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Glaucoma Surgery (MIGS)

Neal Tolchin, MD

Minimally Invasive Glaucoma
Surgery (MIGS)

Are they worth it?

leading cause of blindness
world wide

In the U.S. there are an estimated 3.7 million cases of glaucoma, and which
willreach over 4 million cases in 2 years.

| . Glaucoma is the second

Standard treatment options
for Glaucoma

1)/ Ocular Medications
) Laser Trabeculoplasty
Surgery

Visual field loss of all the
above include:

Long-term corneal surface damage
eNb6n-compliance (90% after 6 month?2)
urability of response to drops and to laser trabeculoplastics

eSurgical risks with conventional frabeculectomy and valve placement
procedures

eVisual field loss progression despite medical therapy
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MIG (Minimally Invasive
Glaucoma Surgery

e An alternative option to traditional freatment
o Less risks than trabeculectomy and valve placement procedures

o MIGs surgery with cataract surgery lower infraocular pressure better than
cararact alone.

e As many as 20% of cataract patients might have glaucoma comorbidity.

Figure & Lower-lying filtering bleb in XEN45 gel implant at 6 months.

MIGs Goal

Intervene earlierin the disease and lower IOP to reduce morbidity of
glaucoma progression through a procedure

o ABInfemo

MinimallyTramatic

MIG Procedures

There are MANY different choices, and even different surgical options within
certain categories.

o Safeand effective
 Ropidrecovery
o Reducemedicationburden

o Willreduce fhe need for more aggressive surgical opfions while these opfions,

Endoscopic
Cyclophotocoagulation
IECP)

iStent and iStent Inject

e Destroys ciliary body epithellum to lower IOP (decreasing aqueous o Patient frabecular micro-bypass stent (s)
production) P

BT e clone proceciure e Only used in conjunction with cataract surgery
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INTRODUCING A
BREAKTHROUGH FOR
GLAUCOMA TREATMENT

PM-US-0117|

The Opportunity

= iStent inject® can help you effectively and comprehensively treat patients with
cataracts and glaucoma

+ The patient population with
cataracts and glaucoma is huge

iStent inject is clinically proven to
significantly reduce a patient’s
intraocular pressure and may
reduce their reliance on medication
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Glaucoma Prevalence and Patient
Need

Glaucoma Can Be Devastating

laucomal is the second leading cause of blindness worldwide

In the US, there are an estimated 3.7M cases of OAG, growing to more than 4M
cases by 2020, with a significant number of patients going blind every year!

= Standard Treatment Options
+  Glaucoma Medications

+ Laser Trabeculoplasty
« Invasive Surgery
~ Trabeculectomy / Shunt

iStent injectoffers cataract
patients with glaucoma a
new option that can relieve
eye pressure and may reduce

reliance on medication

Standard Treatment Options for Glaucoma

Challenges

Long-term exposure to glaucoma
medication can cause corneal
surface damage
Non-compliance to medication

— More than 90% of patients are
non-adherent, and nearly 50%
stop taking their medications
before 6 months!

Less durability in laser treatments
Risks associated with invasive surgery
Cost burden to patients & system

Mild-to-Moderate Glaucoma Predominates

Patients with Glaucoma

77% mild-to-
moderate

Paradigm Shift to Surgical Options Earlier

1ot 4 Naukes Caperaten.
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Concomitant Cataract & Glaucoma iSt_er_lt :
Patients — US -

= Significant freatment opportunity with more than 1 in 5 eyes with cataracts on
OHT medication  3.9M US Cataract Procedures

22.3%
Cataract +
Minimum of 1
OHT Med

N

MIGS & iStent inject OVERVIEW

Glaukos Technology Proven Safe and Effective Worldwide

The Goal of Micro-Invasive Glaucoma
Surgery

MIGS Definition 450 Micro-invasive glaucoma surgery: curment

. perspectives and future directions
= Abinterno
Minimally traumatic, tissue sparing = e + +
Proven efficacy
i Z

Extremely high safety profile
Rapid recovery

Years of experiepce bypassing Eyes implanted Articles published in
|trabecutar m k peer-reviewed journals

i \
o -
iStent® iStent inject®
CE Mark 2004 CE Mark 2010
FDA Approval 2012 FDA Approval June 2018

Both Utilize the Conventional Outflow Pathway

e on o 2012 a0 104 o 0 s0E7ICU 0132817

The iStent inject Trabecular Micro-

Restore the Pathway for Natural Outflow:
bypass

iStent inject creates two patent bypass pathways through
the trabecular meshwork, resulting in multi-directional flow
through Schlemm'’s canal

For patients with cataracts and glaucoma, iStent inject
S5

FDA approved therapy for the freatment of
elevated IOP in adult patients with mild-to-
modergafe primary open-angle glaucoma in
ction with cataract surgery

. /' The/first available ab interno, micro-bypass

' syStem designed to restore natural physiological
utflow through two openings through the
rabecular meshwork

Excellent safety profile similar to that of cataract
alone
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AQUEOUS HUMOR OUTFLOW

| » Conventional Outflow

+ The aqueous humor leaves the eye at the anterior chamber angle through
trabecular meshwork, the Schlemm's canal, infrascleral channels, and
episcleral and conjunctival veins.

« Trabecular oufflow accounts for 70-95% of the aqueous outflow.

= Uncoxiventional Outflow

= ' Thg aqueous humor exits through the root of the iris, between the ciliary muscle
ndles, then through the suprachoroidal-scleral tissues.

-30% by uveoscleral outflow.

AQUEOUS OUTFLOW AS A
tiT7NICAL PUMP

Murray A. Johnstone, MD

PULSE-DEPENDENT COLLECTOR

TRABECULAR MESHWORK PULSE-
INDUCED MOTION VIDEO

Ciliary
Body ~

Aqueous Angiography
Before and After Stenting
Alex Huang, MD, PhD

S Technologies

= istent inject
&= iStent
s XEN

f&% Hydrus
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iStent inject Advantages

Creates two patent bypasses through the trabecular
meshwork to restore natural outflow

«  Significantly and effectively reduces IOP'2

+  Optimizes aqueous outflow through the natural
physiologic pathway

+ Canred c/e or eliminate the need for glaucoma

medicdtions (at discretion of eye care

‘profegssional)

ellent overall safety profile similar to cataract
sprgery alone’

1 roboculor Miro Byposs S Drectons for s, Part # 45175
i Peonol xperince Tbacuer
Aup. ASCRS 2018 Psertofion

wih Catoract Sy s

May Help Meet the Needs of Your Practice
Patient Profile
= Adults with mild-to-moderate POAG
= Undergoing cataract surgery
- |Complete Procedure

= Two multi-directional stents designed to restore natural outflow
= Address cataract and glaucoma together
= Possiblé medication reduction could yield OSD symptom improvement

Patient Retg

\ = Zlinically proven IOP reduction may help prevent glaucoma progression and may decrease:
he patient's need for more invasive surgery

htion

Fits elegantly alongside cataract co-management
\\ /= iStentinject has an excellent overall safety profile similar to cataract surgery alone
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MIGS Treatment

Algorithm

Areas of Aqueous Outflow

Cars of Seromen
T e
vatetsar

MIGS devices can be used to restore outflow through:
bl

o rap— Ee Outflow Pathway ease State
(abscrbe st e, 3

Trabecular Meshwork Mild-to-Moderate

9 Suprachoroidal Space Progressive

9 Subconjunctival Space Refractory

Benefit-to-risk ratio is the ultimate

criterion in determining MIGS
treatment algorithm

Considerations for Treating Mild-to-Moderate OAG

Predictability/ Practice

v First do no harm v Ideal post-

v Consistent, v Enhances

- treatment target sustained IOP practice offering
¥ Minimal pressures of reduction over -
intraoperative, < 15 mm Hg with multiple years ¥ Minimal
short- and long- < 1 medication disruption related
term to post-surgical
postoperative v 2 20% IOP sequelae, visual
sequelae reduction from rehabilitation or

preoperative administrative
baseline! burdens

MIGS: Mild-to-Moderate Disease
[ Trabecular Bypass First |

- Designed to restore and maintain natural physiological outflow ‘
+ Up to 75% of resistance to outflow1
« Overall safety profile consistent with cataract surgery alone 1
oL Episcleral venous back pressure of 8-11 mm Hg

- Maintaining the natural pathway avoids atrophy of Schlemm’s canal! ‘
~L ~

| - Foundational therapy = preferred safety-to-benefit option for mild-
to-moderate intervention
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PREOPERATIVE

CONSIDERATIONS

Who is an iStent inject Candidate?

Patients undergoing cataract surgery with mild-to-moderate
angle glaucoma

primary open-

«  Cataract surgery patients who could benefit from better control of their IOP, which may:
allow for their medications to be reduced

«  Patients wanting to decrease risk of IOP fluctuations associated with medication

compliance or who are non-adherent to prescribed regimens

looking fo avoid the risks of more invasive procedures

/ Patignts challenged in paying for medications or who cannot tolerate

mgdications or have experienced negative side effects of glaucoma
edications

Glaucoma Patients & Ocular Surface

« Elderly (decreased tear secretion)
+ On medications for life

- Frequently on multiple topical ophthalmic
medications®

+ Abnormal tear film breakup time is associated
with increasing number of eye drops and drops
with and without BAK?

+ May undergo filtering surgery (impact on
healing)

LD, Pospice P Vit JG, ey 0. Coren mensgarment of o w10 o s
. Samiscin A, . G St Domse o Coom. B 6 Ponpr

Glaucoma Medications & Ocular
Neasrl%l)q(gs%?Mchi?ceu%sT?ec‘iCe)ds qucomu Patients

Report OSD Symptoms'

Reduction in topical glaucoma medications, which typically contain the preservative
benzalkonium chloride (BAK), can help maintain the quality of tear film and potentially
improve refractive outcomes.?

e o i G TS e S

nostic Testing for the iStent inject Procedure
nifest refraction and brightness acuity testing

Careful slit lamp examination

+ Document existence of any secondary glaucomas such as
pseudoexfoliation syndrome and pigment dispersion syndrome

Glaucoma workup

Gonioscopy — evaluating for synechia, iris processes, narrow anatomical angles,
angle recession or any other abnormalities of the angle structure that may interfere
with placement of iStent inject

Dilated fundus examination — rule out moderate/severe retinal pathology
Optic nerve head evaluation

iftent
inject’-

iStent inject

SURGICAL PROCEDURE
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iStent inject Surgical Procedure

Placed in the eye during cataract
surgery

« The procedure is straightforward,
astigmatically-neutral, and minimailly
traumatic to the eye

« iStentinject has an overall safety
profile similar to cataract surgery

+ Reduges the risk of hypotony by
utilizing the natural episcleral venous
préssure! 2

iStent inject Surgical Procedure

*

iStent inject Post-Op Images

2-year post-op
Courtesy of Dr. George Reiss

Courtesy of Dr. Marc
Toteberg
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COMPELLING CLINICAL RESULTS

KEY GLOBAL DATA POINTS
» Pivotal Trial Data- US

= The study met all effectiveness endpoints
= At 24 months, the mean reduction in unmedicated DIOP was
7.0 mmHg
= At 24 months, 75.8% met the primary endpoint of =2 20%
4 reduction of unmedicated DIOP from baseline

= 84% of iStent inject subjects that were responders were
medication-free at 23 months

= High safety profile, similar to cataract surgery alone
N / Hengerer 3 yr data- Germany
\ = At 3 yrs, 100% of patients with IOP < 18 mmHg
= This demonsirates freatment sfill safe and effective at 3 yrs

>40K iStent inject implants

17 clinical publications on iStent inject

KEY GLOBAL DATA POINTS

* Harasymowycz 1 yr data- Canada

= Medication use decreased from 2.3 to 1.2, with 45% medication-free (up
from 7% preop)

= 80% of eyes with = 1 med reduction

7 = 43% reduction in mean number of medications

+ Clement 1 yr data- Australia
= 66% are medication free at 1 year
= Medication use decreased from 1.7 to 0.6

= 5% reduction in mean number of medications

>40K implants - 17 clinical publications on iStent inject
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= Study Design

controlled trial

I-’I?ffi acy Endpoints

iStent inject Pivotal Trial

« Prospective, multicenter, 3:1 randomized

« iStentinject + phaco vs. phaco alone
Follow-up through 24 months, with baseline

rimary: = 20% reduction in unmedicated DIOP
Secondary: Mean reduction in unmedicated DIOP

Study met all
effectiveness
endpoints’

High safety profile,
similar o cataract
surgery alone!

iStent inject PIVOTAL TRIAL

Efficacy’

PRIMARY ENDPOINT: SECONDARY ENDPOINT:
= 20% Reduction in Mean Unmedicated
Unmedicated DIOP DIOP Reduction

75.8% 7.0 mmHg
61.9% 5.4 mmHg
,
A=13.9% A=1.6 mmHg
P=0.003 P=<0.001
24 Months 24 Months

M iStent inject + Phaco (N=380) M Phaco alone (N=118)

gtion reduction is subject to the discretion of the physician.

iStent inject PIVOTAL TRIAL

OTHER OBSERVED DATA!

= Change in Unmedicated DIOP -
= iStentinject + Phaco

24.823.4

e 31%

reduction from
line

Preop M24

Unmedicated DIOP
<18 mmHg
63.2%

50.0%
W iStent inject
+ Phaco
M Phaco alone
Month 24

84% of iStent inject subjects medication-free at 23 months

NO REPORTS OF:
Myopic shift
Flat AC

Choroidal hemorthage or effusion

Cyclodialysis
Hypotony 2 1 month
Hypotony maculopathy
Stent dislocation
Significant hyphema

Cormeal decompensation

iStent inject PIVOTAL TRIAL

=ExealigpdafedysRarliian overall high safety profile,

similar fo cataract surgery aione’

istent inject +
Phaco

N

Phaco Only
N

42%
I0P increase > 10 mmHg > M 21% 08%
Comeal abrasion 21% 3.4%
chiae 18% 00%
c poucoCliey oo e
Secondary glaucoma surgery
suT 0.5% 2.5%
Trabeculectomy/Express shunt 0% 08%

HENGERER (3 YEAR)

LONG-TERM CASE SERIES WITH 3 YEAR FOLLOW UP

= Consecutive case series with iStent
inject in primarily OAG eyes in
Germany!'

= n=81 eyes of 55 patients
= Patientsfollowed through 3 years, longer
followfup continuing
= ' Prepperative mean |OP was 22.6 + 6.2
( Hg on an average of 2.5 medications

Sustained
medication
reduction

Long-term
IOP reduction

Excellent

safety profile
No reports of hypotony,
PAS, myopic shifts

HENGERER (3 YEAR)

24 22.626.2

= |nfraocular Pressure Over Time

Long-term IOP Reduction at 3 Years!

@ 37%
B reduction from
:E preop IOP
£
o
o/
c
14.5+2.3
: © ®
[ 14.822.2
255
Precp 1 Year 2 Year
(n=81) (n=71) (n=52) (n=41)
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HENGERER (3 YEAR)
Ked Medication Reduction’

= Medication Use Over Time

mean medicatiol
21%vs, 74%
onQer 1

2
-

| Medication use decreased
Frecp 3 Yaar from 2.5 10 0.8

O Med 1Med BN 2ZMed B9 3Mod N 4+ Med

HARASYMOWYCZ (6 MONTH - 1 YEAR)

LARGE RETROSPECTIVE STUDY — INITIAL RESULTS!

® Refrospective case review with
iStent inject from a single clinic in
Montreal’

«  n=179 eyes of 105 patients

«  Evaluation of IOP and medication

reduction following implantation of

iStent inject with concomitant cataract

surgery i glaucoma patients

43%

reduction in mean
edications

Mean IOP (mmHg)

Medication use:
decreased from 2.3 fo
1.3, with 45% medication-
free (up from 7% preop)

Preop 6 Months -
1 Year

1 YEAR DATA (CLEMENT)
orld Results with 1 Year Follow Up!

= Refrospective case study pooling data
from four surgeons in Australia’

n=172 eyes analyzed at 1 year 18%

Evaluation of iStent inject in
combination with cataract surgery
7

follow-up planned on all

| Higl/'safety profile observed

Mean IOP (mmHg)

Medication use
decreased from 1.7 fo

0.6
Preop 1 Year

iftent
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CO-MANAGEMENT

Co-Management Considerations

Establish medical necessity for cataract and glaucoma surgery
Accurately document all preoperative evaluations or diagnostic tests
Obtain patient consent fo co-management

— Clearly explain and document patient logistics
inancial arrangement disclosures

Consent to share information between surgeon and postop care
provider

Provisions if complications occur
Signatures (patient, surgeon, co-managing doctor)

Co-Management of Cataract Example

Surgeon’s Care Optometrist's Care

0 10 90
May 1 May 12 July 30
B 5/1 66984-54
5/2-5/11 66984-55 5/12-7/30 66984-55

66984 has a global period of 90 days
Postop care is 20% of global package
Value of postop care apportioned
In this example:

~10/90" of 20% fo the surgeon

~ 80/90" of 20% fo the optometrist

10
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PATIENT EDUCATION

Express the Benefits of iStent inject to Your Patients

= You play an important role in the patient's decision about the iStent inject— they
trust you and want your guidance.

iStent inject is implanted at the same time

as cataract surgery with an excellent overall

safety profile

1;_.‘ + Proven in patients all around the world

+  Proven to reduce IOP and may reduce
glaucoma medication usage

iStent inject Patient Educational Materials

B\ . i Fo
= "ﬂ

Screening p Patient ID
Questionnaire Reference Sheet

Post-it Note Website Content Patient Poster

Find an iStent inject
Physician on
Glaukos.com

Clinician Aid Acrylic Display Educational DVD

iftent
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Glaukos Commitment
to Glaucoma

The Future MIGS Treatment Algorithm

Addressing a wide range of glaucoma disease states and progression

'iDose

TRAORDST | 2021-22
i 1

Sefractoy

| I |
& ‘Sterlsg |zozo-zz At it

«g iftent
inject

7 | 2020-21

2018

) iftent |zou ‘_ iftent 2020

SUPRA'

KEY GLOBAL DATA POINTS

otal Trial Data- US the study met all effectiveness endpoints

= Af 24 months, the mean reduction in unmedicated DIOP was 7.0
mmHg
= At 24 months, 75.8% met the primary endpoint of = 20% reduction of
unmedicated DIOP from baseline
/ = 84% of iStent inject subjects that were responders were medication-
7 free at 23 months

High safety profile, similar to cataract surgery alone
ngerer 3 yr data- Germany

= At 3 yrs, 100% of patients with IOP < 18 mmHg
= This demonstrates freatment still safe and effective at 3 yrs

H p.

:‘>40K iStent injectimplants - 17 clinical publications on iStent inject

11



CyPass

e Microstent into supracillary space creating negative pressure
e Pulled off the market due to corneal concerns

The procedure is ab-interno, using the
primary clear corneal incision made at the
time of cataract surgery.

Proximal rings, clearly visible under a gonioscopy
lens, provide guidance for proper insertion and
depth.

5/21/2019

CyPass- Micro-Stent

* The supraciliary space has a negative
pressure gradient thal drives aqueous
outflow and
reduction of intraocular pressure!

» The uveoscleral pathway bypasses
Schlemm’s canal and collector
channels, which may be atrophic
in glaucoma patients?

» The CyFass Micro-Stent utilizes
the same outflow pathway as first
line prostaglandin analogues?

72.5% of eyes achieved a 220% reduction
in unmedicated diumal IOP at two years*

e

Two-Year COMPASS Trial Results: CyPass® Micro-Stent Achieved
Primary & Secondary Endpoints

61.2% of eyes maintained an unmedicated diuri
10P range between 6 and 18 mmHg at 24 mont!

e it
s Lame

nal
hs

Safety Findings Support Intended Use

= Overall rate of ocular AEs
balanced

= Safety based on 2-year follow-
up with 95% of randomized

patients completing study = Significant ocular AEs

= Comparable BCVA to cataract infrequent
SUrdery = CyPass- Micro-Stent — specific
= Ocular SAEs had no long-term AEs managed with good
impairment outcomes

= ECL as expected after cataract
surgery

Early Success

charge.

existing glaucoma.

« First in the state to perform the procedure.

* Allowed select patients to purchase the device and inserted free of

+ As a stand alone procedure especially for some sick eyes and
complicated patients it offered a unique solution

» Then we started rolling it out with our cataract patients with pre-

+ Learned quickly that this was not an iStent substitute

12



= Significant complications including

= Myopic shift

= Chronic hypotony

= Delayed supra choroidal hemorrhage
= Intermittent postoperative IOP spikes

- Company was very responsive and concerned, but “You are
the only one seeing these complications”

= Due to the increased endothelial cell loss found in the 5 year
Compass Trial the product was voluntarily withdrawn from the
market.

What now?

+ We sent out a letter to all of our patients explaining that
CyPass was withdrawn from the market and why.

* We have brought in every patient for a free exam to check the
positioning of the CyPass and to answer any questions.

+ We are looking for CyPass alternatives for our patients

5/21/2019

OMNI Glaucoma Treatment
System

Combines Canaloplasty with Goniotomy

Overcomes three points of resistance ~The trabecular meshwork Schiemm's
canal, and the collector channels

e Can be done as a stand-alone procedure in addition fo being combined with
cataract surgery.

@

OMNI™ Surgical System

Introduction to Sight Sciences

SIGHT SCIENCES
061698

Transforming Ophthalmology and Optometry by
addressing the underlying causes of the world's most
prevalent eye diseases

- Yese. B IR

MICRO-INVASIVE GLAUCOMA
SURGERY DRY EYE DISEASE

\ Is: Two ¢
- sedsin m
\

v

\\ 50 Global Patents for Surgical 20 Global Patents for Dry Eye
\ Glaucoma Disease

13
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“Global market is projected to display a robust

FASTEST growth represented by a Compound Annual
rowth Rate (CAGR) of 47.10% during - A
GROWING Growth Rate (CAGR) of 47.10% during 2017-2022,
SEGMENT chiefly driven by several MIGS devices entering

the market in next five years, rising number of
glaucoma patients and rapidly aging population,
high safety profile and reduced dependency on
prescription eye drops.”!
— -‘h —

in ophthalmic surgery

= Primary target for surgical intervention

=
>
Conventional 75% of surgeons Episcleral venous
pathway stillwant fo back pressure
contributes ~80% address the serves as a
of outflowin a conventional backstop which
normal eye outflow pathway may
first! prevent hypotony

post-operatively

Conventional Outflow Pathway:

= Three(3) potential points of resistance

Trabecular Meshwork could be Resistance can also be found

asource of resistance fo in Schlemm’s Canal which may
outflow, increasing IOP be atrophied or collapsed

The collector channels con be
a third source of resistance as
they may be afrophied or
blocked

Reservoir and Infusion Pump (Inside
e handle) .
Retainer Pin

Control Wheel

Microcatheter
Viscoelastic Fluid

Cannuia

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),
INDICATION Amvisc® from Bausch & Lomb, or PROVISC® from Alcon, during ophthalmic surgery. It is

also indicated fo cut frabecular meshwork fissue during frabeculotomy procedures.

Combines two distinct implant-free procedures in one
device

Transluminal Titratable

viscoelastic delivery

frabeculotom

OMNI™ Surgical System

Targes three 1.Trabecular Meshwork Each of these is

orin
points of 2.5chlemm'’s Canal sufficiently established to have  conjunction with cataract
istance in th ) its own Cat 1.CPT cod
omvantional | 3.Distal Collector > own Category 1CF code | swroery

" outflow pathway: Channels

Transluminal Viscoelastic Delivery Trabeculotomy (ab interno)

14
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Combines two distinct implant-free procedures in one device

Transluminal
viscoelastic delivery

Dr. Blake Williamson
Williamson Eye Center
Bafon Rouge, LA

OMNI™ Surgical System
*2nd case using the OMNI —

Surgical System Targets fhree 1.Trabecular Meshwork Each of these is orin
points of ) sufficiently established to have  conjunction with cataract
\\ resistance in the 2.Schlemm’s Canal its own Category 1 CPT code surgery
onventional 3.Distal Collector
putflow pathway: Channels

O Spaaker Deck- 061675

O M N I InnFocus Microshunt

SURGICAL SYSTEM

e Not yet approvedin the U.S.

Learn More at omnisurgicql.com e 55% IOP reduction from baseline
e Creates bleb, similar to traculectomy, without scleral dissection
e Willitreplace trabeculectomy??2

SIGHT SCIENCES
o
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