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Glaucoma Drugs — Tapping that Pipeline!!!

Nothing New For A While, and then...
BOOOM!

* Rhopressa

Rocklatan
* Vyzulta
But those are so 2019!!

Anything else??

But really, is there \

anything new????

y

* Latanoprostene bunod (0.024%) — B&L

* Is this the new It Girl of the PGA world??
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* Reduces IOP by 32%

* 1.2mm HG lower than latanoprost
* Preserves VF better by 10%

* No loss of effect while sleeping

Vyzulta — A
different kind

Of PGA * Improved side effect profile

* Releases nitric oxide at the trabecular
meshwork level

Vyzulta — Brand New Data
\

* Effect of latanoprostene bunod on Optic Nerve Head Flow . .
+ Samaha, Diaconu et al, IOVS, Feb 2022, Vol 9, Iss 2 pp172-176 * ONH saturated 02 levels were 4% higher with Vyzulta than latanoprost

y results

* Purpose was to evaluate effect of latanoprostene bunod on optic nerve blood . .
volume and 02 saturation — IN HEALTHY SUBJECTS * ONH blood volume was way higher with Vyzulta

* 66% higher at Hr 1, 45% higher at Hr 2
* Measurements were taken before initiating therapy and then 7 days after QD
therapy of both Latanoprost and latanoprostene bunod

* What is the clinical significance of this?

i Rhopressa (netarsudil) -MOA

* New class of drugs — Rho-kinase inhibitor
* MOA — “Triple Action”
RhOpressa . - relaxes trabecular meshwork similar to

(n eta rsu d | | ) _ pilocarpine (enhances outflow)

. - lowers episcleral venous pressure
Ae rie . - blocks fibrotic response at t.m.(increases

P h . | perfusion)
armaceuticals * QD dosing
* Looks especially effective at IOP 25 mmHg or less
Works at the cellular level within the ROCK inhibitors improve outflow by relaxing
trabecular meshwork contraction and stress fibers at the t.m.
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t Do We Know About Rhopessa (netarsudil 0.02%)

Rhopressa QD is non-inferior to timolol 0.5% BID in lowering IOP

Expected IOP reduction 3.7 -7.0mm Hg

Rhopressa seems to better at lowering I0P (as compared to itself) in pressures < 25mm
Hg

10P lowering effect is maintained over 12 months
* Was given a broad label by FDA
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Rhopressa — Adverse Effects

Generally well tolerated
Conjunctival hyperemia — 53% -

« Did not worsen with time
* Mild-36.8%, moderate — 10.5%, severe -0.6%
* D/Crate due to redness -~3%

’7 Corneal verticillata — 18% —‘
’7 Conjunctival hemorrhage - 15% —‘

* All are transient and considered mild
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What'’s to like about Rhopressa?
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Rhopressa- some thoughts

How are you positioning it in your practice??

What are our clinical experiences 2 years later?

Is it a first line drug?

What about insurance coverage?

What color top does it have??
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Update on Rhopressa

Relaxes Actin & Myosin fibers > Increases outflow at t.m.

Yields 35% Improvement in tm outflow in glaucoma patients ( vs 20% improvement in
normal)

* Excellent response on episcleral venous pressure- netarsudil reduces EVP by 10% - no
other drop achieves this

+ No longer needs to be refrigerated after opening

17
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Real World Open Label Phase 4 Study

ASCRS 2020

To determine efficacy of Rhopressa as an
adjunct med

Investigator’s Choice — Rhopressa + any
other agent

24.4% Africa




M.O.S.T. Results

Rhopressa + PGA - 0P 21.1>
16.9 mmHg ( 20% reduction)

Rhopressa + 2 meds — 20.6 >
16.6 mmHg ( 20% reduction)

Notice the low baseline IOP

19

M.O.S.T. Tolerability rates

Hyperemia — 20.* % D/C rate — hyperemia 3.4% Tolerability rating
67.8-73.1% good or decent
(physician response)

65-78% good or decent (Patient
response)

M.O.S.T. Results
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* % of pxs less than < 18mm Hg
* <18mm -72.7 % ( from 34.4%)
* <17mm- 65% (from 25.2%)
* <15mm -40.6% (from 15.9%)
«+ <14mm- 30.1% (from 11.3%)

« 2/3 of all patients achieved IOP < 17mm Hg
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Roclatan — Aerie

Fixed Combination drug — Rhopressa + latanoprost

QD dosing

“Quadruple acting” MOA — (adds increased uveoscleral outflow)
0P lowering better than either of its components

Potential to be very effective — lowered IOP an additional 2-3 mm compared to
Rhopressa (and other PGAs)
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Roclatan™ (netarsudil/latanoprost ophthalmic
solution) 0.02%/0.005%

Fixed Combination of Rhopressa with Latanoprost AR-13324

4 Identified
I0P-Lowering Mechanisms

* ROCK inhibition relaxes TM',
increases outflow!?

¢ NET inhibition reduces fluid
production?

¢ ROCK inhibition
lowers EVP?

¢ PGAreceptor activation "
increases uveoscleral

23
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Mean IOP at Each Time Point (Primary Efficacy Measure)

Pre-  BAM | BAM 10AM | 4PM  BAM 10AM 4PM  SAM 10AM 4PM  BAM |10AM 4PM  B8AM
Study Qual 1 Baseline Day8 Day 15 Day 20 Day 30

—+—0.02% AR-13324 (n=T8) 0.005% Latancprost (n=73)  ~e-0.02% PG324 (n=72)

PG324 Praso 20, Intant o Troat
Source: Bacharach J, Levy 8, Ramirez N, Kopezynski CC, Novaick GD for the PG324-CS201 Sty Group. Evaaation of PG-324, a fored case
n patents wan pressure i ‘rancomized, controded study. Amencan

.
Glaucoma Saciety 2015 (s press).
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Day 29 — % of Patients with IOP Reductions of 2 20%

93%
1% 8%
o 65% 66%
s0%
8% 5%
32%
25% 24%
7%
wul mEN B
240% 235% 230% 225% 220%

nuuididan

Phase 2b Responder Analysis

Day 29 — % of Subjects with IOP Reduced to < 18 mmHg

9%
5%
46% 47%
38% 40%

o a5 2%
8%

~-H W H
1 I

25 26
Roclatan™ Phase 3 Responder Analysis Newest Rocklatan Data
Day 90: % of Patients with IOP Reduced to 18 mmHg or Lower
100%
) 1400 pxs
80%
2
5 60%
I
S 40%
3 Rocklatan vs Rhopressa vs Latanoprost
20%
On average 3.2 mm
" R Gl oo OO | e Riehal bt
< 16 mmUna < 1R mmHA <17 mmUna < 18 mmHna
28
; But really... Is
Newest side effect data Yoo 8
There Anything
New??
* No tachyphylaxis at 12 months Lzehy
(latanoprost 0.005%)
* No unexpected A.E.
* Very few serious A.E.- majority are mild Thea Pharmaceuticals
* 58% hyperemia but 5% d/c rate
* 20% Instillation pain — 0% d/c Let’s talk about this...
* 10% subconj heme — 0% d/c
29 30
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« Does that sound familiar? « Compared to Xalatan (Switch Study)
« Stable POAG pxs on Xalatan
|VU zeh * Monoprost (in Europe) — the market leader in PGA in * 8 day washout period
Europe * 3 months on lyuzeh
(latanoprost lyuzeh — Phase 3 vy
0,
0005 A)) * This actually is PRESERVATIVE FREE latanoprost!! d ata * 0P reduction was 4-8mm Hg on Xalatan
* Single dose container * 10P reduction was 3-8mm Hg on lyuzeh
* But does it really work?? * Baseline IOP was 19mmHG!!
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Subsequent lyuzeh studies

+ Xalatan group

o * Hyperemia - 31%  European data — Higher baseline 0P (24mm Hg)
lyuzeh — Phase o et 345% 0P lowered 10 185rmm He
* Same rate of adverse effects
3 data-

« Bachrach data (2023 AGS)

« 12 week trial comparing to Xalatan
Adverse * lyuzeh Group + Similar I0P reduction (as measured by ability to get 0P <18mm Hg)
£, « Hyperemia—34% + 2% experienced redness or ocular irritation
. o
E e CtS * Eye irritation — 19% A

Fewer ocular side effects (13.9% vs 22.5%)

* PASSY study

* ZERO reports of SPK * 97%tolerated drop
« AT usage decreased 24%
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#What’s The B|g Deal?? SO a patient * Add Rhopressa? * Switch to a combo drop??
7
on * Switch to Rocklatan?? * Switch to another PGA?
latanoprost
+ 0SD s an epidemic in glaucoma needs 4 more + Add a combo drop?? . SR

Will this improve compliance? mm of |OP
reduction- do
you...

Will this cost $1M??

Is it better than what we have?

35




One final word about glaucoma therapies

A lot of money is being spent on delivery systems
These may be cheaper alternatives

Optometry cannot sleep on this

Automated
Direct SLT

(Belkin)
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37
* Rapid, Di SLT * Baseline IOP 26.7-
apid, non-contact Direct * Patients were washed out of all meds
* Delivers similar energy as traditional SLT « Some pxs were treatment naive
« Automated delivery of energy through limbus
(transconjunctival) « After tx 10P
Bel k|n DS I_T * Without Gonioscopy DS LT Data * 1 mth-21.7mm Hg (18.1% reduction)
* 3 mth- 20.8mm HG (21.4%)
* Will be approved in US within months!! * 6 mth 21.5mm Hg (18.8% reduction)
* At 6 mths medication need reduced from 1.6
to 0.4
39 40
Automated Direct SLT
#This Is A BFD!!
Are we ready???
41 42
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Now Let’s Have
a Talk About
The Heartbreak

of Demodex!!

DEMODEX BLEPHARITIS | MECHANISMS OF DISEASE

[wecianca QDI oacrew D cvic:

Demodex mites have been associated
with altered meibum composition®

« Lash distension occurs as Demodex + Demodex mites can contribute

mites attach to follicles>* to blepharitis by carrying
bacteria on their exterior surface
that may elicit immune
responses®&7

Debris from Demodex mites can
potentially lead to chronic
inflammation and degeneration of
conjunctival tissue?

Demodex mites deposit debris and
digestive enzymes, causing further
irritation to the eyelid margin®®
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COLLARETTES ARE A PATHOGNOMONIC SIGN OF DEMODEX BLEPHARITIS

Collarettes, or cylindrical dandruff, are composed of mite waste
products and eggs?

Colettes
- ) attne base of
+ Collarettes are translucent, solidified exudative excretions that form by

a cylindrical collar that cuffs around the base of the eyelash follicle!*

+ Collarettes are displaced along the shaft of the lash as it grows, and they
are also displaced due to bacterial overgrowth*

« Collarettes are composed of regurgitated undigested mite waste combined
with epithelial cells, keratin, mite eggs, and secreted proteases and lipases
that cause irritation®

* 100% of patients with collarettes have Demodex blepharitis>®

DEMODEX BLEPHARITIS

« Blepharitisis inflammation of the eyelids causing irritation and redness
* 69% of blepharitis cases are due to Demodex infestation leading to
Demodex blepharitis+
Demodex mites are implicated in other diseases of the lid and lid margin,
including blepharitis and meibomian gland dysfunction23

Demodex mites are associated with acne vulgaris, folliculits, rosacea,

seborrheic dermatitis, perioral and scalp hair loss, and basal cell

carcinomat?

+ Demodex folliculorum and Demodex brevis are the only 2 species
found in humans®

The life cycle of the Demodex mite is approximately 14 to 18 days from the

egg to the larval stage followed by the adult stage®

The life span of the mite is limited outside the living body;

D. folliculorum

{

0.4 mmlength
Colonizes the base of the
lash follicle?

[

| e
f"
(""L\
| 4 !

D. brevis

f

0.1 mmlength
Colonizes the
meibomian gland?

CLINICAL MANIFESTATIONS OF DEMODEX BLEPHARITIS

Disorders of Eyelashes'?
Infestation of the lash fllces can result
in collarettes and may lead to
malalignment, trchiasi, and madarosis

larged glands (cysts)
or infection. Chalazia are common
granulomatous respanses

Conjunctival Inflammation®?

Without proper hygiene, lid margin
inflammation may spread over to the
conjunctiva producing a condition known as
lepharaconjunctiviis

Meibomian Gland Dysfunction*?
Blockage leads to filling, swelling, and many

Lid Margin Inflammation?2
Severe id margin inflammation can be
caused by mechanical blockage and a
delayed host immune hypersensitivity
reaction

Corneal Manifestations?

. brevs is commonly associated with
inflammation that spreads to the cornea, causing.
sight threatening corneal lesions, superficial
vascularization, marginal infltrates, phiyctenule-
like lesions, opacity, and/or nodular scars.

46

Collarettes are the pathognomonic sign of
Demodex blepharitis*
— Symptoms may overlap with those of ocular
surface diseases, such as dry eye or allergies'?

100% of patients with collarettes are found to have
Demodex mites®

Collarettes are composed of mite waste products, eggs,
and digestive enzymes,
all of which cause irritation’

Collarettes = Demodex blepharitis

47
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DEMODEX BLEPHARITIS IS PREVALENT IN YOUR EYE CARE CLINICS

Demodex blepharitis may be as prevalent as dry eye disease

Titan study of 1032 patients in 6 OD/MD centers
using collarettes for diagnosis*

Two-center study of 199 patients in New York
using eyelash epilation for diagnosis®'

Percent of overall population Percent of overall population

With dry eye
diagnosis

58%

With dry eye
diagnosis

68%

With Demodex
blepharitis*

55%

With Demodex
blepharitis

58%

Diagnosing Demodex blepharitis via slit lamp (collarettes) or lash epilation results in similar prevalence.
Collarettes are a pathognomonic sign of Demodex blepharitis

2/20/2024

DEMODEX BLEPHARITIS IS PREVALENT IN YOUR EYE CARE CLINICS

Demodex mites are the leading cause of blepharitis

Titan study of 1032 patients in 6 OD/MD centers
using collarettes for diagnosist*

Two-center study of 199 patients in New York
using eyelash epilation for diagnosis®'

Percent of blepharitis patients due to Demodex mites Percent of blepharitis patients due to Demodex mites

Demodex
blepharitis

Demodex
blepharitis

Diagnosing Demodex blepharitis via slit lamp (collarettes) or lash epilation results in similar prevalence.
Collarettes are a pathognomonic sign of Demodex blepharitis
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PREVALENCE OF COMORBIDITIES IN PATIENTS DIAGNOSED WITH DEMODEX BLEPHARITIS

Patients that presented with collarettes (%):

@ QA § @ 0O

Cataracts® On dry eye Glaucoma? Meibomian gland Contact lens Facial rosacea®
prescription! dysfunction® wearers!

56% 60% 65% 57% 51% 60%

Teads totear

symptoms?
impact’ hordeola and halazon ‘moiy the course of discase!

Demodex blepharitis is present in some of your most commonly seen patients

51

WELCOME XDEMVY (LOTILANER 0.25%)- TARSUS PHARMACEUTICALS

* Only known treatment to eradicate Demodex mites

« Preserved topical drop

 BIDx 6 weeks

* Effect lasts up to 1 year

53
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THE NEGATIVE BURDEN OF DEMODEX BLEPHARITIS IS VERY REAL

80% of patients report negative impact on daily life*

«  Atlas multicenter, observational study (N=311)
« Evaluated the clinical and patient-reported impact of Demodex blepharitis

« Inclusion criteria:
9
At least 1.0 mites per lash 51%
>10 colarettes on the upper eye lid Experienced signs and

At least mild erythema (redness) symptoms 24 years

Common symptoms that were frequently bothersome*: 58%
i Never diagnosed

S o o O

55% 46% 23% 21% 33%
Itchy Di Foreign bod Wate Made at least 2, and sometimes >6,
s DY ataon) e Vit 0. doctor for this condition

52

MECHANISM OF ACTION OF TP-03 (Lotilaner Ophthalmic Solution, 0.25%)

6‘ TP-03 : Lotilaner ophthalmic solution 0.25%
S (Tarsus Pharmaceuticals, Inc.)

Limer

Lotilaner functions as a noncompetitive antagonist of
mite and arachnid GABA-gated chloride channels*?

Directly paralyzes the mite nervous system through

parasite-specific GABA inhibition, leading to death’?

Product form®

Preserved (sorbate) multidose
eye drop solution in bottle

The lipophilic nature of the drop suggests its ability to
flow into the oily sebum of the lash follicle where the
mites reside?

Dosing®
Twice daily for 6 weeks

54



SATURN-1 AND SATURN-2 | PIVOTAL CLINICAL STUDIES OF TREATMENT FOR

DEMODEX BLEPHARITIS

Consistent cures and responses demonstrated in 2 pivotal

involving 833 patients

trials, the largest clinical program for Demodex blepharitis,

significance

The primary and all secondary endpoints (collarette cure,
mite eradication, lid erythema) met with high statistical

2 weeks

Clinically and statistically significant effects seen as early as

Very high responder rate to TP-03: 96% of patients improved
@ at least 1 collarette grade; 89% achieved a clinically

N meaningful cure

Efficacy goal

17 collarette cure rate,
" mite eradication,

2° redness + collarette

cure rate

Safety goal
Well-tolerated safety
profile
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COLLARETTE SCALE USED TO DETERMINE SEVERITY OF DEMODEX BLEPHARITIS

Grades 2-4 Indicate Clinically Significant Disease

Grades 0-1 Indicate Clinically Meaningful Cure

GRADE 1 GRADEO

+ 523 of lashes on id with .
es on ld with collarettes

collarett
+ Approximately 100
colarettes/lid*

+ Approximately 150
collarettes/lig*

+ Approximately 50
collarettes/lid*

. 1/3 0f
Tashes on lid with collarettes

ttion increase with

AVERAGE BASELINE = GRADE 3 FOR SATURN-1and SATURN-2 STUDIES2

55

PRIMARY ENDPOINT OF COLLARETTE
CURE (<2 COLLARETTES) ACHIEVED

Average Baseline (Grade 3)

ao% : Collarette Cure (0-2 collarettes)*

Prmary Exdpoin

Collarette Cure (Analysis Eye)

Days Day1s Day22 Daya3
(2111208 (2041208 (Ne207]208)  (N=208[204)

W p03 M vehicle

Colarette Cure (Analysis Eye)

Days
(=195 208)

Grade 0

Saturn-2: Collarette Cure (0-2 collarettes)>*

“pe0.0001

oay1s
(n=1921201)

W o3

Regulatory endpoint of statistically significant Complete Collarette Cure in
TP-03 group compared to vehicle observed by Week 2

oay22
(N:1951200)

oayaz
(N1931200)

W vehicle

57

OCULAR ADVERSE EVENT SUMMARY

* Overall there were low rates of ocular AEs across both studies

Saturn-1: Treatment-Related Ocular AE Rates 21%! Saturn-2: Treatment-Related Ocular AE Rates 21%2

TP-03 (n=212) Vehicle (n=209) Vehicle (n=209)
Instillation Site Instllation Site
pamBomning/etinging 25(11.8%) 16(7.7%) Paim/Buming/Stinging 16(7.9%) 14(6.7%)
Instillation Site Pruritus 3(1.4%) 7(33%) Instilation Site Pruritus 1(05%) 1(05%)
Visual Acuity Reduced 3(14%) 5 (2.4%) Visual Acuity Reduced 1(05%) 3(14%)
Eye Pain 3(1.4%) 2(10%) Eye Pain 1(05%) o
Eye Discharge 3(14%) 1(05%) Eye Discharge 1(05%) 0
Dry Eye 0 1(05%) DryEye 3(15%) 1(0.5%)

; ; 1 moderate . 2 moderate 1 moderate

AE Severity Allmild Al others mild AE Severity Al others mild Al others mild

All AEs were mild or moderate

lashes + the lashes
+ FDA primary endpoint
Complete cure of collarettes
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(<10 COLLARETTES) ACHIEVED

CLINICALLY MEANINGFUL COLLARETTE REDUCTION

Average Baseline (Grade 3)

Saturn-1: Grade 0 or 1 (<10) Collarettes*
*pe0.0001

Collarette Cure (Analysis Eye)

§ 08 8 § 8

Colarette Cure (Analysis Eye)

g

oaye Day15 0wy 22 ooy a3
(2171208 (V2081208 (N2071206  (N-209| 204
W 703 M vehicle
clinically Collarette
Week 2

Days
=196 | 206)

in TP-03 group compared to vehicle observed by

Grade 0

Saturn-2: Grade 0 or 1 (s10) Collarettes?
g

*pe0.o001
%

*pe0o001

Day1s Day22
(N192 201 (Nelss [200)  (Ne1s3] 200)

W03 M vehicle
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Saturn-1 Extension Study
0%, Ma

turn-1 Extension

Extended Observational Safety Trial to Evaluate the Long-Term Safety of

Lotilaner Ophthalmic Solution, 0.25% for the Treatment of Demodex Blepharitis

Erythems Cure (Grade 0 Erythems

Statsticaly significant difference between TP-03 and vehicle
achieved at Days 180 and 365 after 43 days o BID dosing

Baseline (Day 0)

Extremacure i)
E]

Baseline (ay 0) Post Treatment (Day 43)

Grade s

B asassz

pE— e a8 0 s
LY
B venide

Doy — Dayim — Dayses
WaRSion sy ensios)

RIS i atLeastOne Treatment Group

59
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Xdemvy thoughts

The Dry Eye Scene

Tell Me About Something New... Please!!

61
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The newest thing in
Dry Eye- Miebo
* Miebo (Perfluorohexyloctane) — B&L

* Indicated for treatment of evaporative Dry
Eye Disease

* Mimics critical function of meibum

* QID (for how long)?

Miebo — Mechanism of
Action

Meibo is a perfluorocarbon

A portion of the molecule anchors in the lipid layer

The other portion rises away from the lipid layer

Creates a low surface tension which allows for rapid
spread across surface

Forms an anti-evaporative layer

Inhibits tear film evaporation for up to 6 hrs

64

Miebo — unigue characteristics

* 100% drug (active ingredient)

* No vehicle

* No preservative

* No water

* Very small drop (11 mcl)

« Safe for long term usage

« Indicated for evaporative dry eye

* Reduces blink friction
* Improves tear film homeostasis
* Gets into glands and stays for 24 hrs
* Reduces evaporation by 28%
(even more w/ more meibum)

How do you diagnose evaporative dry
eye?

So where does
Miebo fit into our
dry eye protocol?

65

66
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The New Dry Eye Hot Topic-
Neurotrophic Keratitis!

* What is NK?

* How does it look clinically?

* What are the symptoms?

* How do you diagnose NK?

* How do you treat NK?

67
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* Degenerative Corneal Disease Characterized
by:
* Impaired corneal healing
« Decreased Corneal sensitivity
* Spontaneous epithelial breakdown

Neurotrophic
keratitis

* There is usually a predisposing cause, but
impaired trigeminal nerve innervation is the root

* Symptoms may be absent- certainly
underwhelming in comparison to their corneal
appearance

Herpes eye
iecions NK symptoms
Conditions such as
Injury 10 the eye such diabetes and
as chemical burns /.. A multiple sclerosis
£y &~ * Dryness
Neurot * Reduced Blink
Keratitis Surgical I+ <---+1 Chronic use of
; - procedures topical treatments
involving the (such as some .
eye or brain preserved glaucoma * Blurred Vision
medications)
< W * Photophobia
Chronic Chronic
inflammation contact
from dry eye lens wear N
* Px may be asymptomatic
* History

NK-

. . « Slit lamp exam — corneal appearance
Diagnosis

« Corneal sensitivity testing

12
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NK — Stage 2

NK- Stage 3

73

74

* BCL?
N K * Autologous serum

Tre at m e nt * Cryopreserved amniotic membrane

* Oxervatel!ll

Oxervate- cenergemin
(Dompe)

* Synthetic rhNGF
« Structurally identical to endogenous NGF

* Improves corneal nerve
function(innervation)

* Promotes tear secretion
* Fosters epithelial cell growth

75

What exactly is Neurotrophic Growth Factor?

+ NGF induces corneal healing and has the potential to restore sensitivity and may modulate inflammatory reactions in the eye
+ NGF has the potential to increase tear production and conjunctival goblet cell density and promote nerve regeneration after mechanical coreal nerve injury.

* NGF activates TrkA and p75 Neurotrophin receptor expressed on comeal epithelial cells and sensory neurons and may stimulate mucin release and goblet cell
ifferentiation

.+ NGFisa g neurotrophin is differentiation, growth and neurons

. comeal nerves pr phic support to acular surface tissues (p: ly epithelial cells and 3t healing
and maintain anatomic integrity.

« Epithelial cels release neurotrophins, neuropeptides and growth factors (eg. NGF) from epithelial cells and keratocytes that mediate nerve fiber survival,
differentiation and maturation.

+ Corneal nerves stimulate blinking and tear production.

- factors and nutrients i

Oxervate

1 DROP 6X/DAY

DELIVERED OVER A 12 8 WEEK TREATMENT
HR PERIOD DURATION

77

78
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Oxervate data

« 8 week study period- compared to placebo
* 72% achieved complete K healing
* Absence of NaFl stain at lesion site
* No persistent staining on rest of corneal surface

* 80% remained completely healed at 12 mths

* Most common AE — Eye pain (12%)

A lesser New Thing

» Tyrvaya (varenicline nasal spray 0.03mg)
— Viatris
» Works by activating trigeminal parasympathetic pathww ia the nose
» Increases basal tear production i
» Dosage- 1 sqn each nostril Q12H
» Unique Home Delivery System

79 80
Cool Man- But Does
Tyrvaya Really Work?
81 82
Onset of action measured at ~5 minutes
after first administration* | Percentage of patients with >10-mm increase from
baseline in Schirmer's Test Score (STS) at Week 4**
ONSET-1 ONSET-2
: ONSET-1 ONSET-2
Pam P01 Treatment Group
83 84
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Eye Dryness Score also
improved by 2-3X at
Week 2 and Week 4

85

SOlell Me Oh Great One-
WhatiBo \We Really Think
Aboutilyrvaya?

* Sneezing -82%!!

* Cough — 16%

'S

* Throat Irritation — 13%

* Nose Irritation — 8%

2/20/2024

Steroid Update

88
Steroid Update Lotemax SM
\ * Emulsion so no shaking required
* Btw why is that a big deal?
* Lotemax SM (loteprednol 0.38%)-B & L * Very low concentration of BAK (.003%)
* SM = submicron particles -
* Enhances dissolution of drug into tear film * Does not blur vision as much as LE Gel
« This effectively doubles penetration through cornea when compared to LE Gel * Quickly turns into a viscous liquid
* Lotemax gel and Lotemax are 0,5% concentration
« Steroid response rate?
« 2 out of 409 had 10mm or higher rise in 10P after 18 days
89 90
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Inveltys (Kala/Alcon Pharmaceuticals)

\

* Loteprednol etabonate 1%

* Indication — Tx of post-op inflammation and ocular pain

* BID dosing

* Nanoparticle technology allows for increased penetration and increased drug

concentration into target tissue
* Doesn’t bind (as much) to mucin

Inveltys

Time to Zero

inflammation

©24% at Day 8

©50% at Day
15

Time to Zero

pain

©43% at Day 4

® 69% at Day
15

2/20/2024

91 92
So what do we make of Inveltys? Eyesuvis- loteprednol etabonate (0.25%)
Alcon
« Clinical Indication- Short term therapy for the signs and symptoms of dry eye
* Itis a suspension, so...
« Dosage — BID x 2 weeks
* Does not need to be tapered
= ©®
(= ) * For the treatment of Dry Eye “Flares” —
+ Isa dry eye flare really a thing?
Would you change your What about for Ocular How expensive is it??
post-op regimen? Surface inflammation?
* Sois it just another Alrex?
93 94
Eyesuvis — Clinical Studies
Clinically Significant improvement in both:
« signs (ocular discomfort) Y ES TH E R E IS A CO U PO N
* Symptoms (redness)
In Dry Eye patients at both: FOR EYESUV'S | I '
* Hour 4 “ e
« Day 14
0% Steroid responders in study
MPP technology increases penetration through tears and
contact time on conjunctival surface
96
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| FOR PROFESSIONAL USE ONLY
NOT FORSALE

Tobradex S
(Eyevance)

2/20/2024

Who Doesn’t Like Tobradex??
—

«Half the steroid concentration
«Less steroid response
«Indicated for “steroid-responsive inflammatory conditions”

’7 What's not new with TD ST?? —‘

«still a suspension so it still needs to be shaken
«1t should still be tapered

R \Vhat's with the ST??

«Increases retention time on ocular surface
« Enhances bactericidal activity
« Equal to TD in anti-inflammatory ability

Is there any reason to RX “regular “ Tobradex any longer?

98

1 More Topic

Autologous ,\-———" i 1
Serum : ¥

More aptly called Eye-Platelet Rich Plasm:
(EPRP)
Eyedrops created from patient’s own blood

Autologous Serum — The
How

Blood is drawn and spun down

WBC and RBC are all
platelets and grow!

99

100

Autologous plasma is rich in platelets and
growth factors

Growth factors enhance proliferation and
wound healing

Autologous Serum — The
Why

Growth factors restore damaged ocular

surface by inducing mesenchymal and
epithelial cells to migrate and proliferate

IO
e
T
cCE——
T

Autologous
Serum —
The What
For?

101
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ima study
—Am

Ophthalmol,
2005

* E-PRP for Dry Eye

 Conclusion- Autologous plasma is
superior to conventional treatment
for improving ocular surface health
and subjective comfort

* E-PRP improved tear stability and vital

staining scores (RB)

Autologous

Serum
Studies

&
®Alio — Ophthalmology 2007

©E-PRP improved symptoms —
photophobia, pain, inflammation

@E-PRP facilitated re-epithelialization
©E-PRP promoted wound healing
®Improved VA

@*“.. In the majority of the patients in the

”

103

Autologous
Serum

What Does it
Really Mean?

, -—"

 Autologous Serum brings growth
factors directly to compromised
eye.

 Diseased eye is not getting
nutrients to help healing

« Diseased eye is undergoing chronic
tissue breakdown

« E-PRP breaks that cycle

\
\

104

Autologous
Serum — Clinical
Questions

* What is the dosage?

* Where should it be kept?

* When should it be Rx'd?

* How Can | actually Acquire 1t???

\N | * Regener-Eyes - The first topical biologic eye drop. g y
e C O e + Multiple Allogenic Proteins Paracrine Signaling
(MAPPS) . .
R « Derived from mesenchymal tissue Blocks Inflammation
e g e n e r_ * Promotes Tissue Healing
: ?.iﬁ%fh"}i?::"“ e otelines, chemokines and * Signals Human Growth Factors
E e S * Recruits more chemokines ( which further promote wound healing).
+ But you don’t have to get a blood draw!
* Immunomodulators

18
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« Dosage — 1 drop up to 4x/day
* 2 strengths- Professional and Lite

* Professional strength must be
refrigerated

Regener-Eyes

* Preservative Free
« Lasts for 90 days once opened

* Unique delivery model

* A \Very Hot Topic!

* We have 1 approved drug for Geographic Atrophy

Macular
Dege ne ratlo n * We will have another one approved in August
U pdate « What Do They Do?

* How Are They Different?

109

Syfovre (pegcetacoplan inj) - Apellis

* Has been shown to decrease the rate of lesion growth in Geographic Atrophy
* When does it work best?

* Is it worth it?

111

110

« Reduction in Lesion Growth Rate

22% -

-0+ SHAMPOOLED (1=207)
O~ SYFOVREEOM (n=205)
O~ SYFOVREMONTHLY (n=202)

£
g
&
s
2
3
>3

baselinein GAlesion (mm?)

3
Visit (Month)

112

17%
18%

<0+ SHAM POOL 5
-0~ SYFOVRE £O! )
-O- SYFOVRE MONTHLY (n=201)

Mean ate of change from
baseline in GAlesion (mm)

6 2 ® 2
Visit (Month)

113

OAKSS
+
DERBY

30%
24%
o P py 20%
s 1%
-
L -

114
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* SYFOVRE reduced GA lesion growth rate vs sham pooled in lesions with
and without subfoveal involvement through Month 24*

+ Combined
LESIONS WITH LESIONS WITHOUT
SUBFOVEAL INVOLVEMENT SUBFOVEAL INVOLVEMENT

ATBASELINE ATBASEUNE

Losicns wihout subfcveal ensivoment defioed s dsince
»OLmrom the trophy usctionta the oveai center

SYFOVREEOM 4 ]6% .4 23%

(n=251) (n=155)
o, o,
SYFOVRE MONTHLY ' 1 8 /o 26 /°
(n=245) =

M OSt CO mmon * Monthly vs Every Other Month vs Sham

Adverse Events - Discomfort — 13%, 10%, 11%
* SRNVM - 12%, 7%, 3%
* Floaters - 10%, 7%, 1%
* Inflammation 4%, 2%, <1%

115
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GA drug #2-Iveric Bio
* Not yet approved
* PDUFA date early August

* Same delivery schedule as Syfovre

+ ? Can it actually improve VA?

117

Geographic Atrophy

So What Does This All
Mean for ODs and GA?

118

Presbyopia Drop Landscape

July 2023

119

120
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Pharmacologic Treatments for Presbyopia Are Emerging,
With Miotic Drops Occupying the Majority of Development

Topical Drops in Development/Approved

Active Ingredient(s) Mechanism of Action

VUITY ™ (Allergan) - FDA Approved (8ID study ongoing) ~ Pilocarpine Miotic

Carbachol: Miotic
Carbachol + brimonidine tartrate  Brimonidin
cillary musc

BRIMOCHCL = (Visus Therapeutics) revents pupll dilation, inhibits contraction of

ases bioavailability of carbacholi?, prevents redness®

CSF-1 (Orasis) Pilocarpine Miotic
PRX-100/Liquid Vision (LENZ Therapeutics) Aceclidine Miotic
Microline/Optelst ™ (Eyenovia) Pilocarpine Miotic
Acustrean ™ (Kedalion) Pilocarpine Miotic

Phentolamine mesylate
and pilocarpine

Miotic (both pilocarpine and phentolamine mesylate products)

Rl and RicEarping Cominatonkit (Ccuehis) Vasodilates small muscles (phentolamine mesylate product)*

Muscarinic Agonist Potency®

Presbyopia-Correcting Miotic Drop Landscape By Stage of
Development & Muscarinic Agonist Potency”
[ voiccuie ]

Carbachol  + Miotic!
+

Mechanism of Action

Brimonidine + prevents pupil dilation®
tartrate + Inhiblts cillary rrusd contraction®

5 Visus: Brimocho!™ Preservative-Free
* Vasoconstrictor?

@ 2555 et 5 rmamne
Kedalion: AcuStream ™
onasiscsr-1a0 @ PO
G bl

Eyenovia: MicroLinz"
1.0% or 2.0% pilo,
Ontejr devery @

@ ot
Pilocarpine  * Miotic! phentolamine

0.75% + 04%
NDA pilo Kit

O rgan: VUITY™ QD
pilo

O — Lenz Therapeutics: PRX-100
o 2 Phase 2 Phase 3 FDA aceclidine

Aceclidine  * Miotic Approval o

121

122

31 million
3 buy readers per year*
(afrznatdnegstores or supermarkets)

PRESBYOPIA % e
K/}y, 7’%40 v éf%& ;
128 million

Am eican presbyopes?®

1.8 billion
affected globally*

affacting more peopk noy
thanever before

00%
of adults at risk of
developing presbyopia
as they age®

New Therapeutics for Clinical Practice

123

* SMELLS LIKE OPPORTUNITY TO ME!!!!

e But who is our target?

* Do the drops really work?

* Will they have a negative impact on m optical?
* What about for CL wearers?

* What about for Pseudophakes?

* Are they safe?

* Do we have any new information?

125
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