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Unmet Needs in Dry Eye Therapy

Dry eye disease (DED) is a multifactorial disorder of the tears and ocular surface and represents the
most common reason for seeking medical eye care.2
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Inflammation plays a key role in DED and corticosteroids are well-established as a fast-acting and
effective treatment for DED signs and symptoms, !> however:

« Abuse and long-term use of topical ophthalmic steroids can lead to IOP elevations and cataract formation?®
« Use of topical ophthalmic steroids for DED is considered off-label (except for EYSUVIST™)/
« They may contain preservatives that can lead to corneal toxicity and further aggravate DED”?

A preservative-free, corticosteroid for the short-term freatment of DED signs and

symptoms that eliminates the potential for patient abuse/misuse is needed

References: 1. Craig JP, et al. Ocul Surf. 2017 Jul;15(3):276-283. 2. Stapleton F, et al. Ocul Surf. 2017;15(3):334-365. 3. 2019 Dry Eye Products Market Report, Market Scope 4. Dana R, et al. Am J Ophthalmol. 2019;202:47-54. 5.
Pflugfelder SC. Am J Ophthalmol. 2004;137:337-342. 6. Yang CQ, et al. J Zhejiang Univ Sci B. 2006;7(8):675-678. 7. EYSUVIS [prescribing information]. Watertown, MA; Kala Pharmaceuticals, Inc; 2020. 8. Fraunfelder FT, et al. J
Ophthalmol. 2012;2012:285851. 9. Epstein SP, et al. J Ocul Pharmacol Ther. 2009;25(2):113-119.



OTX-DED (Dexamethasone Infracanalicular Insert)

OTX-DED is a novel, hydrogel-based, preservative-free, resorbable intracanalicular insert being
evaluated for the short-term treatment of sign and symptoms of DED.

OTX-DED uses two common methods for freating dry eye disease:
« Primarily provides anti-inflammatory therapy with a sustained and tapered delivery of dexamethasone
+ Potentially aids tear conservation through punctal occlusion

Product Attributes

+ Contains 0.2 or 0.3 mg of dexamethasone in a polyethylene glycol (PEG) hydrogel
» Designed to provide effective therapy for up to 2 to 3 weeks with a single insert

+ Alternative to conventional steroid eye drops

* Occludes the punctum

* Free of antimicrobial preservatives

» Fully biodegradable

» Conjugated with fluorescein for visualization
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OTX-DED Physical Attributes

OTX-DED is shorter and contains less dexamethasone than DEXTENZA (dexamethasone ophthalmic insert) 0.4 mg
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DEXTENZA is a hydrogel-based, resorbable
infracanalicular insert that delivers a 0.4 mg dose of
dexamethasone for up 30 days.!

DEXTENZA is indicated for the freatment of ocular
inflammation and pain following ophthalmic

surgery.!

OTX-DED LRSS DEXTENZA2

Dose of
0.2 or 0.3 mg Dexamethasone
Dry Length
0.2 mg: 0.41-0.49 mm .
0.3 mg: 0.44-0.55 mm Dry Diameter

References: 1. DEXTENZA [package insert]. Bedford, MA: Ocular Therapeutix, Inc.; 2019. 2. Data on File 001. DEXTENZA Product Attributes. Ocular Therapeutix, Inc. Bedford, MA. 5



Study Objective and Methods

Objective: to characterize the ocular pharmacokinetics of
dexamethasone released from OTX-DED 0.2 mg in a beagle dog
model

Methods:

1. OTX-DED 0.2 mg inserts placed bilaterally into punctum of 7
beagles (14 eyes) on Day O

2. Tear fluid samples collected with 10 mm Schirmer tear test
stripson Days 1, 2, 4,7, 10, 14, 17, 21, 28, 35, 37 and 42

3. Tear fluid samples measured for dexamethasone T ik
concentrations using liquid chromatography with tandem Example of Schirmer tear test strip with tear fluid
Mass spectrometry



OTX-DED 0.2 mg Tear Fluid Pharmacokinetic Profile

» OTX-DED pharmacokinetics
demonstrated a sustained
level of dexamethasone in the
tear fluid through Day 7
followed by a tapering from
Day 7 to 14 with complete
release by Day 17

« OTX-DED has a shorter duration
of release compared to
DEXTENZA which releases over
28 days!
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Conclusions

» Topical ophthalmic corticosteroids are effective in treating DED, but are associated with side
effects from patient abuse and long-term use

« OTX-DED combines two DED treatment modalities into a single physician-administered therapy:
« Anfti-inflammatory therapy with dexamethasone
« Tear conservation with punctal occlusion

* In this study, a single OTX-DED 0.2 mg infracanalicular insert delivered dexamethasone to the
ocular surface for approximately 14 days

« Indicates shorter duration of dexamethasone release compared to DEXTENZA (released over 28 days)

« OTX-DED is currently being evaluated for the short-term freatment of the signs and symptoms of
DED in a Phase 2 clinical trial
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