OI‘: Iﬂ Creating vision
beyond what we see

Ora Ocular Protection Index

The Ora Ocular Protection Index 2.0 System® and the associated algorithm-run analysis
provide a precise and novel measurement of the tear film breakup phenomenon and a functional

endpoint in a clinical trial.

The Ora OPI 2.0 system is a more clinically

relevant measure of tear film instability. We
provide quantitative (TFBUT) measurements as
well as qualitative (mean surface breakup area).
Providing stronger data sets for our partners.

OPI 2.0 has been validated as a secondary
endpoint in the United States.

The Ora OPI 2.0 system can evaluate ocular
surface protection under normal visual
conditions. The new approach allows a
more advanced method to analyze tear film
dynamics.

Dry Eye Disease (DED) is a long-lasting and
incapacitating condition that impacts the surface of the
eye, affecting millions of people globally. Interruption
of the delicate homeostasis of the tear film resulting
from insufficiencies in either the quality or quantity

of its components can lead to tear-film instability

and subsequent surface damage. Consequently, the
many pathophysiology’s of DED will manifest in such
individuals.

The relationship between the interblink interval (IBI),
the time between consecutive blinks, and tear film
breakup time (TFBUT), time from the end of a blink

to the appearance of the first dry spot on the cornea,
defines the integrity of the ocular surface'*. Therefore,
both IBl and TFBUT are insightful variables to measure
in efforts to better understand DED.

The ocular protection index (OPI) was developed

by researchers at Ora to capture the nature of the
relationship between blinking and TFBUT. Since its
inception, the OPl methodology has been used in
numerous observational studies and clinical trials®=.
OPl is calculated by dividing the TFBUT by the IBI™.
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Above: Ora EyeCup™ adapted with blue filter for fluorescein detection >

fluorescein image of the eye showing tear film break up (dark patches)

At Ora Clinical, the researchers and R&D team are
constantly working to evolve our current methodology
and technology to assess DED. The evolution of the OPI
measurement into OPIl 2.0 is a beautiful example of the
ever-improving tests utilized by Ora. OPl 2.0 was designed
to address three nuances of the original methodology.

«  TFBUT and IBI measurements are performed at
different times.

«  TFBUT is evaluated using the forced-stare technique,
which is not indicative of the natural physiological
action of the unaltered blink pattern.

+  The original OPI test provided no information on what
occurs on the ocular surface between actual tear film
breakup and the next blink.
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Above: Fluorescein Image > Mean Breakup area (red patches=exposed

cornea) > Data Analysis (y-axis=% Exposed Cornea/x-axis=time (seconds).




As a result, the Ora OPI 2.0 system was developed to evaluate ocular surface protection under normal visual conditions.

The new approach allows a more advance method to analyze tear film dynamics due to the:

Automated and real-time
measurement of the percent of
the cornea exposed (fluorescein

staining of tear film break up)
for each IBIl frame during a
1-minute video.

Simultaneous
measurement of
TFBUT and IBI.

The mean breakup

area (MBA) and OPI

2.0 measurement,
defined as MBA/IBI, are
calculated and analyzed
automatically.

A recent study done by Ora R&D proved the feasibility of
performing real-time, home-based assessment of tear
film stability and ocular surface protection using the

Ora EyeCup™ technology. Patients were asked to blink
normally during video capture to provide natural IBl and
TFBUT measurements. OPl was calculated by dividing
the TFBUT by the IBI. This proof-of-concept study
demonstrates the usefulness of this technology in clinical
trials involving DED outside of the laboratory and clinical
setting™.

Most importantly, the OP1 2.0 technology provides several
benefits to our Ora customers and sponsors.

« OPI2.0is amore clinically relevant measure of tear
film instability. We provide TFBUT measurements and
mean surface breakup area, providing stronger data
sets for our partners.

«  OPI 2.0 captures a precise and real-time
measurement of dynamic TFBUT between blinks.
Thus providing a greater opportunity to demonstrate
therapeutic efficacy related to tear film stability.

«  OPI 2.0 has the capacity to evaluate both the
immediate therapeutic benefit (e.g., single eyedrop
of an artificial tear) and long term-dosing and disease

modification (e.g., prescription product).
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Left: Fluorescein Image showing mean

breakup area before and after treatment.

Ora is a global full-service ophthalmic drug and device development firm with vast capabilities through all steps of clinical research, including preclinical,
clinical, CMC & regulatory, and patient and site evaluations. Through Ora’s 40+ years of experience, the company has assisted in bringing more than 80
products to market. Ora’s team of experts utilizes global regulatory strategies, integrated research operations, and extensive site and patient engagement
to accelerate product development in anterior and posterior segment, as well as ophthalmic devices.



