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Eye Diseases

There are a rapidly growing number of eye diseases targeted for treatment by
gene therapies

TYPICAL IRD PREVALENCE
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Retinitis Pigmentosa

Inherited Retinal Diseases (IRD)

e Approximately 4 million people
affected worldwide!

e As of 2020, over 300 genes have
been implicated in the etiology of
IRD (sph.uth.edu/retnet)

Age-related Macular Degeneration

e Approximately 200 million people
worldwide have wet or dry AMD?

e At least 5 gene therapy clinical trials
for wet or dry AMD ongoing in the
United States, as of 20203

1. Sharon, et al, 'A nationwide genetic analysis of inherited retinal diseases in Israel as assessed by Israeli IIRDC;' 10.1002/humu.23903
2. www.brightfocus.org
3. Clinicaltrials.gov



Therapies and Testing

Advanced diagnostics are essential for effective gene therapy clinical trials and clinical
implementation

Types of Gene Therapies:

Gene augmentation: provide genetic material to produce replacement
proteins
e Gene inactivation: block production of abnormal protein, e.g. short
interfering RNA (siRNA) techniques
e Gene editing: e.g. CRISPR/Cas9
e Neuromodulation: optogenetics, genetically modified light-sensitive RGCs
e Multifactorial: combination of techniques targeting genetically
heterogeneous diseases such as AMD

"LUXTURNA™ js the first FDA-approved gene therapy for
a genetic disease. Participants who received LUXTUR-
NA showed a statistically significant improvement from

baseline to one year in white light FST in the /ntervent/on

group compared to the control group.”

Mutations in the same gene can lead to different phenotypes, making
functional testing essential?

Night blindness
Leber congenital

amaurosis caBPa, Cone rod dystrophy
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Color vision defects
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Cone rod APLT
GUCY2D,

RPGRIP1

CRB1, IMPDH1,
LRAT, MERTK,
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Retinitis
pigmentosa

Macular
degeneration

Vitreoretinopathy

1. Spark Therapeutics press release, December 19, 2017; www.sparktx.com
2. W. Berger, et al; 'Progress in Retinal and Eye Research;' 29 (2010) p335-375



DiagnosysFST®: proven in clinical trials

From peer-review paper on the Spark LUXTURNA clinical trial:

Multi-luminance Mobility Test (MLMT) DiagnosysFST
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From: Maguire, et al ‘Efficacy, Safety, and Durability of Voretigene Neparvovec-rzyl in RPE65 Mutatione-Associated Inherited Retinal Dystrophy,” https://doi.org/10.1016/j.ophtha.2019.06.017, 2019

Select paper list from 100+ clinical trials Diagnosys has supported
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blind candidates for treatment trials’; Physiol. Meas. 28 (2007) N51-N56.
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by GUCY2D Mutations’; AmJOphthalmol 2017;177:44-57.

Krunoslav T. Stingl, et al; ‘Chromatic Full-Field Stimulus Threshold and Pupillography as Functional
Markers for Late-Stage, Early-Onset Retinitis Pigmentosa Caused by CRB1 Mutations’; Trans Vis Sci
Tech. 2019;8(6):45.
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Please contact us if you would like more information on Diagnosys products.

US: Diagnosys LLC; 55 Technology Drive, Suite 100, Lowell, MA 01851; 978-458-1600; sales@diagnosyslic.com
EU: Diagnosys Vision Ltd; Office 117, DOC Building, Balheary Road, Swords, Dublin, K67 E5AO0, Ireland; +44 (0) 1223 520699; mail@diagnosysvision.com
UK: Diagnosys UK Ltd; 5 Trust Court, Chivers Way, Vision Park Histon, Cambridge, CB24 9PW, UK; +44 (0) 1223 520699; mail@diagnosysuk.co.uk
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