On behalf of Vision Expo, we sincerely
thank you for being with us this year.

Vision Expo Has Gone Green!

We have eliminated all paper session evaluation forms. Please be sure to
complete your electronic session evaluations online when you login to
request your CE Letter for each course you attended! Your feedback is
important to us as our Education Planning Committee considers content
and speakers for future meetings to provide you with the best education
possible.
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Today’s Optometrists

“To be on the cutting edge of
optometry, you need to be on the
cutting edge of science and
technology.”

Corneal > st
iy Corneal
ickness
Hysteresis

Glaucoma Medications

MIGS
ONH Appearange

Filtration Surgery

Family History

Visual Flejd Drug Delivery Devices

I0OP Matters

Baltimore Eye Study
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The Correcting Applanation Tonometer Surface (CATS)

) B8
Ophihalmology

The Correcting Applanation Tonometer Surface (CATS)

I0P “corneal-compensated” (IOPcc)

213 Eyes of 125 glaucomatous patients followed for 2.4 years

GAT ORA RBT

1 1 3

11.1% (.11) 24.5% (.24) 5.8%% (.05)
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Corneal Hysteresis, IOP, CCT

Corneal Hysteresis

Corneal Hysteresis reflects the ability of the corneal tissue to di:
energy?
Function of viscoelastic damping?

Two predictive functions

1. Which glaucomatous eyes are most susceptible to visual field loss
progression and risk of rate of progression?
2. Which eyes are susceptible to glaucoma?

1 Lice DA Got
005

surg. 2007

Average CH in Normal Subjects

CH

Brazil 101+/-18

UK 10.2+4/-12

China 10.9+4/-15

Japan 102+/-13

Spain 108+/-15
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CH as a Predictor of Progression

o
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460 eyes of 334 glaucoma patients CH (8.6 vs 9.4)
Follow-up —4.3 years

Well controlled if IOP < 18 mm HG CCT (515 vs 531)

179 eyes well controlled
42 (23.5%) of those eyes had VF progression

147 eyes of 96 glaucoma patients # Choroidal thickness  _  posterior ALCS

Follow-up - 3.5 years Low Corneal hysteresis—  displacement

nd Anterior Lamina Criby
a. Am J Opthaln
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Home IOP Monitoring

A device is intended as an
adjunct for monitoring 10P of
adult patients (self-use). The
HOME tonometer is designed
for use at home or on the go.

“r| )

Continuous IOP Sensors

’J

Implandata Eyemate

Sulcus based I0P sensor

8 pressure-sensitive capacitors
Diameter: 11.2 mm

Thickness: 0.9 mm




ARGOS-02 Trial: 1 year results

22 Patients

Major Design Changes:

~ 0.9t0 0.5mm thickness with 0.1mm
rounded tapering

~ 4 haptics to prevent cilliary sulcus rotation

10P Concordance:
~ D30:
« Eyemate: 22.2+9.2 mmHg
* GAT:19.5+6.8mmHg
~ D360
« Eyemate: 15.7+ 3.8 mmHg
* GAT:14.12.2 mmHg

Sensors on the horizon...
LaunchPoint Technologies (Goleta, CA)

— Sensor attached to IOL or injected into vitreous

Sensors on the horizon

AcuMEMS (Menlo Park, CA)
+'iSense system: implantable sensor

Glaukos (San Clemente, CA)
* DOSE Medical IOP Sensor

Implandata Ophthalmic Products GmbH
+ Suprachoroidal IOP sensor

Injectsense Inc (Emeryville, CA)
+ Configurable on-demand sensor

LaunchPoint Technologies (Goleta, CA)
+ Sensor attached to 0L or injected intovitreous

Solx (Waltham, MA)
wireless intraocular
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http://www.launchpnt.com/portfolio/biomedical/intraocular-pressure-sensor
http://www.launchpnt.com/portfolio/biomedical/intraocular-pressure-sensor
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OoCT

Pay attention to TSNIT curve.

Pay attention to the actual numbers
in the segmentation plot

Pay attention to the numbers between
eyes in the segmentation plot

— i pve S 4 s et e Vel a0 s s e T babad ba | 8 b
Wy 4 07y My g

Intereye (OD/OS) macular thickness
asymmetry 5 microns

Intraeye (sup/inf of same eye)
macular thickness 9 microns

Intereye (OD/OS) average RNFL
thickness 9 microns

Total RNFL thickness 78 microns
or less

OCT Technology - matching structure and Function
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The Role of Ganglion Cell Imaging

Spectralis - macula

Optovue

39

Resulting SITA Faster 24-2C Pattern on HFA3

LargeGray 242 pattern
Ught Blue Dot Tenadcitional
24.2Cpoits

SmallWhite 102 pattern
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30.4% shorter than SITA Fast
53.5% shorter than SITA Standard

Objective Visual Field Testing

FDA 510(K) Cleared < K3
Tests OU simultaneously in 7 minutes .
Measures the response of the pupils to a stimulus

objectiveFIELD

The Future of Visual Field Testing?

10
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OCT Angiography: the Next Chapter?

+ Images retinal microvasculature without dye injection
+ Displays structure and function from a single imaging system

Trend Analysis

Electroretinography

f variou:

in the retina

photoreceptors (rod

11



The ERG Waveform

Interpretation How should  think about yellow/red resuts?

Yellow and red results require closer
attention and other tests to confirm

disease.
I T S

SLOW IMPLICIT TIMES AMPLITUDES

PhNR
3.4 Hz
Td Long
Normal
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PhNR

3.4 Hz
C‘) = — _— Td Long
Abnormal

50

Evaluation of an Al system for the automated
detection of glaucoma from stereoscopic
optic disc photographs: the European
Optic Disc Assessment Study

Objectives - To evaluate the performance of a deep learning based Artificial

Intelligence (Al) software for detection of glaucoma from stereoscopic optic disc

photographs, and to compare this performance to the performance of a large cohort

of ophthalmologists and optometrists

Results

~ Pegasus was able t
(95% Cl: 77.5-89.2

— Thi ) { of % | o
TR P RBRN R 80 285 BB UITEh SRS oage ©f 80-5% /80

— There was no statistically significant difference between the performance of the deep
learning system and ophthalmologists or optometrists:

o detect glaucomatous optic neuropathy with an accuracy of 83.4%
)

Genetics of Glaucoma

Avellino’s test will have
Key Points Monogenic & Polygenic

POAG forms
* Ultimately, it allows for a more personalized
patient management treatment algorithm Earty Onset monagenic forms:

+ Understanding the genetic basis of various forms of POAG glaucoma provides an

opportunity for targ ecific genes or biological pathway
+ By genetic testing it may be possible in the future to provide persona
therapeutic plans for a given patient b Adult Oset polygenic forms:
mutations and the molecular pathways they impact Primary open-angle
in mitochondrial genes may benefit from antioxidant :
therapi reas patients with mutations in lipid metabolism genes may
benefit from cholesterol lowering medications. JAMA Ophthalmol
2019;137(7):756-765. doi:10.1001/jamaophthalmol.2019.0900

2/23/23

13



Treatment

Delivering Treatment

8 Y

- ‘Alt,‘
O bbbkl hh

Ba 0aile B ha

latanoprostene bunod 0.024% (Vyzulta)

2/23/23
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Nitric Oxide

Endogenous in the human
body

Causes alterations in
the cytoskeletal network

Reduced NO in TM,
Schlemm’s canal, and
ciliary muscle

nJA etal. Alterations of acular nitric oxide
in human glaucoma. Invest Ophthalmol

VOYAGER Study

latanoprostene bunod 0.024% (Vyzulta)

JUPITER Study

latanoprostene bunod 0.024% (Vyzulta)

93 women from Nur alth Study

llow-Up Study
Findings:
+Compared with the lowest quintile of
etary nitrate intake (appx 80mg/day), the
240mg/day) was
sociated with:
« 21% lower risk of all POAG
+ 44% lower risk of POAG with early
paracentral visual field Lo

2/23/23
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Neurotoxicity of BAK

002 &0.001)
production (phenol red)

BAK-Free Latanoprost Preservative-Free

Following instillation, micelles
mix with the tear film
As the micelles migrate toward the

ocular surface, they break apart, releasing
latanoprost

netarsudil 0.02% (Rhopressa)

MOAs

‘ aqueous humor production

4 trabecular outflow

3 episcleral venous pressure

taglandin an.
Alpha agonist;

2/23/23
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netarsudil 0.02% (Rhopressa)

netarsudil 0.02% (Rhopressa)

Conjunctival Hyperemia

~15-20% Hyperemia
at baseline

6% dropout rate for
hyperemia

Serle et al. Am J Ophthalmol. 2018;

netarsudil 0.02% + latanoprost 0.005% (Rocklatan)

* RHO protein kinase
(destabilizes actin in TM)
* Rock inhibitor
(lowers EVP) I i
* Latanoprost - = - L J

(uveoscleral outflow) 1on aEnucrioN Pho aaseiine,
* Net Inhibition

17



netarsudil 0.02% + latanoprost 0.005% (Rocklatan)

al Hyperemia

~15-20% Hyperemia
at ine

15% Corneal Verticillata

10.6% Conjunctival Heme

Omidenepag Isopropyl (OMDI)

Selective, non-prostaglandin, prostanoid EP2 receptor agonist
Mechanism of Action: Increase outflow via both conventional and uveoscleral

Phase 3 AYAME Study
OMDI 0.002% vs latanoprost 0.005%
qd dosing x 4 weeks
Baseline IOP ~ 24 mm Hg

OMDI = 25.1% reduction (17.81 mm Hg)
Conjunctival hyperemia = 24.5%

Inngvations in Glaucoma Drug
What the Future Holds

2/23/23

18



2/23/23

More than 90% of patients are
nonadherent to their ocular medication
dosing regimens, and nearly 50%
discontinue taking their medications before
6 months’

foct®

Dennis, P (2011, October 10). Adverse Effects, Adherence ant
R AR — Ophthalmic Revie

Ocular Surface Devices
Iridocorneal Angle 1. Contact Lenses

Travoprost Intraocular 2. Microdose latanoprost (EyeNovia)
Implant (Glaukos) 3. lontophoresis

Injectable Systems
1. Bimatoprost SR (Allergan)
2. Travoprost Intracameral
Implant (OTX)

3. Travoprost Extendea
Release Implant (Aerie)

Conjunctival Cul-de-Sac/Fornix Punctal Plug Devices
1. Bimatoprost Ring (Allergan) 1. Travoprost Intracanalicular Insert (OTX)
2. Latanoprost and Travoprost
punctal plug delivery system (Mati)

19



Patients Attitudes Towards Drug Delivery

Triple Combination Eye Drop — 85%

Microdose Eye Spray — 54%

Drug-eluting Contact Lens — 31% tt . t d
Drug-eluting Periocular Ring Insert — 43 a sk |” u e
Injectable Subconjunctival Drug Insert- 32%

Injectable Anterior Chamber Implant - 30%

5. Lin MM., Nguyen, T, et al. Patient attitudes towards novel
a approaches. Digit ) Ophthalmol. 2018; 24(3): 1623

Microdose latanoprost
(EyeNovia)

Delivers microdoses of latanoprost with Optejet delivery

Advantages: 75%less drug and preservative
88% of the time got to target

Achieved 29% IOP lowering from baseline
in Phase 2 study

Drug-Eluting Contact Lens

Attractive option secondary to
large residence time in the eye
and upward of 50% bioavailability
in comparison with eye drop
formulations.

hauhan, A, Extends
el

gel contz

2/23/23
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Drug-Eluting Contact Lens

« Diopter Corporation
+ Uses an approved contact lens with approved drugs
+ Vitamin E Nano-barriers to extend drug release

* Phase |
+ Subject wore contact lens for 2 day dosing period
+ 10P reduction was observed over 9 days after the le s removed

+ Phase Ib and Phase 2 are planned for 27d and 3¢ quarter of 2021

Drug-Eluting Contact Lens

* MediPrint Ophthalmics
« LLT-BMT1 — drug eluting contact lens - bimatoprost

+ Phase |- SIGHT-1
* 5 Subjects wore the lens for 7 days continuously
« Demonstrated 100% tolerability and no adverse events
+ IOP efficacy was noted

* SIGHT-2 - Pase 2b dose-ranging clinical study is underway

Punctal Plug Delivery System
)

(Mati Ther

Latanoprost and Travoprost designs

Lower Puncta)
retention rate

21
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Travoprost Intracanalicular Inse

(Ocular Therapeutix)

Bioresorbable sustained-release intracanalicular insert

Designed for continuous steady release of travoprost to

the ocular surface for up to 90 days
Preservative free -

Travoprost Intracanalicular Insert
(Ocular Therapeutix)

A%

Phase Il randomized, double-blind, placebo-controlled clinical trial

Diurnal Time Points mmHg
onxeTe

481
4.03
416

n=334 OTX-TP. ehicle

22
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Bimatoprost SR

(10-microgram bimatopr stained-release implant)

Biodegradable bimatoprost sustained-release implant

FDA-approved and indicated to reduce IOP in patients
with open angle glaucoma or OHT

Single intracameral administration

Phase I/1I/1ll Studies

~——

Bimatoprost SR

(10-microgram bimatoprost sustained

23
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24 Month Phase I/11 Clinical Trial

bimatoprost pellet

(6, 10, 15, or 20 micrograms)

75 subjects

topical bimatoprost 0.03%

1l Clnical Trial of Bimatopr tained-Release Implant

24 Month Phase I/11 Clinical Trial
bimatoprost pellet topical bimatoprost 0.03%

(6,10, 15, or 20 micrograms) 1

24 months — 0P reduction 24 months — IOP reduction
7.5,7.3,7.3,89mmHg of 8.2 mmHg
No Rescue or Retreatment
68% - 6 mos.
40% - 12 mos.
28% - 24 mos.

Phase IIl (ARTEMIS)

27% -conjunctival hyperemia
10% - post administration 2 days

5.4% - endothelial cell loss over 20 months

5% - iritis

e

24
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Travoprost Intracameral Implant

(Ocular Therapeutix)

Bioresorbable sustained-release implant injected into the AC

Goal: Steady release of travoprost with target duration from 4 to 6 months

Preclinical Moy
through 4 months

107 lowering of
through 4 months

Travoprost Intracameral Implan

(Ocular Therapeutix)

Phase 1, prospective, multi-center, open label

Cohort 1n=5 —)
(15 micrograms)

Cohort 2 n=4 Day 28 6.0 mm Hg (i

(26 micrograms)
6-6.1 mm Hg (

Cohort 3n=4

(15 micrograms —

Fast Degrading)

Travoprost intraocular implant

ukos)

Resides in AC angle, an

Length: 1.8 mm
Diameter: 0.5 mm
Titanium

Non-ferrous
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Travoprost intraocular implant

24- Month Update

Average 0P reductions from baseline = 7.9 mm Hg and 7.4 mm Hg in the fast and slow release arm.

Average IO reductions from baselin; % and 28% in the fast and

Favorable safety profile with no ECC loss, rneal adverse events, no v onjunctival hyperemia

-
-

36 Month Update
d 1 fast and slow-release were ontrolled on fewer
s baseline
e 8.3 mmHg and 8.5mmHg in the fast and slow e arms.

26
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CSF/ICP Pressure

CSF/ICP pressure

27



Treatment in glaucoma

Atmospheric Intraocular Intracranial

9mmHg

9mmHg

Intraocular Pressure (mmHg) Reduction With Goggle Compared to Contralateral Control Eye
(Consistent Cohort, n=51)

Selective Laser Trabeculoplasty

Selectively targets and laser

105

burns pigmented TM cells

2/23/23
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* SLT Med Study (2012)
- Dr. K Wills Eye in Philadelphia
*+ J Glaucoma 2012;21:460-468

* SLT (100 applications over 360 degrees of TM) vs. prostaglandin analog
« Primary outcome -> IOP
« Secondary outcome -> # of treatment steps

106

udy Treatment Arms

107

SLT vs. Prostaglandins

+ SLT Med Study (2012)

10P reduction:
SLT—25.7%I0P reduction

10P reduced from 24.5 to 18.2 (6.3 mmHg reduction)

« Prostaglandin—28.39

2 # of treatment sf
. ed additional SLT
« Prostaglandin group -> 27% of eyes required additional medication

108
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Primary Outcome - Quality of Life at 3 years
Secondary Outome — Cost, cost-effectiveness, clinical effectiveness, and safety

Conclusions:
No significant difference in QOL
97% probability of SLT as 1*' treatment being more cost-effective
SLT at target IOP 93% of visits vs 91.3% at target for meds
78.2% of SLT Drop Free @ 3 Years

109

Steroid After Laser Trabeculoplasty (SALT)

Steroid NSAID

+ 10P Pre-Op: 23.3 mm Hg * 0P Pre-Op: 23.3 mm Hg
+ 12 week IOP check + 12 week IOP check

+ 10P lowering of mmHg « 10P lowering of mmHg

Saline Tears 0P lowering ¢ mmHg

+  Steady state IOP ~ 6 weeks (new baseline)

110

2/23/23
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Procedures that have an ab-interno approach, are minimally
traumatic, with at least modest efficacy,
cxtremely high safety and rapid recovery

Interventional Glaucoma

Trabecular Microbyp: e Schlemm Canal Microstent
(istent Inject W) (Hydrus)

W |
)

=

31



US Multicenter Pivotal Trial:
Trabecular Microbypass Stent x 3
(iStent infinite)

Three-stent, standalone procedure
ded in njector system, to
ock hs. o s canal

Trial enrolled patients with open angle glaucoma with
uncontrolled IO}
ed medica therapy

caltherapy and have

12:month follow

Not approved by

123

Excisianal Goniotomy Goniotormy
(Kahook Dual Blade) (iAccess)

&P -

125

Ab-interno Trabeculotomy + Canaloplasty
(OMNI)

127

2/23/23
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Xen 45 Gel Stent
US Pivotal Clinical Trial

251(37) 159(52)
Medicated
IoP
35(10) 17(15)
Glaucoma
Subconjunctival Stent Meds
(Xen) Hypotony 16 (24.6%)
Bleb Needling 21 (32.3%)

Technology is nothing.
What's important is that you
have a faith in people, that they’re

basically good and smart, and if you
give them tools, they’ll do

wonderful things with them.

justin.schweitzer@vancethompsonvision.com
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