the outcomes delivered by the James Lind
Alliance (JLA) and theSight Lossand Vision Priority Setting Partnership which has brought patients,
relatives, carers and eye health professionals together to prioritise research activities.

Eye research must also continue to support patients in helping themselves, remaining abreast of
symptoms and the practical impact of sight loss as well as changing their behaviours so as to mitigate
the risks of avoidable sight loss. Improved counselling and stronger interaction with healthcare
professionals around the point of diagnosis for unawbédand avoidable sight loss, better

experiences for children in eye clinics and the greater knowledge gained by ophthalmic nurses in the
management of glaucoma patients are more examples of how eye research can support practical
solutions alongside sciéfit advances.

6.1 Digital Innovation at Moorfields

Peter Thomas PhD FRCOphth

Director of Digital Innovation and Consultant Paediatric Ophthalmologist,
Moorfields Eye Hospital

Researcher, NIHR Biomedical Research Facility at Moorfields.

Honorary Clinical Lecturer, UCL Institute of Ophthalmology.

Visiting Academic, Vision lab, Department of Psychology, University of Cambridge.

Ophthalmology services are under increasing pressure: there is a growing and aging population, and
more conditions are bergong treatable. Not enough ophthalmologists are being trained to allow all
these patients to be treated using traditional models. At Moorfields, we have a record of innovating
with service delivery, using virtual clinics and telemedicine to allow our gsaieals to help more
patients.

During the current Covid 9 lockdown, Moorfields has become one of the leading NHS providers of
video consultations with around 10,000 appointments provided in the first three months. The success
of these is driving the degi of new clinical pathways and accelerating the implementation of other
technologies that can collect clinical data remotedljgital symptom reporting and home acuity

testing, for example.

To embed these new approaches, we have created the DigitaHCliab, a unit focussed on rapid

assessment and deployment of new technologies. While some technologies are well established in

other fields (but new in ophthalmology), others arise from research and development activity. These

span the full spectrum, fno cutting edge Al work in analysis of facial features in adnexal disease, to
“lavech” approaches to home vision testing based
to the deployment of video consultations, the Digital/Clinical Lab has hfdsemcess in deploying

an Al-powered conversational assistant to speak to patients, and in supporting clinical services to

offer appbased tests of vision.

Over the next few years, we will be working towards digitally integrated care pathways, allowing

disease data to be received seamlessly from optometry and patients, and rapid (perhaps even
automated) care being delivered with fewer visits into hospital.
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6.2 Seeing Beyond the Eyes — Empowering Professionals to Support Patients with Sight
Loss

DanWilliams
Director
Visualise Training and Consultancy

Patients with Low Vision benefit from Optical Professionals Seeing Beyond the Eyes

Seeing Beyond the Eyes, an initiatieveloped by Visualise Training and Consultancy and funded
by Thomas Pocklington Trust, helps patients with low vision by connecting the optical and sight loss
sectors to increase awareness of, and referrals to, local and national sight loss suppsatiorgani

Since launch in May 2018, over 2,500 delegates have been trained and its impact report highlights a
huge increase in the number of optical professionals who will now refer patients to vital support
services-up from only 9% to an impressive 96%ey highlights also include the importance of

doing so at the point of suspected diagnosis to avoid stress and anxiety.

Seeing Beyond the Eyes is facilitated by Visualise founder Daniel Williams, who was named on the
Shaw Trust Disability Power 100 list 2018, together with dispensing opticians Peter Black and
Jayshree Vasani. Daniel has retinitis pigmentosa and developed the program in response to his own
experiences:

“1 was diagnosed aged 8 and one of tlhgof scari est
isolation and not knowing where to go for support. We saw countless optometrists, dispensing

opticians and ophthalmologists, but at no point were we signposted or referred to support services that
would have made our journey easier. The good newst optical professionals and their teams are

now able to help people to know they are not alone and there is a positive future with the right

knowl edge and support .’

Phil Ambler, Director of Evidence and Policy at TPT, is extremely pleased by thengreymicess of
the initiative:

“We are delighted to have funded the Seeing Beyo
awareness among eye health professionals of the issues faced by blind and partially sighted people

both in the clinic and beyal. Dan Williams and his team have done great work in bringing this
message to a wider audience.”

You can read the full outcome report

at: https://www.visualisgainingandconsultancy.com/resources/pbgectfindingsDownload your

free copy of the Seeing Beyond the Eyes resource pack

at: https://www.visualisetrainingandcsultancy.com/resoureggackhealthpros/For more

information on the project, please contact on email: daniel@visualisetrainingandconsultancy.co.uk
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6.3 Involving children, young people and their families in designing and running
research projects

Annegret DahimaniNoor

Dr med PhD FRCOphth FRCS(Ed) DipMedEd

Honorary Clinical Associate Professor

Consultant in paediatric ophthalmology and strabismus
Clinical trials lead in paediatric ophthalmology

NIHR Biomedical Research Centre at Moorfields Eye ltaksp
and UCL Institute of Ophthalmology

Involving patients and the public in all stages of a research project greatly enhances research and has
benefits for those involved. Patient and public involvement (PPI) in research includes setting priorities
for research, developing research protocols, contributing to funding applications, advising on
information material, enrolment strategies and data collection tools, contributing to monitoring of
research, data collection, analysis, reporting and disseminatimdioigs.

Young people and children from the age of 8 years are able to understand complex clinical and
research concepts, when these are presented-mppgepriate fashion.

Pioneered by children’s hospitalal andYaealhnd dPems &
Advisory Groups (YPAGSs) have been set up across England, linked under the umbrella of the
Generation R alliance. More recentl vy, a gl obal C

network (eYPAGnNet) have been formed. These groupg kogether children with chronic conditions

and those interested in science and research. Until recently, there has not been a specific group for eye
and vision conditions of childhood and adolescence. These differ from other conditions in that

childrenare typically otherwise healthythe commonest eye/vision conditions are refractive errors
(shortsightedness,longi ght edness, astigmatism), amblyopia (
misalignment), and inflammation of the eye surface (allergic eye disel@pharitis). However,

children can also have severe problems affecting the eyes and the visual pathways in the brain. These
may occur around the time of birth, or during development before birth. These conditions often result

in profound sight impairnmg and can be associated with other health issues.

In order to give children with eye conditions a voice in research, we have set up the first eye and
visionspecific YPAG, based at the NIHR BRC Moorfields Eye Hospital. This group, formed of 16
children anl young people between the age of 8 and 16 years, médimds a year in a community

venue near Moorfields. In line with the Generation R remit the aim of th& B is to support the

design and delivery of paediatric eyes and vision research. Ghilelren about eyes and vision, as

well as the research process, from working with researchers. We engage children and young people in
learning activities to learn about clinical trials, research ethics and approvals, medicines development
and licensing, t research process and associated skills needed to help them give informed input into
studies.

The eyeYPAG provides researchers with the ability to involve young advisors in their research, as
required by the National Institute of Health Research and @ihding bodies. This can involve

advice and feedback, or collaboration, on all stages of studies including trial design, the development
of recruitment and data collection material, trial conduct, and reporting and dissemination of findings,
from the pespective of children and young people. We encourage researchers to work with the group
on an ongoing basis. Please visit our webpage for ongoing informiatiprifgenerationr.org.uk/eye

ypag Footnote: The ey PAG is funded by Moorfields Eye Charity, the NIHR BRC Moorfields and

by an educational grant from Santen.
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6.4 The real impact of cataract on our society and health in general

Professor Roy Quinlan
Professor of Biomedical Sciences
Durham University

Our world is colour enhanced and our eyes and visual system has evolved to take full advantage.
Whether it is buying your favourite snack, of knowing whether to stop or go at traffic lights, vision is
key to such decisions. The eye lens charagewe get older so that our world of colour becomes
dimmed and its shapes become blurred even confused. Artists of past centuries, such as Turner and
Monet either suffered in silence or experienced the early endeavours in cataract surgery. Today,
350,000people every year experience cataract surgery in the UK. Cataract is still the major cause of
blindness in the world and yet there is now more hope than ever becaubaskddreatments are
appearing on the horizon. Pharma industry has not forgotteryéhkens and cataract, though charities
and governments have tended recently to shift their attention onto otheziatge eye diseases such

as AgeRelated Macular Degeneration and Diabetic Retinopathy. With an ageinggiziiénged
population, such eydiseases are really, really important as the reality sinks in regarding the need to
detect and deploy treatments as soon as possibid to develop better, more efficacious treatments.

Nevertheless, remember cataract remains essentially unsolvedt &\hilgical solution exists, it

does not replace old with new because lens replacement is less than perfect as evidenced by the choice
of either reading or distance glasses after surgery, a long wait between operations for each eye and a
small, but signitant, risk of serious complications. Coupled with the fact that cataffected

el ements of our population grew up with a
“connect widemeahs thai pressure groups to drive change thmacésufferers lack
volume in this noisy, patiefdriven, world of resource management.

put u

So why then do some pharma bother looking for a pharmaceutical solution? Is it just the economics
(approx. £0.35billion/year at £1000/operation in the UK alondy ivtbecause by understanding

cataract we find the keys to ageing processes and their diseases in general? It is the latter in my
opinion and hopefully eye charities and government alike will increase their support to this
enlightened view of cataraaiduced blindness to benefit medicine in general, but also to understand
and prevent cataract in the first place and the surgical solution becomes the last, rather than the first
resort.

6.5 Patient Power — it actually works!

Professor Philip I. Murray
Professor of Ophthalmology
Part of the Birmingham Behget Centre of Excellence

Behcgcet’”s Syndr ome ( al s—dD)ksa care chrenie, mBlisystene disbrderddi s e a s
unknown cause. It is typically characterised by recurrent mouth ulcers,| gieets, eye

inflammation (uveitis), joint pain and skin lesions. The cause of BD is unknown, although most

experts believe it is an autoflammatory condition, that is where the immune systdamh e body ' s
natural defence against infection and ilinessistakenly attacks healthy tissue. In cases of BD, it is

thought the immune system mistakenly attacks the blood vessels. It is not clear what triggers this

problem but BD tends to be much more common in certain ethnic groups where the geB&HisA

linked to the condition, such as Turkey, the Middle East and the Far East. In the UK, it is estimated

that there are about 1 in 100,00€hat is, about 1000 people with BD.

A relative lack in understanding of this disease, paucity of evidence and low previal¢ine UK has

created some real challenges for accurate diagnosis, prognosis and disease management. Other
problems around the delivery of care including inconsistent access to biologic treatment (Treatment to
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stimulate or restore the ability of the imnai(defense) system to fight infection and disedteses

the body’s natur al abilities that constitute the
protect the body from some of the side effects of treatment) and the long interval frogmiptis

to diagnosis (typically more than a decade) and a pathway to diagnosis involving consecutive

attendances with multiple specialists, often at different hospitals as part of the diagnostic journey,

acted as a catalyst for change and a desire amaagstipe nt s (patient support gr
— http://behcetsuk.odg Joint discussions have resulted in an innovative, holistic and pe¢ietied

approach to care delivery including the routine collection of outatatse supported by a system

wide approach to patient and practitioner education which has led to greater awareness and

understanding of diagnosis and treatment options. The service is also accountable to commissioners
through annual meetings.

Since 2012 tree national centres (Birmingham, Liverpool, London) have been runningsiame
solution approach to delivering clinics each week in which experts from Rheumatology,
Ophthalmology, Oral Medicine, Neurology, Dermatology, Gynaecology (or Genitourinangikkd

are all working together to focus on patients. Each centre also has a manager (typically-a highly
trained specialist nurse) who can{sereen referrals, caseanage patients and-aardinate care as
needed to a custom process, matching individasd needs with the specialists available. While the
service is commissioned for England, patients are also referred from other parts of the UK, Europe
and internationally, with alternative methods of funding.

The service also provides clinical psychologpsort, to address bipsychosocial factors and fatigue
and pain management. A support worker is also made available to access support networks for non
medical problems and to signpost patients to appropriate help, that has previously not been possible.

The website of the centrelst{p://www.behcets.nhs.ukdelineates the services and resources

available for patients and healthcare professionals, along with a national drugs pathway (based on best
available evidere) for guiding therapy. The support of the National Health Service commissioners

was vital in providing a ruthrough budget that was allocated to centres and crucially enabled

funding to promptly flow to local units (following a cliniciato-clinician discussion) for support of

delivery of biologic therapy.

In conclusion, this intense, coherent and radikkciplinary approach to rare or complex multisystem
diseases is still evolving but represents an ideal platform on which to build. It was developgt thro
strong collaboration between patient group and healthcare professionals to deliveqaaliigh
service, but also provides an important role in education and research. It seems teficieostfor
both patients and clinicians by facilitating idpecisionmaking supported by funding for higlost
drugs at the specialist centres where the expertise is based. Enabling funding to flow locally, is a
model with much relevance for other conditions and hospital design in general.

6.6 Fighting infection and changing behaviour

Professor John KG Dart
Consultant Ophthalmologist
Hon. Professor

University College London

Acanthamoeba keratitis (AK) is a rare corneal infectious disease caused by the pathogbviiegree
protozoan Acanthamoeba spp. Incidentthe infection is low (1 in 100,000 in the EU), but has life
changing consequences, due to the prolonged and painful infection, with half the patients requiring
more than 6 months treatment, and severe loss of vision or blindness in 25%. In countees wher
contact lenses are commonly worn, lens use accounts for over 85% of cases. AK also occurs after
corneal trauma, particularly in rural environments. AK is on the rise in developing economies and
there is no approved drug to treat this disease.
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There wadittle really effective treatment and what treatment there was did not help all patients. As a
result,patients needed therapeutic corneal transplant surgery with poor outcomes and high morbidity.

So, Professor John Dart and his team at Moorfieldhegpital have applied epidemiological,
laboratory and clinical researchitentify avoidable risk factors, develdyetter techniques for
diagnosis, and introdu@nd develo class of disinfectan{the biguanidesas topical drugs for
treatment.

This wak hasimproved the prevention, diagnosis and treatment ofIA#eed, guidelines for the
prevention of AK now feature in correspondence and on websites of organisations associated with
disease control and recommended use of contact lenses, highligbkifactors such asvimming,
extendedwvear contact lenses, and hygiene related to contact lens cases.

The level of awareness of AK amongst Public and practitioners has been substantially raised due to a
range of media articles, health campaigns and inéistadopted by Moorfields Eye Hospital and the
changes in packaging.

Also, newly improved contact lens cases and cleaning solutions have appeared on the market as a
direct result of John Dart’s researiiebhasedhat point
solutions in preventing AK.

6.7 Understanding the complex health needs of the ageing population

Dr Denize Atan

SOCS Lead for Women in Science
Consultant Senior Lecturer in Ophthalmology
School of Clinical Sciences

University of Bristol

Many comma eye problems begin in the ageing population. The most common causes of blindness
in adults of the UK in fact, are agelated macular degeneration (AMD) and glaucoma, which may
both be considered to be agdated degenerative diseases. In additionyaetaare an inevitable
consequence of ageing. Compounded with the increasing prevalence of cognitive problems and
physical disabilities in the ageing, the holistic management of elderly patients needs to take these
factors into account.

A new collaboratio between Dr Denize Atan and academics interested in dementia, urinary tract
problems, neuropsychiatry and renal medicine called ARCADIA (Alliance for Research into Complex
and Chronic Disorders of Ageing) is investigating how these factors interactimgstiie problem of
incontinence. For example, bladder problems and nocturia (waking at night to urinate) are common in
the ageing population and cognitive problems, visual disturbance and physical mobility problems
compound each other leading to incontioe. The management of this problem will depend on
addressing all of these issues.

The ARCADIA group has recently been successful in obtaining funding from the David Telling Trust
to investigate the impact of kidney dialysis (a process of diffusing blom$sa semipermeable
membrane to remove substances that a normal kidney would eliminate, including waste products,
poisons and drugs) on cognitive and visual function.

Two camps of thought exist about the benefits and risks of dialyls&t the cognitie side effects of
uraemia (the metabolic disturbances caused by renal failure) will be alleviated by dialysis so that
cognitive function should improve during treatment vs the hypothesis that the large fluid shifts that
occur during dialysis will actualliead to impaired cognitive performance. The retinal changes in
patients with diabetes often get worse during dialysis which supports the latter hypothesis.
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This project will investigate the impact of dialysis on visual and cognitive function and will use
advances in retinal imaging to look at fluid shifts in the retinal vasculatareextension of the
cerebral circulation. The outcomes of this research may well influence current guidelines on the
recommended amount and frequency of haemodialysis.

6.8 Educating patients about glaucoma and increasing the chances of detection and
early treatment with a new app

Professor David Crabb
Professor of Statistics and Vision Research
City University London

With an estimated over half a million people in the UK livimith the condition of whom approx.

50% are undiagnosedand affecting around 66 million people worldwidglaucoma describes a

group of eye conditions that result in progressive damage to the optic nerve which connects the retina
to the brain, causing pple to gradually lose vision.

What makes glaucoma dangerous, however, is that this early vision loss can go undetected and as
glaucoma worsens, these compensatory perceptive mechanisms unravel leading to noticeable sight
loss, visual impairment and some cases blindness. The condition is irreversible.

Against this background, researchers from City University London have developed a highly engaging
new app, supported by Allergan Pharmaceuticals to educate people who have been newly diagnosed
with glaumma about the condition. What makes this app different is that this is glaucoma education in
a simple, visual, jargofree, easy to use format, which makes it more engaging and helps people
better understand the potential impact of the condition. Thedagmned for use on tablet devices

covers topics such as why eye pressure is important as well as the correct use of eyedrops.

This app is one part of the ' Glaucoma -Hthe Per spec
second app, for Healthcare Prafiemals aims to facilitate and engage discussion and education of
patients with the condition.

One of the main features of both apps is a series of interactive demonstrations that highlight the subtle
sight loss that can occur with glaucoma, especialtiierearly stages of the disease. The app

technology allows the user to experience the impact of glaucoma on everyday situations such as
driving, cooking, walking down the stairs or shopping. Users are also provided witkdage

information about theirandition and the treatments available via a series of novel animations.

Professor Crabb and his team in collaboration with Dr Nicholas Smith, based the interactive app on
findings from their research into patient’s perc

Professor Crabb saidi | f you have gl aucoma, or someone you Kk
developed for you. By working in partnership with Allergan we hope we can help raise awareness of
glaucoma and explain why people invariably have no symptothe arly stages of the disease. We

have deliberately kept the app simple to use and easy to understand. We also hope the app will help
clinicians better explain the benefits of adher:i

The app is available free of charge on iTuaed ale available free of charge on Google Android.
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6.9 Combining treatment and counselling to improve patient outcomes

Julian Jackson
Director
VisionBridge

New research from Manchester Royal Eye Hospital has concluded that despite the extraordinary
scientificachievements in diagnosing and treating serious eye diseases such asrelatedje
macular degeneration (WAMD), which have revolutionised our ability to reversehifeging vision
loss, high levels of anxiety and depression persist in patients. dtesrall health care professionals
must ensure that patients can reap the full benefits of this cettigg science.

Manchester based researchers say that the study findings demonstrate the value of human interaction
between clinician and patient in ofiieg reassurance around the efficacy and safety associated with
anttVEGF i njections and highlights how factors suc
relationships with healthcare professionals may help alleviate anxiety around receivitigngsjec

Patients may benefit from additional assurances from clinical staff regarding success rates in halting
disease progression with alEGF therapy, how it can reduce the risk of becoming blind in the

future and the low likelihood of serious probleatzurring following the injections.

These research findings also point to the importance of considering specialised counselling for certain
WAMD patients— indeed, literature has shown that tailored psychological and psychosocial
interventions can be efféige to reduce anxiety and depression in wWAMD patients and contribute to
their adjustment to illness and medical treatments. Although levels of depression reduce once anti
VEGF therapy is established, doctors should be vigilant to such symptoms anatinatiapto

impair quality-of-life. It is believed that the use of standardised tools to screen wAMD patients for
symptoms of anxiety and depression in the macular treatment unit could better help identify patients
at risk. Further research and controltadls will be needed to better understand anxiety and

depression in WAMD patients and develop new intervention tools at patient and clinical level to
reduce symptoms and improve quatlitfylife.

This study was supported by the National Institute for Hedaésearch (NIHR). It was also funded by
a grant from Bayer, in order to support the ophthalmology community in transforming care and
supporting people living with retinal conditions.

6.10 Technology combined with rehabilitation can improve quality of life for patients

Mr Felipe DhawahirScala

Consultant Ophthalmologist and Vitreoretinal Surgeon
Director of the Acute Ophthalmic Services
Manchester Royal Eye Hospital

The CentraSight™ Treatment Programme aiwths to res
bilateral end stage agelated macular degeneration who have significant bilateral visual impairment

(visual acuity between 6/24 and 6/240 in each eye) by implanting the Implantable Miniature
Telescope™ (I MT) in one eye.

This miniature telescope prioles 2.7x magnification and a field of view of 20°. It works on the
principal of a Galilean telescope and contains no electronics. It is implanted into theséeitgreye
after removal of the lens, taking up the position of the lens. The implant enthegienage and
projects it onto healthier areas of the retina outside of the macula (see figure below).
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Patients must undergo around 6 rehabilitation sessions post operatively to learn to adapt to the new
visual status this creates: using the implantedifey detailed tasks such as watching TV, recognising
faces or reading and the nonplanted eye for navigation and depth perception. Participation in the
rehabilitation process is vital to achieve full benefit from the programme. In suitable patients, the
CentraSight programme has been shown to improve visual acuity and quality of life (Hudson, Lane et
al. 2006, Hudson, Stulting et al. 2008).

Diagrammatic representation of effect of IMT

Patients are screened to assess their suitability fardggamme. An external telescope simulator is
used to simulate the magnification and field of view produced by the implant and the experience of
having a magnified view in 1 eye and a froagnified view in the other. This establishes whether a
patient willexperience an improvement in visual acuity with implantation and demonstrates the trade
off between a 30° reduction in the field of view on the side of implant (i.e. if implant in the right eye,
the reduction is on the right side) whilst improving thaugisacuity in the implant eye. Not only must
patients appreciate a subjective improvement with the simulator, they must also accept tbi$; trade
therefore, the CentraSight Programme may not be a solution for all patients with AMD.

The safety and effeestness of the CentraSight Programme has been studied in a prospective,
multicentre clinical trial (Hudson, Lane et al. 2006, Hudson, Stulting et al. 2008). 206 patients who
have not had previous cataract surgery were implanted and followed up for Dggarom a 5

year extension study has now also been published (Boyer, Freud et al. 2015). A mean gain of 3 lines
of ETDRS visual acuity was present both 1 and 2 years after implantation. At 5 years mean
improvement was 2.5 lines.

Improved visual acuity waassociated with a clinically significant improvement in quality of life
assessed by the National Eye Institute Visual Function Questionnaire. These benefits are expected to
translate into significant improvements in mental health; (Hudson, Lane e0@); 2@gnificantly

fewer falls than would be expected in a similar aged population (Hudson, Stulting et al. 2008) and
patients being better able to care for themselves and others, and to perform activities of daily living
(Stevenson, Hart et al. 2004, Hods Stulting et al. 2008).

Mr Felipe Dhawahir Scala implanted the first NHS funded patient at Manchester Royal Eye Hospital.
It is hoped that the CentraSight Programme will be more widely available on the NHS in the future.

A further study is planned toxamine the safety and effectiveness of the CentraSight programme in

patients who previously had cataract surgery. This will take place over 3 sites in the USA, recruiting

50 patients initially, with an e tiswihopanamthist o 75 i
technology to patients with end stage dry AMD and previous cataract surgery.
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7.0 Effectiveness and Cost-Effectiveness
Research

All those active in eye research work to improve the quality of life and vision of people with eye
diseases and this includes developing a better understanding of the mechanisms of eye diseases,
resulting in possible new treatments.

However, there is a long process ahead before new treatments are confirmed as truly effective and
safe, and particular smitists are designing and conducting clinical trials of new technologies to
determine if such developments are safe and can improve visual outcomes, and indeed how they can
best be adopted by the health services.

7.1 IAPB - Leading international efforts in blindness prevention strategies

Philip Hoare
International Agency for the Prevention of Blindness (IAPB) UK
IAPB STANDARD LISThttp://iapb.standardlist.org

The International Agencyof the Prevention of Blindness (IAPB) is the peak body for the global eye
care sector. We have over 150 members worldwide drawn from NGOs and civil society, corporate
organisations, professional bodies and research and eye care institutions.

We were founde in 1975 to lead international efforts in blindness prevention activities. We work
towards a world where no one is needlessly visually impaired, in which everyone has access to the
best possible standard of eye health, and eye care is a core part efélriealth Coverage.

We work alongside the World Health Organisation (WHO) in prevention of blindness, and promoting
the WHO newly published World Report on Vision, which we are launching in a number of countries
during 2020. Also, working alongside WH@® their Global Cooperation on Assistive Technology
(GATE) Initiative.

Our priorities are:

71 Advocacy: We advocate for eye health globally, so it receives the attention and resources
needed to achieve universal access to eye care;

1 Partnerships: We build catdns and partnerships to mobilise action and generate change at a
global and local level; and

1 Knowledge: We provide authoritative data and information on eye health enabling the sharing
of knowledge and experience to promote the development of googl paticpractice.

1 1APB Standard List / Valued Supplier Schehtps://www.iapb.org

The IAPB Standard List / Valued Suppliers Scheme, provides specialists products and services that
save eye and ear heafitofessionals time and money. Our Valued Suppliers offer exceptional value
and outstanding quality.

The | APB Standard List [/ Valued Suppliers Scheme

from Low and Middle Income Countries (LMIC) to make infeed procurement decisions from
| APB's Valued Suppliers.
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We are continually looking for new innovative, appropriate and low cost technologies, and in this case
assistive devices for Visually and Hearing Impaired.

Herewith a couple of examples of innovati&nd lowcost technologies,

1 A low-cost ophthalmoscope that also doubles up as an otoscope for less than GBP10.00 called the
ARCLIGHT. This clever device has rocked the market by its ingenious design that is small
enough to put in your pocket, has LEEzhnology and can be charged up by a fwittolar
panel.

1 Smart Eye Camera (SEC) is a smartphone attachment that can record and evaluate
ophthalmological images and video to assist with diagnosis. The device is manufactured in Japan
by a young start upoznpany called OUI INC and is approved by the very stringent Japanese
authorities and regulations.

Key benefits folEye and Ear Health Professionals and their respective Partners:

Vigorous evaluation of suppliers

Provides specialists products and servaggsopriate for LMIC

Regularly updated to ensure products are relevant ata dgte

New innovative, affordable products and devices regularly reviewed and uploaded

Ideal for budgeting, comparison evaluation and procurement

Interesting blogs and case seslfrom our Valued Suppliers

Social Media- new stories and details of new products and Valued Suppliers posted on the IAPB
Standard List News Letter, Twitter and LinkedIn.

=A =4 =4 -8 -8 a4

The IAPB Standard List had over 85,000 unique visitors in 2019Yahed Suppliers can
showcase their value and impact to a sector that spends over $200m annually on procurement of
equipment, pharmaceuticals, consumable products and optical suppliers.

Key benefits foalued Suppliers

Reach a potential audience across the sectoresf480,000 health care workers

Position your organisation as a Valued Supplier to the sector

Brand association with the global peak body for eye health

Expose your brand to the entire IAPB membership and their respective partners

Leverage the credibilityfaf or ded by | A B&tomsl natwoiksgwittethe World | t |
Health Organisation, NGOs and global professional partners.

=A =4 =4 -4 =9

For new suppliers there is a Valued Supplier selection procedure. More information about this can be
found by downloading the ValdeSupplier Brochure or contacting Phil Hoare for further information.

RegistetHERE for our News Letter.
Follow the Standard List / Valued Supplier BWITTER

Follow Phil Hoare or.INKEDIN
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7.2 Investigation of mechanisms of disease and novel therapeutic targets, assessment of
diagnostic technologies and clinical and cost-effectiveness of treatments and models of
care for eye diseases

Noemi Lois, MD, PhD, FRCS(Ed), FRCOphth.

Professor of Ophthal mology, Queends University,
Honorary Consultant Ophthalmic Vitreoretinal Surgeon, Belfast Health and Social Care Trust,
Belfast, NI.

https://pure.qub.ac.uk/en/persons/nodors

DIAMONDS - DIAbetic Macular Oedema and Diode Subthreshold micropulse laser

1 Funded by the National Institute for Health Research (NIHR), Health Tedynaksessment
programme (HTA), UK (£1,086,491) (Chief investigator: Prof Noemi Lois)

1 Pragmatic, multicentre (n=16 sites across the UK), allocation concealed, prospective, double
masked randomised controlled trial

1 Aim: To determine clinical and casffectiveness of diode subthreshold micropulse
laser, when compared with the standard thereshold laser, for the treatment of people with
diabetes and milder forms of diabetic macular oedema (DMO) (i.e. people with DMO of <400
K in central retinal thickness (CR&¥ determined by spectral domain optical coherence
tomography (SBOCT)).

1 Outcomes: Primary outcomeéMean change in besbrrected distance visual acuity (BCVA)
in the study eye from baseline to month 24. Secondary outcomes (all determined at month
24): Bnocular BCVA ; CRT; mean deviation of the Humphrey2l@nd outcomes from the
Esterman visual field; proportion of people meeting driving standard<$5EgL, NEI
VFQ25 and VisQoL scores; incremental cost per qualitiysted life year (QALY) gained;
sideeffects; number of laser treatments received; use of additional treatments (other than
laser).

1 The trial was powered not only on the primary outcome (BCVA) but also on important
secondary outcomes (CRT, patient reported outcom28p patients requiredpunting with
a 15% dropout rate by month 24.

f Progress to date: recruitment completed to target (i.e. n= 266 patients) with 239 (90%)
followed for 12 months and ongoing follewp taking place currently (last patient/last follow
up appointment scheduled fitre end of November 2020).

EMERALD - Effectiveness of Multimodal imaging for the Evaluation of Retinal oedema And
new vesseLs in Diabetic Retinopathy

71 Funded by the National Institute for Health Research (NIHR), Health Technology Assessment
programme (HTA)UK (£807,895.53) (Chief investigator: Prof Noemi Lois)

1 Prospective, multicentric (n=13 across UK), ecesferent, crossectional, diagnostic
accuracy study.

1 Aim: To evaluate diagnostic accuracy, ceffectiveness and acceptability of a
new alternative approach for the surveillance of patients with previously treated
and inactive DMO and PDR involving multimodal imaging and review of patients by trained,
experienced, ophthalmic photographers/imaging technicians/graders, when comgated wi
current standard of care pathway which entails patients being reviewed by ophthalmologists
in clinic.

1 The sample size was determined on the basis of setting a target of the number of people with
reactivated (active) DMO and PDR required to enahteiieity to be tested against a pre
specified target level of 80%&tudy recruited to target with 397 participants recruited, 272
eligible with DMO and 281 eligible with PDR.
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1 Primary outcome: sensitivity of the new pathway. Secondary outcomes: spgcificit
agreement between pathways; costs; acceptability; proportions requiring subsequent
ophthalmologist assessment, unable to undergo imaging, with inadequate
images/indeterminate findings.

1 The study has been completed successflllye HTA monograph is ctently In Press.The
main manuscript summarising the results of the study as been submitted for publication.

RECOGNISED: Retinal and cognitive dysfunction in type 2 diabetes: unraveling the common
pathways and identification of patients at risk of dementia

f Funded by the European Uni on ( Hogcodrdinatorof2 02 0) (
the Consortium)

1 A total of 21 partners from nine different countries, including academic institutions, small and
medium enterprises (SMESs), the European infrastredar translational medicine (EATRIS)
and patient organisations, with complementary knowledge and expertise.

f  Aim: To study the biological mechanisms that cause structural and functional alterations in
the retina and brain in people with T2ZRECOGNISED will determine whether events taking
place in the retina as a result of the disease also occur in the brain during the development of
cognitive impairment and dementia.

1T Experimental studies in model s byfwillBel zhei mer '
undertaken.

1 Cross sectional (n=720) and longitudinal (n=168 individuals with mild cognitive impairment
and n=63 without it, which will serve as controls) observational clinical studies in people with
type 2 diabetes (T2D) will be undertaken.

1 Outcomes of the clinical studies in RECOGNISED will be: Primary outcoBiagnostic and
prognostic ability of microperimetry to detect cognitive impairment in people with T2D and
to predict its occurrence and decline over time. Secondary outcddiggnostc and
prognostic ability of the following tests to detect cognitive impairment and to predict its
occurrence and decline over time: Retinal neurodysfunction/ neurodegeneration assessed by
gaze fixation (microperimetry), fufield photopic electriretinogra (ERG) and Spectral
Domain Optical Coherence Tomography (8ICT); Vascular abnormalities assessed by
Optical Coherence Tomography Angiography (G&)T and Ultrawide field Fundus
Fluorescein Angiography (FFA); Brain imaging assessed by Magnetic Reséomaggeg
(MRI) and 18 Fluore?-deoxyglucosdPositron Emission Tomography (EDG PET);
Circulating biomarkers; Other tests: Geriatric Depression Scale (TEREQ5D-5L
guestionnaire, Gait Speed Testnf}, 25item National Eye Institute Visual Functioning
Questionnaire (NEVFQ-25), Diabetes Specific Dementia Risk Score (DSDRS); Self
Administered Gerocognitive Examination (SAGE), Michigan Neuropathy Screening
Instrument (MNSI).

. The RECOGNISED project started in Januaf2@20 and it is a 4 year programiwfevork.

7.3 Evaluating the effectiveness of new technologies and treatments

Professor Augusto AzuaiBlanco

Clinical Professor

School of Medicine, Dentistry and Biomedical Sciences
Institute for HealthServices

Centre for Public Health

Queends University, Bel fast

All those active in eye research share a common goal of improving the quality of life and vision of
people with eye diseases. Indeed, some researchers are focused on trying to better uthgerstand
mechanisms of eye diseases, which will bring forward the possibility of new treatments.
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However, although these developments offer exciting possibilities, there is still a long process ahead
before new treatments are confirmed as truly effective aied\84th this in mind, Professor Augusto

AzuaraBl anco and his team at Que eandcenduttingchneal si ty Bel
trials of new technologies to determine if such developments are safe and can improve visual

outcomes and indeed howethcan best be adopted by the health services. For example, they are

leading an Etfunded clinical trial that will test a laser prototype for opagle glaucoma (OAG

the most common type) that is fully automated where the clinician simply pressesreamathe

equipment will recognise the location and deliver the laser treatment within 1 second.

Another example is the large international EAGLE trial in 2016 which reported thateasar

extraction surgery, similar to cataract surgeryréating Primary Open Angle Glaucoma (POAG

which is more severe than OAG and is responsible for 2 out of 10 glaucomas in the UK) is superior to
current treatment (with laser iridotomy to open the drainage pathways of the eyes) in terms of clinical
outcomesquality of life and value for money. Augudtancoand his team believe that the change in
clinical practice will result in reduction of glaucoma blindness worldwide particularly in developing
countries.

Professor Augusto AzuaiBlancois leading a muitcentre trial funded by NIHR called CHAMBK
evaluating low dose atropine eye drops for children with myopia (shortsightedness). Myopia is
becoming more common and more severe worldwide, and those with high myopia have an increasing
risk of visual loss leer in life. The efficacy of low dose atropine eye drops has been studied in East
Asia but we do not have evidence in UK or Europdanved populations.

Professor Augusto AzuaiBlancois alsointerested in evaluating new diagnostic technologies.
Accuratediagnostic tests can greatly help clinicians to timely detect eye diseases and start treatment
early, and confirm that those without the disease do not need treatment. The rapid technological
progress and the complexities involved in evaluating diagniestisivere effectively outlined in a

2016 UK based diagnostic study (GAFEunded by NIHR) evaluating the imaging technology in the
diagnosis of glaucoma and the ability to reduce the workload of ophthalmologists and improve
accuracy.

7.4 Professor Sobha Sivaprasad receives the Nettleship Award

Professor Sobha Sivaprasad
DM, FRCOphth, FRCS
University College London
Consultant

Moorfields Eye Hospital

The Nettleship Medal is a prestigious award given by the Royal College of Ophthalmologists for the
best piee of original work by a British ophthalmologist published in any journal during the last three
years. Professor Sobha Sivaprasad received this award in May 2019 at the Annual Meeting of the
Royal College of Ophthalmologists for her work on AfEiGF agerd as a treatment option for
proliferative diabetic retinopathy (PDR) that was published in The Lancet in 2017. This research
paper was also a runnep of the BMJ award for UK Best Research Paper of the Year in 2018.

In the CLARITY trial, Professor Sivapsad and team conducted a randomised controlled trial on 232
patients across 22 NHS Trusts in the UK to compare intravitreal aflibercept, ME&Hi agent, as

an alternative treatment to PRP. The hypothesis is by blocking VEGF, we can treat retinadgedss ve
without destroying the retina. The trial showed for the first time thal\dE@BF therapy is superior to
PRP in the management of PDR. A median of 4 injections stabilised visual acuity and reduced the
complications of PDR such as vitreous haemorrhbigavever, the study was limited to a year of
follow-up. New trials on artVEGF have since showed that this treatment may indeed be efficient in
the stage of severe namoliferation diabetic retinopathy in preventing retinal neovascularisation and

129



‘EYE RESEARCH - AN EQUAL PARTNER’ 2020

diabetc macular oedema. The asMEGF only affects the clinically visible vascular lesions but not
the nonperfusion. So the patients would need to be followed up regularly in approximately 4 monthly
intervals to watch for disease progression.

7.5 Eyes and vision research with children

Annegret DahlmamNoor

Dr Med PhD FRCOphth FRCS(Ed) DipMedEd

Honorary Clinical Associate Professor

Consultant in paediatric ophthalmology and strabismus
Clinical trials lead in paediatric ophthalmology

NIHR Biomedical Research Cea

at Moorfields Eye Hospital and UCL Institute of Ophthalmology

Optical coherence tomography shows narrowing of aqueous outflow pathways after cataract
surgery in early childhood

In the UK, around 240 children are born each year with cataract, clougtgliéng lenses. In two

thirds of cases, both eyes are affected. Untreated, bilateral cataract lead to severe sight impairment

and blindness. Worldwide, 240,000 children are born with bilateral cataracts every year. Different

from cataract surgery in altis, removal of the cloudy lens in infants and young children is often

associated with lonterm complications: up to a third develop glaucoma (high pressure in the eye) in

the first five years after cataract surgery, and a further 5% in each subsegueAffigeted eyes

often do not devel op nor mal vision, but remain a
WHO. The mechanism leading to glaucoma is not clear, although changes in the drainage pathway for

fluid from the inside of the eye are ligao be involved. These changes could be triggered by

inflammation or scarring after surgery.

At the NIHR Moorfields Biomedical Research Centre, we have carried out a study with healthy
children and with children who had cataract surgery in early chittiressessing their eye drainage
pathway on higiresolution optical coherence tomography scans (OCT). We were particularly

interested in dynamic changes in the outflow channel (Schlemm canal) in responsef@cussing
(accommodation), both in healthyesyand in those that had undergone surgery, as scarring affects
tissue flexibility. We found that in healthy eyes, Schlemm canal increases in diameter during
accommodation, which may contribute to the | ower
had undergone cataract surgery, Schlemm canal was smaller than in healthy eyes, and it did not
enlarge during accommodative effort. This might mean that increasing the size of Schlemm canal, by
using eyedrops or by surgical procedures, could reducésthefrglaucoma in children after cataract
surgery. However, we do not know yet whether the change in the size of Schlemm canal is the cause
of the pressure problem, or only an association. To answer that question, further research is needed to
study changs after cataract surgery in individual children over time.

Footnote This project was funded by the Wates Foundation and Fight for Sight and supported by
Moorfields Eye Charity.

Infrared meibography and automated redness index quantify acute inflammation and
demonstrate Meibomian gland changes in children with blepharokeratoconjunctivitis

Blepharokeratoconjunctivitis (BKC) is a common inflammatory condition of the ocular surface and
eyelids in children. The diagnosis is clinical and based on changesmaffinet lid margins,

Meibomian glands, conjunctiva and cornea. The inflammation causes symptoms such as watering,
itching, foreign body sensation, pain and sensitivity to light (photophobia). Severe inflammation can
lead to corneal vascularisation and sog;, with permanent loss of vision. Prolonged or frequent use
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of steroid eye drops to control the inflammation can, in some children, lead to high pressure
(glaucoma) or clouding of the crystalline lens (cataract).

New topical and systemic medications being developed and are entering clinical trials.

Conventionally, trials use clinical grading scales to assess the severity of the inflammation. Observers

at different sites compare the appearancse of the
approach is limited, because it cannot avoid a degree of variability in the assessments, and because it
does not include an assessment of the Meibomian glands, which are a key component of BKC.

A new camera, the Oculus Keratograph, provides an automgetduhg of the redness of the eye, and
visualises the Meibomian glands via infrared imaging. A study at the NIHR Moorfields Biomedical
Research Centre recently demonstrated that this camera can be used in children as young as 6 years,
and that the rednessdex correlates well with grading by experience clinicians. In addition, we

showed that in children with BKC, there is significant doyt of Meibomian glands, probably as a

result of chronic inflammation. This study provided novel outcome measuresefar future clinical

trials of new medications for children.

Footnote This study was funded by Moorfields Eye Charity.
Balancing visual input: new treatment approach for amblyopia (“lazy eye”)

Amblyopia is the commonest vision deficitéhildren, affecting 24% - about one child in every

classroom in the UK. Treatment consists in glasses if required, and then either occlusion of the better
seeing eye with patches for several hours every day, or blurring of thedestieg eye with atrape

drops. Neither option is popular with children or parents, and outcomes are often unsatisfactory. New
treatments involve-8limensional (3D) movies or computer games, which degrade the image shown to
the betterseeing eye in order to balance visual injpom both eyes to the brain. By stimulating

binocular visual processing, these new treatments may not only improve visual acuity, but also
stereovision (3D vision), and reduce the risk of regression (vision deteriorating again) when treatment
is stopped.

After initial case series of binocular treatments in children had shown promising results, the first
randomised clinical trials have been carried out internationally, with somewhat mixed results. In
young children, i.e. in whom patching or blurring iseetive, the new treatments might be as
effective, but further trials with more chifdendly approaches are needed.

Prof. Steve Dakin, now Head of Optometry at the University of Auckland, has developed a 3D movie
treatment for children with amblyopia. Berent from other approaches, his team developed the
content of the treatment programme with input and ongoing feedback from children. As a result,
children can now choose which movies they wish to watch during their treatment sessions. The
treatment canlgo be delivered at home, harnessing technology to present different images to the two
eyes which has now entered the mass market. Following successful use in 22 children, the NIHR
Moorfields Biomedical Research Centre is now setting up a pilot trialofrdatment in children age

3-8 years.

FootnoteReference to Profess&teve Dakin. The upcoming pilot trial is funded by Action for
Medical Research for children, and supported by the NIHR Biomedical Research Centre Moorfields.

Children Reading with Electronic Assistance to Educate — the CREATE pilot trial of table
computers versus standard low vision devices

For children and young people with low vision, it is not easy to keep up with their reightdd

peers at best of times. The classroom andscto learning materials pose particular challenges.
Seeing the whiteboard or blackboard may require a monocular telescope. Reading text in books may
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require a magnifier. Electronic aids which can magnify both at near and at distance range, such as
closedcircuit television systems, are cumbersome, take time to set up, and how do you lug them
around from classroom to classroom?

One problem that all current optical and electronic-lasion-aids (LVA) have in common is that

they make the child/young persstand out. And one thing that teenagers in particular loathe is to
attract attention. It is not uncommon for young people not to use their LVA, simply because they do
not wish to stand out.

Over the past few years, electronic devices such as mobile péuathésblet computers have become

more affordable and more accessible. Children in particular seem to access many functions intuitively.
They use their devices to magnify text and to take pictures of what they wish to see, and enlarge them
on the display. Aditional capabilities include working on homework documents, spreadsheets and
presentations and teraail them to teachers. Lastly, access to the internet can be used to directly
access information, often in a format enhanced by ainftomation.

On thisbackground, a team of clinicians and teachers for-$igpaired students at the National

Institute of Health Research Biomedical Research Centre at Moorfields Eye Hospital, the Meera and
LB Deshpande Centre for Sight Enhancement at the LV Prasad Eyetdnist Hyderabad (India),

and at the Sensory and Communication support team based at the Child Development Centre in
Bedford (UK) wondered whether tablet computers would stand the test of a rigorous scientific trial,
comparing the impact of iPads and eentional LVA on learning and access to information. We

carried out a pilot trial to gather information about accessibility and usage of tablet computers by
children at school.

Children and young people had no problems accessing the different featinesatfiét computers,

and used them to their full advantage, both in the classroom and outside. Students in India described
how difficult it was to decipher writing on the blackboard through a telescope and copying notes into
their books at the same time&ydahow taking a picture of the blackboard made the task so much

easier. Students used their initiative to enable them to access the curriculum, such as recording a
lesson as a video clip, to review at home later. Some used it to enrich their learniohg thigtsi

classroom, such as by discovering cooking recipes. Some children in the UK had the additional
advantage of being able to connect their devices
were able to seamlessly exchange documents with tsa@wmmne schools were so impressed by the
advantages of tablet computers that they decided to provide a device to all thempajrad

students.

Overall, the pilot trial was a huge success. Students, parents and teachers praised the increase in
indepenént access to information.

FootnoteThis work was funded by the British Council for the Prevention of Blindness, and supported
by Apple Inc who provided tablet computers for the site in India.
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8.0 Conclusion

Our visual system contributes by far teatest sensory input in our daily lives. In some surveys, the
impact on quality of life due to the loss of vision has been equated to disseminated cancer, intractable
pain and stroke. This Report appears at a time when many causes of blindness aregncrea

worldwide due to ageing populations (affecting every person living a normal lifespan) leading to a
huge unmet need. This has very significant implications for society in the decades to come.

From the eye resear ch c¢ onumiestdmake assignficantuditferenocé v i e w,
to people’s |Iives have never been greater. This
biological sciences, engineering and computing to prevent and cure the causes of vision loss. It has

never beae more important to foster multiisciplinary and collaborative working between researchers

and clinicians.

However, the realisation of human benefits from exciting laboratory work requires time and, above

all, funds. Real hope is given to the visualtyiired, blind and those not yet affected by sight loss by

the continuing incremental progress driven by the expertise and commitment of academic researchers,
clinician scientists and clinicians. They strive for positive clinical outcomes, supportedubyrom

patients.

In the face of exponential growth in patient demand driven by an ageing population worldwide, eye
research remains in an ideal position to support Ophthalmology as a specialty in changing and
modernising the delivery of care.

However, t requires effective logistics and patient flow management, as well as the adoption of
initiatives to reduce pressure in the secondary care sector, to ensure that all intended consequences
from eye research are optimised. Ophthalmology is a¥Widime speialty, accounting for more than

8% of all outpatients and 7% of all surgical activity. The combination of the increasing prevalence of
ophthalmic disease in an ageing population, the availability of new treatment and management
guidelines, has increasedrdand for ophthalmology services without a matching increase in
ophthalmic workforce or infrastructure support. Some organisations argue that this has greatly
increased the risk of an unnecessary loss of vision due to failure to manage essentiakfollow
outpatient appointments effectively, in many cases due to prioritising new appointments over follow
ups.

This report attempts to highlight the complexity of eye research facing thelayeited problem of

sight losshut also celebrates ongoing innovatiérnwide range of contributory texts from leading
researchers and clinicians, provide examples of the creative thinking and constant innovation
stretched across a spectrum of research activities from basic discovery science and cell biology

to assistive tehnology,robotics and Al. It gives examples of where research has already transformed
the care of patients with previously untreatable blinding disease, such as wet macular degeneration.

In addition, other areas of medical research such as cardiovadisglase, neurodegeneration, gene
therapy, cancer and regenerative medicine could benefit greatly from the translatable value of
research into eye disease. It raises the profile of currently unavoidable sight loss alongside avoidable
sight loss. It pointso some of the rarer eye diseases, highlights the critical link between the brain and
the eye, and makes the case for basic research in addition to the more obvious benefits of for example,
imaging technology and telemedicine. It acknowledges the critt@that patients can play in

defining treatment priorities and influencing the provision and quality of eye care.

The breadth and depth of eye research in 2019 is astonishing. It is now routine for practitioners, for

example, to offer laser and cataraotgery, corneal transplantation, drug treatments for a range of
diseases from wet AMD to glaucoma, less invasive and robotic assisted surgery, next generation
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sequencing, enhanced drug delivery and infection control, imaging supported by Artificial
Intelligence (Al), retinal implants and intraocular lenses, low vision aids and so much more.

Research will continue to deliver improvements in the areas of prediction, detection, diagnosis,

treatment, monitoring and rehabilitation. These have the potentidtce the pressures in secondary

care and widen capacity in primary care by educating practitioners and their patients. The promotion

of individual responsibility and selfare, including reaching communities such as those with

dementia and involving time in the process of detection and intervention, can restore mobility and

social connectivity, and employment. This, in turn, will encourage greater patient input into the
provision of eye care, delivering ifteepppowipe | at e t
pl ace”.

Eye research has changed the lives of many millions of people around the world for the better.
However, future research has the potential to change the lives of many, many more. It is hoped that
this report will stimulate ancesult in more of this lifecehanging research in the future.

Please note: Julian Jackson wishes to thank all contributors for their unwavering support for this
report and their unflagging encouragement for the promotion of eye research and eyankieti¢h
rehabilitation of patients.

To the best of the Hodatian®oand centektiatmgud comtripidoyswareé | t i t | e
accurate on the date of receipt of draft texts. The Editor takes no responsibility for claims made by
contributors.

VISI®N

BRIDGE

Fighting Sight Loss - Supporting Sight
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