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Disclosure

Minimally Invasive
» Speakers Bureau for Alcon, Allergan,
Glaucoma Surgery Biotissue, Centervue, Glaukos, Ivantis,
Workshop Oculus, Optovue, Synemed, Telscreen

Robert P Wooldridge, OD, FAAO

MIGS Concept

- Intervene earlier in disease and lower
IOP to reduce morbidity of
progression

- Reduce the need for more aggressive
surgical options while preserving that
option

- Reduce medication burden

- Some procedures limited to use in
conjunction with cataract surgery
+ Some are not restricted to use with CE
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MIGS: Micro-Invasive Glaucoma

Surgery

» Ab-interno approach
> Clear corneal micro-incision (<2.0mm)
> Conjunctival sparing

» Minimally traumatic
> Negligible disruption of normal

anatomy/physiology

» Reduce the need for more
aggressive surgical options while
preserving that option

- Reduce medication burden

Minimally Invasive Glaucoma
Surgery (MIGS)

» Bypass trabecular meshwork or use
suprachoroidal approach

» Usually performed in conjunction with
cataract surgery

» More effective in lowering IOP than Phaco
alone

» Easier for surgeon and patient than
trabeculectomy though less effective

» May reduce or eliminate dependence on meds

P

MILD-TO-MODERATE GLAUCOMA PREDOMINATES

Patients with Glaucoma

77% mild-to-moderate

Paradigm Shift to Surgical Options Earlier
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iStent® (Glaukos)
CONCOMITANT CATARACT & GLAUCOMA PATIENTS - US Indication For Use

Significant treatment opportunity with more than 1in 5 eyes
with cataracts on OHT medication

™
4.3M US Cataract Procedures \ Li
A

22.3% Cataract
+ Minimum of 1
OHT Med

The iStent Trabecular Micro-Bypass Stent is indicated for use in
conjunction with cataract surgery for the reduction of intraocular
pressure (IOP) in adult patients with mild to moderate open-angle
glaucoma currently treated with ocular hypotensive medication

Specifications
iStent is the smallest medical device known to be
implanted in the

snorkel
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S pec ificat | ons Therapeutic Objectives

Designed to be used in conjunction with cataract surgery
to safely and effectively reduce 10P while facilitating the
eye’s natural outflow in mild to moderate OAG patients.
iStent Specifications
Tonatacd ooy Height: 0.3 mm * Lowers IOP while helping to reduce medication burden
Decrease risk of IOP fluctuations associated with non-adherence to
prescription medication regimens

ade, nonferromagnetic titanium * Avoid serious complications associated with end-stage filtration and
Heparin coated to promote self-priming shunt procedures
Spare the conjunctiva and safely preserve future treatment options
* Minimizes risks of hypotony and bleb related complications

Snorkel: 120 pm (inner diameter)
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iStent Surgical Procedure Injector System

Placed in the eye during cataract
surgery

The complete procedure is typically
accomplished in 15 to 20 minutes
per eye

iStent has an overall safety profile
similar to cataract surgery

The natural episcleral back pressure

of 8 to 11 mm Hg, minimizes the risk
of hypotony'2

1. Rosenquist R, Epstein D, Melamed S, et al. Outflow resistance of enucleated human eyes at two different

perfusion pressures and different extents of trabeculotomy. Curr £ye Res 1989;8:1233-40.
2. Samuelson TW, Katz L, Wells JM, Duh Y-J, Giamporcaro JE. Randomized evaluation of the trabecular
micro-bypass stent with phacoemulsification in patients with glaucoma and cataract. Ophthalmology
2011;118:459-467

Single Use Disposable Pre-loaded
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Surgical Procedure THE iStent inject W TRABECULAR MICRO-BYPASS

For patients with cataracts and glaucoma,
iStent inject W is:

FDA approved therapy for the treatment of
elevated |OP in adult patients with mild-to-
moderate primary open-angle glaucoma in
conjunction with cataract surgery

«  An ab interno, micro-bypass system designed
to restore natural physiological outflow
through two openings through the trabecular
meshwork

+  Built on a proven platform of technology with
an excellent safety profile

e
« Rails are seated against scleral wall of Schlemm’s canal
« Snorkel sits parallel to the iris plane
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RESTORE THE PATHWAY FOR NATURAL OUTFLOW

iStent inject W creates two patent bypass pathways through the trabecular
meshwork, resulting in multi-directional flow through Schlemm'’s canal
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PULSE-DEPENDENT COLLECTOR CHANNEL MOTION VIDEO
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AQUEOUS ANGIOGRAPHY VIDEO

Immediate and more
expansive flow post iStent
inject implantation

) « Arcs of flow that can span
Agueous Angiography 56 clock hours

May re-establish flow in
previously dormant outflow

Before and After Stenting

Alex Huang, MD, PhD channels
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AQUEOUS OUTFLOW AS A MECHANICAL PUMP

OCT Stunty of Mecharverd Properties
Associated with Trabecubor Mestork and
Crernel Motion in Human

Murray A. Johnstone, MD
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TRABECULAR MESHWORK PULSE-INDUCED MOTION VIDEO

Sclera
Schlemm’s

Canal

Ciliary
Body
Trabecular Anterior

Meshwork Chamber
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Pre-operative Considerations

» iStent Candidate
> Mild to moderate open angle glaucoma (no more
severe than a mean deviation of -12dB)
> Visually significant cataract is present on
examination
- Patient desires to reduce dependence on
glaucoma medications
Any patient with cataracts being treated for mild to
moderate open angle glaucoma with medications may
be a potential candidate for an iStent’

1 SeeDi for Use for a completelst of
Precautions
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iStent Pre-op Care

» Review risks and benefits of possible medical and
surgical treatment options

» Do NOT promise that the patient will be able to
stop some or all of their glaucoma medications

» Continue current glaucoma medications through
day of surgery

» Confirm patient’s VF, ONP and OCT are up to
date

» Gonioscopy - evaluating for synechia, iris

processes, narrow anatomical angles, angle

recession or any other abnormalities of the

angle structure that may interfere with

cement of the iStent

25

iStent inject W SURGICAL PROCEDURE
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iStent inject PIVOTAL TRIAL

Study Design
Prospective, multicenter, 3:1 randomized
controlled trial Study met all
iStent inject + phaco vs. phaco alone effectiveness

endpoints’

Follow-up through 24 months, with baseline
and annual washouts

+ 505 total subjects randomized

X High safety profile,
Efficacy Endpoints similar to cataract

surgery alone’

Primary: 2 20% reduction in unmedicated DIOP

+ Secondary: Mean reduction in unmedicated DIOP
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POST-OP IMAGES

iStent inject W iStent inject - 2-year post-op
Courtesy of Dr. Florian Rufer Courtesy of Dr. George Reiss
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iStent inject PIVOTAL TRIAL

PROVEN EFFICACY"

PRIMARY ENDPOINT: SECONDARY ENDPOINT:
220% Reduction in Mean Unmedicated
Unmedicated DIOP DIOP Reduction

75.8% 7.0 mmHg

£4=13.9%
P=0.003

&=1.6 mmHg
P=<0.001

24 Months 24 Months

I iStent inject + Phaco (N=380) Ml Phaco alone (N=118)
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iStent inject PIVOTAL TRIAL
OTHER OBSERVED DATA'

Change in Unmedicated DIOP —
iStent inject + Phaco

24.823.4

171436

Unmedicated DIOP
<18 mmHg

63.2%

Month 24

ject responders medication-free at 23 months

Medication reductionis subject to the discretion of the physician.
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HENGERER (3 YEAR)

A —

SUSTAINED MEDICATION REDUCTION'

Medication Use Over Time

54

% Eyes
b
B

Precp. 3 Yoar

74%

on 0 or 1 medications
at 3 years compared
10 21% preop

68%

reduction in
mean medications

Medication use decreased
8
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HENGERER (3 YEAR)

LONG-TERM IOP REDUCTION AT 3 YEARS'

Intraocular Pressure Over Time
24 224282

37%

) reduction
E 20 in mean IOP
E
o \
Q AN 0
» . 100
H B 145223 (o]
S
= 4 —& —@ of patients with
148222 18317 10P < 18 mmHg
12z ' ' . )
Preop 1 Year 2 Year 3 Year
n=81) n=71) (n=52) (=41}

Hydrus® Microstent

Flexible, 8 mm

At ANTERIOR CHAMBER FACING.

Nitinol (highly biocompatible

Scartoia ; .
< - material used in
: : cardiovascular stents)
windows i
- Contoured to match canal
B: CanaL FaCiNG curvature
E : . Three open windows face
—— — anterior chamber
. - The canal-facing surface is

Fytus i 8 rgitered rademac o hants, e,

completely open for
unobstructed collector
channel access

HORIZON Trial: Study Design’

+ Inclusion: Mild/moderate POAG (VF MD
>-12dB), cataract, 1-4 medications, no prior
glaucoma surgery, prior SLT

Eligibility

Wash Out & DIOP

« Aiter 4 week wash out: Mean diumal IOP

Cataract Surgery 22-34 mmHg

« Treatment: 2:1 randomization in the OR to
Hydrus or phaco only after successful PC IOL

« Primary Endpoint: 20% reduction in washed
out diurnal IOP at 24 months

Hydrus
Microstent

« Secondary endpoint: Change in mean
washed out diurnal IOP at 24 months

mean and counts at each visit

1,3,6,812,18,24M + Statistics: 0% power for primary endpoint;
Intention-to-treat analysis
12 & 24M Wash Out Kuldev Singh, MD, MPH Medical

Monitor

1 Samuelson TW, Chang DF, Marquis . et al. o
The HORIZON Study. 126:29-37.




HORIZON: Primary Endpoint’

20% REDUCTION IN WASHED OUT DIOP AT 24 MONTHS

Increasing treatment effect through 24 Months
100%

85.9%

90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

12 Months 24 Months

pr— e Rz su

HORIZON: Medication Free!

MEDICATION FREE0-24 MONTHS

Largest treatment effect of all MIGS pivotal trials to date
100%
90%
2 81% o
0% G 78%
70% 24 Months
60% 0%

0% 51%

% Unmedicated at Viist

40%

30% ;
R

N=369 Hydrus and 167 phaco

S
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Cumulative Adverse Event
through 24 Months'

Hypotony < 6 mmHg > 1 day

< R, ot . A Scerm canal micostnt frincculr prs
haimcgy 20151202937
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HORIZON: Secondary Endpoint!

CHANGE IN WASHED OUT DIOP AT 24 MONTHS

Largest IOP reduction of all MIGS pivotal trials to date’
0.0

A=-21 mmHg

50 P <0.001

_ Mean Change in DIOP - mm Hg

10.0 [
12 Months 24 Months
SRR 8P A St o oy S Gt Bl e e S 3 s o
EE P o R, S o oo o (550 o e e S

38

HORIZON: Medication Free'

MEDICATION FREE 0-36 MONTHS
Durable effect through 3 Years

100%

73%
80%
I
s
%
60%
3 48%
g
g
3 o
g 40% 36 Months
5 A=25%
= P<0.001
20%
0%
1 Day 12 months 24 Months. 36 Months

et on i i, .

HORIZON: Stable Central ECD*

HORIZON Trial: Average Central Endothelial Cell

mHydrus+CS  mCS Only

st on il —ant, .
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https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf8_P080030B.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=ilrVhnSjjUFhQmsoZ56I7ezVks39LMVHkCIu0cyipXk&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf8_P080030B.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=ilrVhnSjjUFhQmsoZ56I7ezVks39LMVHkCIu0cyipXk&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=

Hydrus' vs. CyPass?: Difference in ECL

Between Group Difference in Central %ECL through 5
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Outflow Comparison: Two iStents and Two iStent injects

Outflow Facility Effects of Three Schlemm's Canal MIGS

Caral B. Toris!, Padenanabhan P Pattabiraman!, Thomas W.

Samuelson?, Douglas Rhes!

{Case Western Reserve University, Cleveland, OH, TUniversity of Minnesots, Minneapolis, MN

ISTENT
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11,300 k
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AGS 2018 Poster

OUTFLOW FACILITY
10 Eye Bank Pairs

Difference = 44% (P=0.001)

é

21STENTS 2muECTS

ISTENT INJECT

§ Lumen area calculated_based on published data — (Ref. Directions for Use - US Food and Drug Administration. Summary of Safety and Effectiveness
Dala (SSED): Glaukos iStent® Trabecular Miro-Bypass Stent. US Food and Drug Administation websie.

Published June 25, 2012

“Directions for Use - US Food and Drug Administration. Summary of Safety and Effectiveness Data (SSED): iStent inject Trabecular Micro-Bypass System.

US Food and Drug Adminisiration website. https:/jwunw.accessdata fda. govicdrh_docs/pd17/P170043b.pdf. Published June 21, 2018)
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Primary Endpoint Comp

al
IOP REDUCTION 2 20% AFTER MEDICATION WASH OUT

A=19.5% A=14.4% A =13.9%
p<0.001 P=0.003 P=0.003
100% HORIZON: 24 COMPASS: 24 INJECT IDE: 24
Months' 100% 1 Months? 0%
8o 80% 80%
60% 1 60% 60%
40% | 10% 40%
125%
20% 20% 5. Phaco 20%
Ne374 =131
0% 0% 0%
Hydrus ___CS Only Cypass _ CSOnly Inject s Only
Intention-to-Treat analyss intention to Treat An per Protocal Analyss
1. Samuelson TW, Chang DF, Marquis R, et al in primary

and cataract: The HORIZON Study. Ophthalmology 2019;126:29-37.
2.US Food and Drug Adminisiration. Summary of Safety and Effectiveness Data (SSED): CyPass® System (Model 241-8) . US Food and Drug
iocs/pdf15/P150037B.pdI. Published July 29, 2016.

Admi website

3.US Food and Drug Administraion. Summary of Safey and Efecivensss Data (SSED): Ston e Trat
docspdi17/P170043b pdf. Published June 21, 2018

and D st

ibecular Micro-Bypass System. US Food
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Safety — Stable from Year 2 to 3

Cumulative — 2 Years' Cumulati 3 Years?
HYDRUS MS Cs Only HYDRUS MS. CS Only
(N=369) (N=187) (N=369) (N=187)

Post Operative Events

10P related events -
10P elevation (210 mmHg, >30 days) 0.5% 27% 0.8% 27%
Hypotony < 6 mmHg > 1 month o o 0 o
Loss of BCVA 2 2 lines after 3 months 14% 16% 14% 27%
Loss of HVF - MD 22.5 d8 4.3% 5.3% 5.9% 7.4%
Uveitis/lritis requiring steroids 5.6% 3.7% 5.6% 3.7%
Nickel/allergic reaction 0 - ° -
Device Obstruction/PAS
Obstructive 3.8% o 3.8% °
Non - obstructive 14.9% 21% 16.3% 21%
Laser procedures (tissue ablation/SLT) 0.8% 0.5% 16% 21%
1. Samuelson TW, Chang DF, Marquis R, et al. A Schlemm canal microstent for [ in primary
and cataract: The HORIZON Study. Ophthalmology 2019;126:29-37.
2. Data on fie
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THREE PIVOTAL TRIALS - MIGS + CS
Demographics & Pre Op Status

HORIZON' COMPASS? iSTENT INJECT?

HYDRUS | CSOnly | CYPASS & CS Only INJECT CS Only
N 369 187 374 131 387 118
Age 718 71+8 70+8 70+8 698 70+8
Female - % 56% 56% 53% 55% 58% 54%
Caucasian - % 79% 82% 84% 82% 73% 73%
‘S;“" Fleld- | 36125 | 36226 | 34229 | 37430 | 34£33 | 3431
:;’“'op S| 479431 | 181231 | 174229 | 176+30 | 175430 | 175428
Mean 17 17 17 22 16t 15t
Washed out
DIOPS - mm Hg 255+3.0 254129 | 244128 245+30 | 24833 245+31

st patiers shawn (Ref #2). 1 Mean medaton count derved from data i et SSED (Ref

0 mediatons at baseine (0=67). Average 10P and meds

§Included DIOP range w ), 21:36 (NJECT

4. Samuelson TW, Chang DF, Marquis R, et al. A Schiemm canal a inp pen-ang
laucoma and cataract The HORIZON Sty Opthalmology 201:126:26-3.

2,US Food snd Drug Adminstato, Summary of Sfety and Efsctieness Data (SSED).CyPasad Sysem (Madsl 241-5). US Food and
Dru fcdth_docs/pdf15/P1500378 paf. Published July 29, 2
3. US Food and Drug Administration. Summary of Safety and Effectiveness Data (SSED): iStent inject Trabecular Vi Bypass System.
US Food and Drug Administration website. htps:/jwww.accessdata.da.gov/cdth_docs/pdf17/P170043b.pdf. Published June 21, 2018
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Secondary Endpoint Comparison
DIOP REDUCTION AFTER MEDICATION WASH OUT

HORIZON: 24 COMPASS: 24 INJECT: 24

00 ths' mm 0o hs? ALY - =0 G
-1.0 -1.0 A
20 20 .
-3.0 -3.0
40 40
5.0 . 5.3 5.0 ry 2
60 60
7.0 — 7.0 =
8.0

A =17 mm Hg

A =1.6 mm Hg

9.0 A=23mmHg 9.0
10c P <0.001 100 P<0001 ~ <0001
=Hydrus mCS Only =Cypass mCS Only miInject mCS Only

per Protocal Anaysic

1. Samuelson TW, Chang DF, Marguis R, et al. A Schiemm canal microstent for nraocular pressire reduction in pimary open-angle glaucoma and cataract: The
HORZON Sty optralnolog 20101262937
US Food and Drug Adminitration. Sur

US Food and Drug Administration
ol Publshed Juy 29,

5. US Foodand g Adminsaon, Summany ofSafely an Efectvenes Daa SSED | on et Traocular Mo Bypass System. US Food and O
wbished June 21, 2015
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https://drive.google.com/file/d/1jl1JhJjHXNnYXwJ8BCPb4xNlIsZDtxJ5/view
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf8_P080030B.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=ilrVhnSjjUFhQmsoZ56I7ezVks39LMVHkCIu0cyipXk&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=
https://www.accessdata.fda.gov/cdrh_docs/pdf15/P150037B.pdf
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=
https://www.accessdata.fda.gov/cdrh_docs/pdf15/P150037B.pdf
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=
https://www.accessdata.fda.gov/cdrh_docs/pdf15/P150037B.pdf
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.accessdata.fda.gov_cdrh-5Fdocs_pdf17_P170043b.pdf&d=DwQFaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=7v0mvbZziyglV_JbvkNN9i9xwh81rnJrkw9n6Ai3Jsc&m=dSQa8Eurv51s_elvsZKUJ_Xj1dnzOoEP4y4DCXYahJ0&s=aVWAVcr6fly-ehqleI96x141XV8UAeN1Sv6-w1fS2N0&e=

OMNI™ SURGICAL SYSTEM

Reservoirand Infusion Pump.

(insidie the handle]
Retainer Pin

Control Wheel

Microcatheter

Cannula
b ViscoelasticFluid

‘The OMNI™ Surgical System is a manually operated device for delivery of small amounts of viscoelastic fluid,
for example Healon® or HealonGV® from Abbott Medical Optics (AMO), Amvisc® from Bausch & Lomb, or

INDICATI PROVISC® from Alcon, during ophthalmic surgery. It is also indicated to cut trabecular meshwork tissue
during trabeculotomy procedures,
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ANTERIOR SEGMENT PROCEDURES WITH THE OMNI™ SYSTEM

Trabeculotomy (ab interno)

Transluminal Viscoelastic Delivery

51

OMNI™ SURGICAL SYSTEM

5/13/2022

t-fi dures in one device

Combines two distinct impl

Transluminal

viscoelastic delivery

Titratable
trabeculotomy

Targets three points | 1 Trabecular Meshwork

of resistance in the

conventional outflow | 2- Schlemm’s Canal
pathway: 3.Distal Collector Channels
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Eachof

ly
own Category 1 CPT code.



