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Dosing Regimen

Indication

Intended Population

dibasic sodium phosphate 0.42
mg, sodium bicarbonate 2.1 mg,
dextrose 0.92 mg, glutathione
disulfide (oxidized glutathione)
0.184 mg, hydrochloric acid
and/or sodium hydroxide (to
adjust pH) in water for injection.

solution should be used according
to the standard technique
employed by the operating
surgeon |

for use as an intraocular irrigating
solution during surgical
procedures involving perfusion of
the eye

patients undergoing intraocular
surgical procedures
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1 Recommendations/Risk Benefit Assessment

1.1 Recommendation on Regulatory Action

It is recommended that NDA 22-193 be approved with the labeling revisions listed in this
review.

The application supports the safety and effectiveness of Navstel Intraocular Irrigating Solution
(balanced salt ophthalmic solution with hypromellose, dextrose and glutathione) for use as an
intraocular irrigating solution during surgical procedures involving perfusion of the eye.

1.2 Risk Benefit Assessment

Results from three clinical studies in patients undergoing cataract surgery demonstrated that
Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with hypromellose,
dextrose and glutathione) is an effective irrigating solution for anterior segment surgical
procedures. Results from an additional clinical study demonstrated that Navstel Solution is an
effective irrigating solution for posterior segment surgical procedures.

There is support for the claim of significantly reduced turbulent flow in the anterior chamber:
the primary variable for C-03-33 is significant, and a secondary variable in C-04-14 is significant
even after correction for multiplicity.

During the course of the conduct of C-02-39 study, it was noted that subjects in the NGOIS 5 cps
treatment group were presenting in the early post-operative period (6 hours) with a higher
incidence of increased intraocular pressure (greater than or equal to 30 mmHg) compared to the
BSS Plus treatment group. --- - -

NGIOS 3 cps and NGIOS 4 cps were evaluated in C-03-33. Those results suggested that the risk
for transient intraocular pressure elevations during the early postoperative period was lower in
the NGOIS 3 cps treatment group compared to the NGOIS 4 cps treatment group.

NGIOS 3 cps alone was evaluated in C-04-14 and C-04-18 (and in C-04-64 for safety).
The addition of hypromellose to the irrigating solution results in a slight increase in viscosity

from 1.0 cps for BSS Plus to approximately 3 cps for Navstel Intraocular Irrigating Solution
(balanced salt ophthalmic solution with hypromellose, dextrose and glutathione).

bid)
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There was adequate monitoring of the anterior and posterior segments of the eye, intraocular
pressure, corneal endothelium, and visual acuity. Patients in the anterior and posterior segment
studies with exposure to NGOIS 3 cps reported a similar incidence of the most commonly
reported adverse events versus patients with exposure to BSS Plus. This included reports of
increased intraocular pressure (12% versus 11%), cataract (5% versus 3%), ocular discomfort
(5% versus 3%), macular edema (4% versus 4%), conjunctival hyperemia (4% versus 3%), and
dry eye (3% versus 5%).

1.3 Recommendations for Postmarketing Risk Management Activities

There are no recommended Phase 4 clinical study commitments.

1.4 Recommendations for other Post Marketing Study Commitments

There are no optional or recommended Phase 4 requests.

2 Introduction and Regulatory Background

2.1 Product Information

Navstel is a sterile intraocular irrigating solution for use during all surgical procedures, including
those requiring a relatively long intraocular perfusion time (e.g. vitrectomy, extracapsular
cataract extraction/lens aspiration, anterior segment reconstruction, etc.). The solution does not
contain a preservative and should be prepared just prior to use in surgery.

Throughout this review, the drug product is primarily referred to as Navstel Intraocular Irrigating
Solution (balanced salt ophthalmic solution with hypromellose, dextrose and glutathione), but it

may also be referred to as Next Generation (Bphthalmic Irrigation Solution (NGIOS), NGOIS 3 b(4)
cps', Viscous Irrigating Solution, StablEyz™ , or - -=--- < Intraocular Irrigating Solution

(balanced salt intraocular irrigating solution enriched with bicarbonate, dextrose, glutathione and
hypromellose).

Background

The majority of cataract surgeries are performed by phacoemulsification using a surgical hand-
piece with a tip that vibrates at a very high frequency, This tip disintegrates or “emulsifies” the
cataractous lens, a process which generates lens fragments or particles within the eye. Many

1 viscosity of 3.0 cps (cps = centipoise )
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potential complications can occur during cataract surgery that results in damage to ocular tissues.
During cataract removal, mobile lens fragments can cause damage to the surrounding ocular
tissues (1), and fragments traveling to the anterior chamber may damage the corneal
endothelium. In addition to tissue injury from lens fragments, damage may result directly from
the turbulent flow of intraocular fluids, or from bubbles generated by the phacoemulsification
hand-piece. Turbulent fluid flow also may cause lens fragments to collide with delicate corneal
endothelial cells and other intraocular tissues, resulting in iatrogenic trauma. Endothelial cell
protection is reduced or lost when too much viscoelastic is aspirated from the eye or exudes from
the wound during the surgical procedure. Although most pediatric cataracts do not require
phacoemulsification, loss of viscoelastic during surgery or damage to ocular tissues from air
bubbles also represent potential risks during pediatric surgical procedures.

As with the anterior segment, turbulence in the posterior segment can lead to iatrogenic retinal
movement. Minimizing this turbulence may facilitate posterior segment surgery by allowing the
surgeon to work closer to the retina during membrane removal while minimizing the risk of
incarceration of the retina into the vitrectomy-cutting instruments.

Contains: .

Part I: Part I is a sterile 240 mL or 480 mL solution in a 250 mL or 500 mL single-dose glass
bottle to which the Part II concentrate is added. Each mL of Part I contains: hypromellose,
sodium chloride, potassium chloride, dibasic sodium phosphate, sodium bicarbonate,
hydrochloric acid and/or sodium hydroxide (to adjust pH) in water for injection USP.

Part II: Part Il is a sterile concentrate in a 10 mL or 20 mL single-dose vial for addition to Part L.
Each mL of Part II contains: calcium chloride, magnesium chloride, dextrose, gluthathione
disulfide (oxidized glutathione), in water for injection USP.

After addition of Navstel Part II to the Part I bottle, each mL of the reconstituted product
contains: hypromellose 1.25 to 1.73 mg, sodium chloride 7.14 mg, potassium chloride 0.38 mg,
calcium chloride 0.154 mg, magnesium chloride 0.2 mg, dibasic sodium phosphate 0.42 mg,
sodium bicarbonate 2.1 mg, dextrose 0.92 mg, glutathione disulfide (oxidized glutathione) 0.184
mg, hydrochloric acid and/or sodium hydroxide (to adjust pH) in water for injection.

See the Chemistry Review #1, page 10, for more detail.

Acceptance criteria for Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution
with hypromellose, dextrose and glutathione) Part I and Part II are shown in two tables below.
They contain acceptance criteria for pH, hypromellose assay, viscosity, color and visible
particles (for Part I) and for subvisible particles, bacterial endotoxins and visible particles (for
Part II) that were not included in the specifications for BSS Plus Parts I and II.



Clinical Review

William M. Boyd, M.D.

NDA 22-193 Original

Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with hypromellose, dextrose and
glutathione)

Regulatory Acceptance Specifications for NGOIS Part I

Test Regulatory Acceptance Specification
HPMC Assay .
Sodium Assay
Potassium Assay
Chloride Assay
Bicarbonate Assay
Phosphate Assay
pH
Osmolality
Viscosity
Color
Clarity
Visible Particles
Subvisible Particles
Stage | - Light Obscuration (HIAC)
Stage 2 — Microscope*
Sterility
Bacterial Endotoxins®

* As per USP <789>, Stage 2 testing is conducted only if Stage 1 results exceed the specification limits.
®Tested only at release.

b(4)

I

i

Regulatory Acceptance Specifications for NGOIS Part I

. Test Regulatory Acceptance Specification

Glutathione Disulfide Assay e

Dextrose Assay

Calcium Assay
Magnesium Assay

Chloride Assay

pH

Color

b(4)

Clarity _
Visible Particles
Subvisible Particles
Stage 1 - Light Obscuration (HIAC)
Stage 2 — Microscope®
Sterility
Bacterial Endotoxins®

* As per USP <789>, Stage 2 testing is conducted only if Stage | results exceed the specification limits.
* Tested only at release.

Acceptance criteria are given below for the reconstituted Navstel Intraocular Irrigating Solution.
The acceptance criterion for pH has changed and several physical tests have been included that
were not a part of the specification for reconstituted BSS Plus Parts I and II. The acceptance
criterion for pH has changed and tests/acceptance criteria have been added for osmolality,
viscosity, color, precipitate, visible and subvisible particles.
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Regulatory Acceptance Specifications for Reconstituted NGOIS

Test? Regulatory Acceptance Specification

pH

Osmolality

Viscosity

Color

Clarity

Precipitate

Visible Particles

Subvisible Particles
Stage 1 — Light Obscuration (HIAC)
Stage 2 — Microscope®

During product development,

b(4)

AREEEE

P

® As per USP <789>, Stage 2 testing is conducted only if Stage 1 results exceed the specification limits. b(4)

2.2 Tables of Currently Available Treatments for Proposed Indications

There are three approved new drug applications for ophthalmic intraocular irrigating solutions:

o NDA 18-469: BSS PLUS Sterile Intraocular Irrigating Solution (balanced salt solution
enriched with bicarbonate, dextrose, and glutathione)

e NDA 20-742: BSS Sterile Irrigating Solution (balanced salt solution)

o NDA 20-079: Endosol Extra Irrigating Solution (balanced salt solution enriched with
bicarbonate, dextrose, and glutathione)

NDA 18-469 was approved in October 1981; NDA 20-742 was approved in December 1997,
NDA 20-079 was approved in November 1991.

2.3 Availability of Proposed Active Ingredient in the United States

Part I is composed of essential ions, buffer salts and hypromellose (a viscosity enhancing agent).
The addition of hypromellose is the only difference between the compositions of Part I and
Alcon’s currently marketed BSS Plus Part I (NDA 18-469).

Part II contains essential ions, dextrose and glutathione disulfide - == mmmen . b(4)
The composition of Part I is the same as that of Alcon’s currentl- -—- - -—----- == ——ceeen - b{@#

With the exception of hypromellose, all the iﬁgredients of Parts I and II are physiologic.
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2.4 Important Safety Issues with Consideration to Related Drugs

Adverse events reported during the use of ophthalmic irrigating solutions include postoperative
inflammatory reactions, corneal edema, corneal clouding, corneal decompensation, and bullous
keratopathy, and are listed in the package inserts for the approved products BSS and BSS Plus.
The package inserts further indicate that studies suggest that intraocular irrigating solutions
which are iso-osmotic with normal aqueous fluids should be used with caution in diabetic
patients undergoing vitrectomy since intraoperative lens changes have been observed.

In 2006, balanced salt solutions marketed without New Drug Applications were found to have
elevated levels of endotoxin; the FDA received numerous reports of Toxic Anterior Segment
Syndrome (TASS), a serious and potentially irreversible eye injury. The balanced salt solutions
subject to a February 13, 2006, recall order were manufactured by Cytosol Laboratories, Inc.

2.5 Summary of Presubmission Regulatory Activity Related to Submission

An End-of-Phase 2 Meeting was held with the U.S. Food and Drug Administration on May 17,
2004, during which Alcon presented a summary of completed clinical studies in order to obtain
advice from the Agency for proceeding with the clinical development of Navstel Intraocular
Irrigating Solution.

Alcon proposed 2 planned studies, including 1 anterior segment safety and efficacy study in
patients undergoing cataract extraction (C-04-14), and 1 posterior segment safety and efficacy
study in patients undergoing removal of epiretinal membrane during vitrectomy (C-04-18).
Based on these discussions with the Agency, Alcon modified the primary statistical objective of
C-04-14 to demonstrate non-inferiority of NGOIS to BSS Plus in the percent change from
baseline in central endothelial cell density at Day 90, with tests of superiority for flow
characteristics of the irrigating solution (turbulence and followability to the phacoemulsification
tip). The study parameters for C-04-18 were acceptable; a special protocol assessment for C-04-
18 was submitted in December 2004. The inclusion of pediatric patients in the clinical
development plan was encouraged; this agency guidance resuited in the development of a
pediatric safety study (C-04-64).

In April 2005, Alcon sought clarification of the Agency’s responses to a Special Protocol
Assessment for C-04-18. The meeting request also included the proposed study plan and
questions for the pediatric study (C-04-64). The Agency’s responses (received in January 2005)
specified that at least 500 total patients needed exposure to Navstel Intraocular Irrigating
Solution during the development plan with at least one-third of these subjects having posterior
segment surgery. v

The Agency also recommended that the primary endpoint(s) during any future clinical efficacy
phases be clinically relevant and demonstrate a statistically significant difference between the

10
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drug product and the control. Consequently, the primary statistical objective for C-04-18 was
modified to demonstrate non-inferiority for the proportion of patients with maintenance or
improvement of best-corrected logMAR visual acuity at the Day 90 visit, using a non-inferiority
margin of 20%. The Agency indicated the Day 90 endpoint was acceptable, but specified 10%
as the non-inferiority margin.

2.6 Other Relevant Background Information

By virtue of its increased viscosity compared to other irrigating solutions, Navstel Intraocular
Irrigating Solution (balanced salt ophthalmic solution with hypromellose, dextrose and
glutathione) provides potential protection for patients during ophthalmic surgical procedures.

3 Ethics and Good Clinical Practices

3.1 Submission Quality and Integrity

The major sources of clinical data utilized in this review include:

¢ Five clinical studies with 944 patients and 3 viscosities of NGOIS. These studies
encompass 3 anterior segment safety and efficacy studies in adults (C-02-39, C-03-33,
and C-04-14), 1 posterior segment safety and efficacy study in adults (C-04-18), and 1
anterior segment safety study in pediatric patients (C-04-64).

¢ Literature search conducted by Alcon to identify published clinical articles on the
administration of balanced salt solution.

A literature search conducted by this reviewer failed to identify any literature references which
were contrary to the information provided or referenced by Alcon in this application for this
indication.

3.2 Compliance with Good Clinical Practices

All studies were conducted in accordance with accepted clinical and ethical standards. -

3.3 Financial Disclosures

Pursuant to 21 CFR§314.50(k), §312.53(c)(4), and §54.4, financial disclosure information has
been provided by Alcon, Inc. for the covered clinical studies submitted in this application: C-02-
39, C-03-33, C-04-14, C-04-18 and C-04-64.

11
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4 Significant Efficacy/Safety Issues Related to Other Review
Disciplines

4.1 Chemistry Manufacturing and Controls

See Section 2.1 this review.

Per the Chemistry Review #1, page 8:

The drug product is identical to that of the same sponsor in NDA 18-469 with one key b(4)
difference. The present NDA includes enough hypromellose - - - -------- - - osmolality to

305 mOsm/kg and the viscosity to -------------- to make the solution more physiological

and easier to handle during surgery. Other than the one component, the composition, b(4)

processes, analytical methods, container/closure systems, etc. are identical to the earlier
product (Balanced Salt Solution Plus Parts I and II). The sponsor has been diligent in
showing the validity of the manufacturing process, the material and critical step controls,
the sterility and stability of the product. From the prospective of chemistry and
manufacturing controls, the product is safe.

Per the Product Quality Microbiology Review, page 13:

The release criteria for the USP kinetic turbidimetric test for bacterial endotoxins remains
unchanged as approved for NDA 18-469. The finished product Navstel Intraocular

Irrigating Solution Part I will contain - --------------- and the Navstel Intraocular b(4)
Irrigating Solution Part IT will contain ------ --------- Both methods have been validated

per Alcon technical documents TDOC-0002202 (Part I) and TDOC-0006071 (Part II).

Part I: The test sensitivity A b(@}
Part II: The test sensitivity A

4.2 Clinical Microbiology

Not applicable to this review.

4.3 Preclinical Pharmacology/Toxicology

Per the Pharmacology/Toxicology Review, page 12 - 13:

12
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The composition of Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution
with hypromellose, dextrose and glutathione) Part I is made up of various essential ions and
buffer salts with hypromellose (also known as hydroxypropyl methylcellulose or HPMC) added
as a viscosity enhancing agent. The composition of Navstel Intraocular Irrigating Solution
(balanced salt ophthalmic solution with hypromellose, dextrose and glutathione) Part II consists
of essential ions, dextrose and glutathione disulfide which is the same formula as Alcon’s
currently marketed BSS PLUS®A Part II, NDA 18-469.

Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with hypromellose,
dextrose and glutathione) is intended for use as an intraocular irrigating solution during surgical
procedures involving perfusion of the eye. HPMC is added to the formulation to impart
improved physical characteristics to the product that facilitate surgeon convenience and control.
HPMC is a chemically modified cellulose polymer that has no known receptor affinity,
pharmacological action or side effect potential.

The specific HPMC ------ formulation has been safely used intraocularly for b(4)
over 10 years at a ten-fold higher concentration in the form of Ocucoat® (Bausch and Lomb) and
Celoftal® (Alcon) viscoelastic products used during cataract surgery. Viscoelastic solutions help

to push back the vitreous face, thus preventing formation of a flat chamber during surgery.

The carcinogenicity potential of Navstel Intraocular Irrigating Solution has not been investigated.
The hypromellose in Navstel Intraocular Irrigating Solution has been demonstrated to be non-
mutagenic in the in vitro Ames assay and the bacterial reverse mutation assay. A similar
modified cellulose polymer (methyl cellulose) was also non-mutagenic at concentrations up to
5,000 mg/kg in the rat bone marrow cytogenic assay. Fertility studies have not been conducted
with hypromellose; however, rats fed a diet of up to 5% methylcellulose had no significant
adverse effects relative to reproductive function.

4.4 Clinical Pharmacology

Per the Clinical Pharmacology Review, page 13:

The applicant did not conduct any clinical pharmacology studies to assess the in vivo

bioavailability of Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with

hypromellose, dextrose and glutathione). All of the ingredients of Navstel Intraocular Irrigating

Solution (balanced salt ophthalmic solution with hypromellose, dextrose and glutathione) Parts I

and II are normally found in the aqueous humor with the exception of hypromellose. The specific

hypromellose ------ formulation was chosen because --—-- b ( 4}_
- e = mmemm ememeem —o o eeeee - - - In addition,

the systemic exposure of hypromellose will likely be less than that achieved by other currently

marketed intraocular viscoelastic products (i.e., OCCUCOAT® [2% HPMC], CELOFTAL®

13
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[2% HPMC], and CELLUGEL® [2% HPMC]) which have HPMC concentrations approximately
10x that of Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with
hypromellose, dextrose and glutathione).

Although Alcon Research, Ltd. did not request a waiver of evidence of in vivo bioavailability for
Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with hypromellose,
dextrose and glutathione), a full waiver is hereby granted based on 21 CFR 320.22(e). The

sponsor meets the requirements for granting a waiver of evidence of in vivo bioavailability for
topical products based on the fact that Navstel Intraocular Irrigating Solution (balanced salt
ophthalmic solution with hypromellose, dextrose and glutathione) is an irrigating solution during
surgical procedures, all the ingredients of Part I and Part II are normally found in the eye with

the exception of hypromellose, hypromellose has no known receptor affinity, pharmacological
action, or side effect potential, and distribution of hypromellose into ocular tissues is unlikely
because of its molecular weight -- —---------------- No further clinical pharmacology studies are b
necessary to support the in vivo bioavailability of Navstel Intraocular Irrigating Solution ( 4)"
(balanced salt ophthalmic solution with hypromellose, dextrose and glutathione).

5 Sources of Clinical Data

14
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5.2 Review Strategy

The September 24, 2007, submission was submitted in paper. Subsequent amendments were
submitted in paper. All study reports were reviewed. The included clinical study reports,
literature review, and package insert formed the basis for the review of efficacy and safety for
the proposed indications.

A literature search conducted by this reviewer failed to identify any literature references which

were contrary to the information provided or referenced by Alcon in this application for this
indication.

5.3 Discussion of Individual Studies

53.1 C-02-39

A Multi-Center, Randomized, Parallel Group Study to Evaluate the Safety and the Performance
of Viscous Intraocular Irrigating Solution during Cataract Extraction and IOL Implantation
Surgery

List of Investigators and Subinvestigators for
Protocol C-02-39

Inv# | Investi
2902 | Robert Cionni, MD ,
Cincinnati Eye Institute

10494 Montgomery Rd “‘6‘
Cincinnati, OH 45242
513-984-5133
1346 | Howard Gimbel, MD None
The Gimbel Eye Centre
Suite 450, 4935 - 40
Avenue, NW
Calgary, Alberta T3A 2N1
Canada
403-286-3022
970 | Robert Lehmann, MD None
Lehmann Eye Center
5300 North St
Nacogdoches, TX 75965
936-569-8278

Subinvesti
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Principal Inv. Dates of Participation Number of
Investigator Name # Patients on Test

_ _ 1 . . _|___Article by Site
Robert Cionni, MD 2902 | October 29, 2002 to October 23, 2003 | NGOIS (N=12)
BSS Plus (N = 12)
NGOIS / BSS Plus
N=17)

Howard Gimbel, MD | 1346 | November 8, 2002 to May 6, 2003 NGOIS(N=11)
BSS Plus (N =11)
NGOIS / BSS Plus
(N=0)

Robert Lehmann, MD | 970 | October 16, 2002 to October 14, 2003 | NGOIS (N=12)
BSS Plus (N = 12)
NGOIS / BSS Plus
(N=18)
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532 C-03-33

A Multi-Center, Double-Masked, Randomized, Parallel Group Study to Evaluate the Safety and
the Performance of StablEyz™ Intraocular Irrigating Solution during Cataract Extraction and
IOL Implantation Surgery

List of Ihvestigators and Subinvestigators for
Protocol C-03-33

Inv# Subinvesti s).

847

Brint Vision Centers ' “\6)
3900 Veterans Blvd, #203

Metairie, LA 70002 '
504-888-2020

2902 | Robert Cionni, MD t
Cincinnati Eye Institute
10494 Montgomery Rd
Cincinnati, OH 45242
513-984-5133

970 Robert Lehmann, MD None
Lehmann Eye Center
5300 North St
Nacogdoches, TX 75965
936-569-8278

1434 | W. Andrew Maxwell, MD | None
California Eye Institute
1360 E. Herndon Ave, #401
Fresno, CA 93720
559-449-5010

3747 Harvey Reiser, MD

Eye Care Specialists

703 Rutter Ave b(ﬁ)
Kingston, PA 18704
570-288-7405
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Dates of Participation

Principal Investigator | Inv. Number of Patients .
_ Name # L on Test Article by Site
Stephen Brint, MD 847 August 13, 2003 NGOIS 3 cps (N =28)
to NGOIS 4 cps (N =6)
February 2, 2004 BSS Plus (N=7)
Robert Cionni, MD 2902 September 16, 2003 NGOIS3cps(N=7)
to NGOIS4cps(N=7)
March 11, 2004 BSS Plus (N=7)
Robert Lehmann, MD 970 September 9, 2003 NGOIS 3 cps (N=38)
to NGOIS 4 cps (N =6)
January 26, 2004 BSS Plus (N=7)
W. Andrew Maxwell, MD | 1434 September 11, 2003 NGOIS3cps(N=7)
to NGOIS 4 ¢cps(N=7)
April 2, 2004 BSS Plus (N=7)
‘Harvey Reiser, MD 3747 September 26, 2003 NGOIS3¢cps(N=9)
- to NGOIS 4 cps (N=8)
March 12, 2004 BSS Plus(N=7)
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533 C-04-14

Clinical Evaluation of the Safety and Efficacy of Next Generation Ophthalmic Irrigating

Solution Compared to BSS PLUS for Use during Cataract Extraction and IOL Implantation

List of Investigators and Subinvestigators for

Protocol C-04-14

Inv. #

Principal Investigator

2666 |

Subinvestigator(s)

‘Louis M. Alpern, MD

The Cataract, Glaucoma and
Refractive Surgery Center
4171 N. Mesa, Bldg D, Gend Fl
El Paso, TX 79902

(915) 545-2333

3904

Mike Caplan, MD
Berkeley Eye Center
3100 Weslayan, Suite 400
Houston, TX 77027
(713) 526-1600

3900

Lisa Marie Cibik, MD
Associates in Ophthaimology
500 Lewis Run Road

West Mifflin, PA 15122
(412) 466-8011

1723

James Davison, MD
Wolfe Clinic, PC

309 E Church St
Marshalltown, IA 50158
(641) 754-6262

3899

Arthur M. Fishman, MD

Eye Surgery Associates
603 N Flamingo Road
Suite 250

Pembroke Pines, FL. 33028
(954) 431-2777

3903

Gary Foster, MD

The Eye Center of Northern
Colorado

1725 Prospect Road

Fort Collins, CO 80525
(970) 221-2222

b(6)
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List of Investigators and Subinvestigators for
Protocol C-04-14 (continued)

Inv. #

- A £
Principal Investigator
Contact Information

Subinv:sﬁgator(s)

1204

“Stephen S. Lane, MD

Associated Eye Physicians and
Surgeons, Ltd

232 N Main Street

Stillwater, MN 55082

(651) 275-3000

3828

Satish S. Modi, MD

23 Davis Avenue
Poughkeepsie, NY 12603
(845) 454-1025

1806

Kenneth Sall, MD

Sall Research Medical Center
Kenlin Building

11423 187th Street

Artesia, CA 90701-5653
(562)-804-1974

271

Robert Stewart, MD
Houston Eye Associates
2855 Gramercy Dr
Houston, TX 77025
(713)-668-6828

3979

Patrick Sweeney, MD
Sweeney Eye Associates
120 W Main St
Mesquite, TX 75149
(972)-285-8966

4065

Edward C. Wade, MD
Eye Center of Texas
7505 Main St., Suite 370
Houston, TX 77030
(713)-797-1010

1007

Thomas Walters, MD
Texan Eye Care

1020 W 34™ St
Austin, TX 78705
(512)-314-1653

None

b(6)

e

Q)

w®

vd
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Principal Investigator | Inv. Dates of Participation Number of
Name # Patients on Test
e 1 L ______|__Article by Site
Louis M. Alpern, MD | 2666 | November 1, 2004 to May 31,2005 | NGOIS (N = 20)
BSS Plus (N =21)
Mike Caplan, MD 3904 | September 30, 2004 to June 28, 2005 | NGOIS (N = 13)
BSS Plus (N = 13)
Lisa Marie Cibik, MD | 3900 | October 12, 2004 to April 29, 2005 NGOIS (N=13)
BSS Plus (N = 15)
James Davison, MD 1723 | October 1, 2004 to May 9, 2005 NGOIS(N=7)
BSS Plus (N=17)
Arthur M. Fishman, MD | 3899 | September 27, 2004 to July 18,2005 | NGOIS (N =22)
' BSS Plus (N =22)
Gary Foster, MD 3903 | October 15, 2004 to June 22, 2005 NGOIS (N=18)
BSS Plus (N = 18)
Stephen S. Lane, MD 1204 | October 14, 2004 to July 19, 2005 NGOIS(N=12)
‘BSS Plus (N =13)
Satish S. Modi, MD 3828 | September 28, 2004 to July 1, 2005 NGOIS (N=21)
: BSS Plus (N =21)
Kenneth Sall, MD 1806 | October 14, 2004 to July 13, 2005 NGOIS (N=10)
' BSS Plus (N =9)
Robert Stewart, MD 271 | October 8, 2004 to May 16, 2005 NGOIS (N=12)
BSS Plus (N = 12)
Patrick Sweeney, MD 3979 | October 12, 2004 to March 21, 2005 | NGOIS (N = 12)
BSS Plus (N=12)
Edward C. Wade, MD | 4065 | December 22, 2004 to June 7, 2005 NGOIS (N =5)
_ BSS Plus (N = 5)
Thomas Walters, MD 1007 | October 7, 2004 to May 23, 2005 NGOIS (N=19)

BSS Plus (N = 17)
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Principal Investigator | Inv. Dates of Participation ‘Numiber of
Name # Patients on Test
Louis M. Alpern, MD 2666 | November 1, 2004 to May 31,2005 | NGOIS (N = 20)
BSS Plus (N =21)
Mike Caplan, MD 3904 | September 30, 2004 to June 28, 2005 | NGOIS (N = 13)
BSS Plus (N=13)
Lisa Marie Cibik, MD 3900 | October 12, 2004 to April 29, 2005 NGOIS (N=13)
: BSS Plus (N = 15)
James Davison, MD 1723 | October 1, 2004 to May 9, 2005 NGOIS (N=7)
BSS Plus (N=7)
Arthur M. Fishman, MD | 3899 | September 27, 2004 to July 18,2005 | NGOIS (N =22)
BSS Plus (N =22)
| Gary Foster, MD 3903 | October 15, 2004 to June 22, 2005 NGOIS(N=18)
BSS Plus (N = 18)
Stephen S. Lane, MD 1204 | October 14, 2004 to July 19, 2005 NGOIS (N=12)
' BSS Plus (N = 13)
Satish S. Modi, MD 3828 | September 28, 2004 to July 1, 2005 NGOIS (N=21)
BSS Plus (N =21)
Kenneth Sall, MD 1806 | October 14, 2004 to July 13, 2005 NGOIS (N = 10)
BSS Plus (N=9)
Robert Stewart, MD 271 | October 8, 2004 to May 16, 2005 NGOIS (N=12)
BSS Plus (N = 12)
Patrick Sweeney, MD 3979 | October 12, 2004 to March 21,2005 | NGOIS (N =12)
BSS Plus (N=12)
Edward C. Wade, MD | 4065 | December 22, 2004 to June 7, 2005 NGOIS (N=5)
BSS Plus (N = 5)
Thomas Walters, MD 1007 | October 7, 2004 to May 23, 2005 NGOIS (N=19)
BSS Plus (N=17)

28



("9¥0 “suonedndmiod [ed13.nS. ‘BIep "JO] PUE JISB[I0ISIA
X ‘sammpasoid pue sanbiuysa) [esi3ms) uonerniojut jediSing
, uonud)ar
X ONISBJ2095IA Uk SaNsLvloLIeyd SuTjpuey JO UONEN[EAd: S, UcsBmg
X X X X X X Adesap Suionpar-4ol
X X X X X X X SUONBOIPAT PAJB[AI A[jediSing
X X JIAWISSISSY 'SSSUPIBE] SUdT JoBIRIBD)
X X X X X X X X SUONIEOIPAU (PAje|aI A[EOITINS-UOW) JUSIMANOD
X X uOnBUIWIXS SNpuny paelJ
X X X X X v L . ?Eo.vo Jeatiiod ‘[oreg
a s s s q pue s95] vonewwieyul :sudys Jenso) uoneuturexa duiel-Nig
X X X X X X aX . ‘ amssaxd sepnsoenuy
oX X X X X VA dVINBO] papoasiod-isag
X X swieydwiAs se[noo parejar A[[eo1dins prosdy
X X X X SUONIPUOD JB[NJO PAJE(SI A[[EDITIMS PI00Y
, : (stTA/SyuSIIMSEIW- €)
sX sX §X sX sX X sX Anawkyoed punosenn jenus)
X ¥ (usiassoroyd 7)
s s stjdesBojoyd {190 [enpipopus jBrua)
(suowidas Joua)sod pue JoLIUE JRINI0 PUE JFISISAS) (S)UONIPUOd
X X X X X X X X [eorpaw ur a3ueys saneredeisod pue (suyjaseq) wauny)
X somdeSomiacy
X JUSSUOD pauLIosuf
X $192[qns 315G
viF L¥F ¥ 1+ L 8 9 . feqg 1-0 -

06Ava | ocAeq | LAeg | cheq | FpT | TF9 | ofeq | sypamo-

mposey

[Burusang

AraSuus-ysogd K1adang ‘dedug Anamdy Apmig
MSIA APMIS Aq PRUIOLId 3q 63 SIHNANOY
vI-p9-0 2of weig Apwig

(ouorpen{3 pue ssonxap ‘osojomiosdAy yim uonnjes sruregsydo yes pasueieq) uonniog Sunediu Jejnsornu] [MsARN
rewdup €61-22 VAN
‘AN ‘phogt "IN wesiI

MIAZY [eom)




"S1ep J91183 UL 12 ApIIS Al WOl Panunuodstp Juaned ag) 31 190005 10 (ISIA 06 A2a) Apris oy Jo uonajdioed ay) iv. pajejdinod oq 0) SEM TLIOY XA UV,

‘Lo

1u2A3 3s19ApE oY) Yim Suoje Josuodg g 0) Juss pue paje[durod aq o) sem W0 JISIA PINPIYISUN) UB UYL “YISIA UOHBUIEXS APIUS B (IIM SPIOUI0d
10U PIP JUIA3 ISIOADER UL J| "J03EBNISIAUL 3} 0) PaLIodal JO PIAIISQO ISILY SEM JUIAD SSIDAPE UB S} S} I8 P2J3{duIod 3q OF SEM UI0) JUIAD SSIOAPE LY,

Ajuo'shs Apmig
's3ka grog 0
X . W0 1xg aysjduio)
X X X X X X X , SIIDAD ISI9APR PI0OY
X wIep UON{Os Funesiu]
2 K3 LF ¥ 1% qp q feg1-01 - ,
064ed | ocAed | LAva | eA%@ | FpT | TF9 | 6ie@ | swom -
awmjoseg
[Bwmasing
Axo3ans-y804 .| AsoBang | * -dosag Aandy Apwms
HSIA APRIS AQ PIWIOLId 3q 0 SAPANOY
( P1-40-) 103 werg Apmyg

(suoiyren|3 pue asenxap ‘asofjoutosd Ay ynm uomios sureyyde jes peoueieq) uonntes SweSiu remoorsnuy j21ARN

rew1d10 £61-2Z VAN
‘('IN ‘PAog "IN wesiim
MIATY (eI



Clinical Review
William M. Boyd, M.D.
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Navstel Intraocular Irrigating Solution (balanced salt ophthalmic solution with hypromellose, dextrose and

glutathione)

534 C-04-18

Clinical Evaluation of the Safety of Next Generation Ophthalmic Irrigating Solution Compared
to BSS Plus for Use during Surgery for Removal of Epimacular Membrane and Vitrectomy

List of Principal Investigators and Subinvestigators for Protocol C-04-18

Principal Investigator (No.) Contact Information |
Prema Abraham, MD - | Black Hills Regional Eye Institute |
(3913) 2800 3rd St
Rapid City, SD 57701 1(6)
605-341-2000
Brian B. Berger, MD Retina Research Center
(4839) 3705 Medical Parkway, Suite 440
Austin, TX 78705
512-454-0138
George A. Bertolucci, MD Eye Medical Center
(3235) 1360 East Herndon Ave
Suite 301 b(4)
Fresno, CA 93720
559-449-5078
Thomas Bochow, MD EyeCare Associates of East Texas | None
(3239) 2440 East 5th St
Tyler, Texas 75701
903-595-0500 |
Michael Borne, MD Mississippi Retina Associates, PA
(4793) 1190 North State Street, Ste 500
Jackson, MS 39202
601-981-4091
David Callanan, MD Texas Retina “@\
(4047) 1001 N Waldrop
Suite 512
Arlington, TX 76012
817-261-9625 ]
Stanley Chang, MD Columbia University
(4063) Department of Ophthalmology
Edward Harkness Eye Institute
635 W 165th St, Room 231
New York, NY 10032
212-305-2725
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List of Principal Investigators and Subinvestigators for Protocol C-04-18 (continued)

S én Ch;rles, MD
(2667)

Principal Investigator (No.)

Contact Information
Charles Retina Institute
6401 Popular Ave
Suite 190
Memphis, TN 38119
901-683-0399

b(6)

Tom Ciulla, MD
(2338)

Midwest Eye Institute
201 Pennsylvania Pkwy
Indianapolis, IN 46280
317-817-1822

None

W. Lloyd Clark, MD
4771) :

Palmetto Retina Center
2750 Laurel St

Suite 101

Columbia, SC 29204
803-931-0077

Tim Cleland, MD
4772)

Retina Associates of South Texas,
PA

7940 Floyd Curl

Suite 120

San Antonio, TX 78229
210-615-7600

David Dyer, MD
4792)

Retina Associates, PA

9119 W 74th St

Suite 268

Shawnee Mission, KS 66204
913-831-7400

Jeffrey Gross, MD
(4770)

Carolina Retina Center, PA
7620 Trenholim Rd; Extension
Columbia, SC 29223
803-736-7200

Sunil Gupta, MD
(4070)

Retina Specialists
5150 N Davis Hwy
Pensacola, FL 32503
850-476-6759

Darin Haivala, MD
(4444)

Dean A. McGee Eye Institute
608 Stanton L. Young
Oklahoma City, OK 73104
405-271-6307

b(4)

w6

b(4)

Leo S. Harf, MD
(3663)

Intermountain Eye Centers
4400 E Flamingo Ave
Suite 300

Nampa, ID 83687
208-466-2222

None

Clio A. Harper, MD
(3251)

Austin Retina Associates
801 W 38th St

Suite 200

Austin, TX 78705
512-451-0103

G-
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List of Principal Investigators and Subinvestigators for Protocol C-04-18 (continued)

Principal Investigator (No.) | Contact Informatien v Subinvestigator(s)
Henry Hudson, MD Retina Center, PC
(2855) 6585 N Oracle Rd
Tucson, AZ 85704
520-742-0236 _
Ray lezzi, MD Kresge Eye Institute
(4064) 4717 Saint Antoine Blvd.
Detroit, MI 48201-1423
313-577-0871 e e e o
H. Michael Lambert, MD Retina and Vitreous of Texas b@)
(2675) 2727 Gramercy
Suite 200
Houston, TX 77025
713-799-9975 _
S. Young Lee, MD Retina Research Iustitute of Texas
4712) 5441 Health Center Dr
Abilene, TX 79606
325-673-9806 . \
Jeffrey Marx, MD Lahey Clinic Northshore o
(3256) The Eye Institute '
One Essex Center Drive
‘Peabody, MA 01960
978-538-4412 ]
Roger L. Novack, MD Retina-Vitreous Associates
(4441) Medical Group
8641 Wilshire Blvd
Suite 210 - - -
Beverly Hills, CA 90211
310-854-6201
Jeffrey L. Olson, MD Rocky Mountain Lions Institute
(4325) 1675 N Ursula St
P.O. Box 6510, Mail Stop F731
Aurora, CO 80045-0510
720-848-5051 ]
Anm C Patel, MD Retina Consultants Medical Group | -~~~ - o= =oet
(4442) 39391 St
Suite 106 o
Sacramento, CA 95819
916-454-6191
Michael Petersen, MD, PhD Cincinnati Eye Institute
(3523) 1945 CEI Drive
Cincinnati, OH 45242
513-984-5133
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List of Principal Investigators and Subinvestigators for Protocol C-04-18 (continued)

Principal Investigator (Ne.) Contact Information Subinvestigator(s)
Richard J. Rothman, MD - | Retina and Vitreous Consultants,
(4814) PC
1625 University Club Tower
1034 S Brentwood Blvd
St Louis, MO 63117
314-727-6711 ]
Todd Schneiderman, MD Retina Center Northwest h(4)
(4075) 9800 NW Levin Road, Suite 203
| Silverdale, WA 98383
360-307-0300
Cameron Stone, MD Western Carolina Retinal
41on ~ Associates b(ﬁ)
21 Medical ParkDr  { ...
Asheville, NC 28803
828-255-8978
Joseph Walker, MD National Ophthalmic Research
(4794) ~ Institute
6901 International Center Blvd Tt T e
Fort Myers, FL 33912
239-938-1284
George Williams, MD Associated Retinal
(3266) Consultants, PC
3535 W 13 Mile Rd
Suite 632
Royal Oak, MI1'48073
248-288-2280
Principal Investigator Number of Patients
Invest. on Test article by site
Name . _ N0 L Dates of Participation , -
Prema Abraham, MD 3913 | June 9, 2006 - March 19, | NGIOS(N = 7)
- o _ _ 2007 _ BSS PLUS (N=7)
Brian B. Berger, MD | 4839 August 2, 2006 — February [ NGIOS (N = 3)
9, 2007 BSS PLUS (N=2)
George Bertolucci, MD 3235 November 8, 2005 - March | NGIOS (N = 10)
) 9, 2007 _} BSS PLUS (N =9)
Thomas Bochow, MD 3239 April 14, 2006 - March 15, NGIOS (N =13)
) ) 12007 } BSSPLUS (N=13)
Michael Borne, MD 4793 July 13, 2006 - February 13, | NGIOS (N = 3)
2007 _BSS PLUS (N=4)
David Callanan, MD 4047 March 2, 2006 - March 20, | NGIOS(N=7)
2007 BSS PLUS (N = 8)
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} January 29, 2007

Stanley Chang, MD 4063 October 28, 2005 - January | NGIOS (N = 4)
24, 2007 | BSS PLUS (N =4)
' Steven Charles, MD 2667 | February 27, 2006 - January | NGIOS (N = 5)
: 15, 2007 BSS PLUS (N =4)
Tom Ciulla, MD 2338 June 8, 2006 - February 1, NGIOS (N = 5)
) 2007 ' BSS PLUS (N =4)
W. Lloyd Clark, MD 4771 August 1, 2006 - March 19, | NGIOS (N = 4)
, 2007 BSS PLUS (N = 5)
Tim Cieland, MD 4772 July 31, 2006 - March 21, NGIOS (N =35)
: 2007 BSS PLUS (N = 5)
David Dyer, MD 4792 July 26, 2006 - January 24, | NGIOS (N =2)
_ 2007 _ BSS PLUS (N =1)
Jeffrey Gross, MD 4770 October 3, 2006 - March 8, | NGIOS (N =2)
2007 BSS PLUS (N = 3)
Sunil Gupta, MD 4070 July 14, 2006 - March 8, NGIOS (N=13)
1 2007 BSS PLUS (N =13)
Darin Haivala, MD 4444 March 9, 2006 - October 10, | NGIOS (N =3)
2006 BSS PLUS (N = 3)
Leo S. Harf, MD 3663 August 9, 2006 - February | NGIOS (N =1)
26, 2007 BSSPLUS (N =1)
Clio Arme Harper, MD 3251 ~ August 7, 2006 - January 'NGIOS (N =1)
12, 2007 BSS PLUS (N =2)
Henry Hudson, MD 2855 August 31, 2006 - January NGIOS (N =3)
22,2007 1 BSSPLUS (N =3)
Ray lezzi, MD 4064 November 7, 2005 - ' NGIOS (N = 5)
' February 6, 2007 BSS PLUS (N =4)
Michael Lambert, MD 2675 May 4, 2006 - November | NGIOS (N = 1)
] 20, 2006 BSS PLUS (N = 2)
S. Young Lee, MD 4712 February 14, 2006 - January. | NGIOS (N = 12)
3, 2007 BSS PLUS (N = 12)
Jeffrey Marx MD 3256 December 15, 2005 - NGIOS (N =2)
January 11, 2007 BSSPLUS(N=3)
Roger L. Novack, MD 4441 " January 17, 2006 - January NGIOS (N =5)
23, 2007 BSS PLUS (N = 5)
Jeffrey L. Olson, MD 4325 ‘| November 22, 2005 - NGIOS (N = 3)
| January S, 2007 BSS PLUS (N =3)
Arun C.Patel, MD 4442 February 20, 2006 - March | NGIOS (N =9)
14, 2007 BSS PLUS (N =9)
Michael Petersen, MD 3523 " October 19, 2005 - NGIOS (N =5)
, December 19, 2006 | BSS PLUS (N = 6)
Richard Rothman, MD 4814 “August 21, 2006 - NGIOS (N=1)
December 8, 2006 4 BSS PLUS (N=0)
Todd Schneiderman, MD 4075 April 17,2006 - February 6, | NGIOS (N=11)
2007 _BSS PLUS (N = 10)
Cameron Stone, MD 4101 July 6, 2006 - December 1, | NGIOS (N = 3)
2006 BSS PLUS (N =4)
Joseph Walker, MD 4794 June 14, 2006 - February 9, | NGIOS (N =9)
, 2007 { BSS PLUS (N = 10)
George Williams, MD 3266 November 30, 2005 - I NGIOS (N=12)

BSS PLUS (N = 12)
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5.3.5 C-04-64

See also Section 7.3.5.2 in this review.

Clinical Evaluation of the Safety of Next Generation Ophthalmic Irrigating Solution
Compared to BSS Plus for Use During Cataract Extraction in Pediatric Patients

List of Principal Investigators and Subinvestigators for Protocol C-04-64

Principal
Investigator

Contact Information

Patrick Arnold, MD

Eye Center of Northern Colorado, P.C.
1725 East Prospect Road

Fort Collins, CO 80525

970-221-2222

|___Subinvestig
1 None

DI(S).

4039

Scott Lambert, MD
Emory Eye Center
1365-B Clifton Rd, N.E.
Atlanta, GA 30322
404-778-5134

None

3292

David A. Plager, MD

Indiana University School of Medicine
Department of Ophthalmology
Section of Pediatrics

Riley Outpatient Center

702 Barnhill Dr, , Room 3340
Indianapolis, IN 46202

317-274-3630

3296

M. Edward Wilson, MD

Medical University of South Carolina
Storm Eye Institute '

167 Ashley Ave

Charleston, SC 29425

843-792-6301

i6)

v. No.

Principal Investigator Name | Tetal Patients

Treatment Groups

Patrick Amold, MD (4927) __|

()

_Esrolled [ NGOIS

N

BSS Plus

Scott Lambert, MD (4039)

David Plager, MD (3292)

M. Edward Wilson, MD (3296)

5'!0-) wbha

> l'lu. =N

s,
o

Total:

i
i

o
S

[} £ ] [VE] LFR] Koo
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6 Review of Efficacy
Efficacy Summary

6.1 Indication

All five cited studies support the use of Navstel Intraocular Irrigating Solution (balanced salt
ophthalmic solution with hypromellose, dextrose and glutathione) as an intraocular irrigating
solution during surgical procedures involving perfusion of the eye.

6.1.1 Methods

General Study Design

The general study design for the 3 anterior segment studies (C-02-39, C-03-33, and C-04-14) and
1 posterior segment study (C-04-18) is shown below:

General Study Design for the Efficacy Trials

~ Anterior Segment Studies " Posterior Segment Study
(C-02-39, C-03-33, C-04-14) , __(C-04-18)
Screening/Baseline Visit =~ o Sc'r’een‘in‘g/Ja"séline Visit
(-6 weeks to -1 day) . . —— (-6 weeks to -1 day)
Day 0 (Surgery) ' " Day 0 (Surgery)
Cataract extraction with posterior chamber IOL Vitrectomy and epimacular membrane
implantation; single use of NGOIS, volume removal; single use of NGOIS, volume

. sufficient for surgery: efficacy assessments_}

L sufficient for surgej': efficacy assessments _J

Postoperative Visits ) o 'Postopera'tivé'Vi"Sits '
6 hours (% 2 hours) 24 hours (+ 4 hours)

24 hours (+ 4 hours) Day 7 (+ 2 days)
Day 3 (= 1 day)® Day 30 (+ 5 days)
Day 7 (2 days) Day 60 (+ 7 days)

Day 30 (£ 7 days) ' Day 90 (-7 to +14 days)
— Day 90 (+ 14 days) L L

% This visit was not included in C-02-39
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Patient Inclusion/Exclusion Criteria

The inclusion and exclusion criteria that were specific to each study are shown below. Exclusion
criteria common to all 4 studies included the following: any abnormality that prevented reliable
tonometry in either eye; a history of chronic or recurrent inflammatory eye disease (e.g., iritis,
scleritis, uveitis, iridocyclitis, rubeosis iritis); participation in any other clinical study within 30
days before the baseline visit or at any time during study participation; and, the second (fellow)
eye of a patient currently or previously enrolled into the study (each patient was allowed to have
only 1 eye enrolled into the study).

Inclusion/Exclusion Criteria for NGOIS Efficacy Studies

Anterior Segment Posterior Segment
(C-02-39, C-03-33, and C-04-14) ' (C-04-18)
Lnclusion Criteria
Patients (male or female) of any race or age (age 18 or | Patients (male or female), of any race at least 18 years
older for C-02-39 and C-03-33) with a cataract. of age or lens status (phakic, aphakic, or
pseudophakic) with an epimacular membrane.
Patients were permitted to have had a previous retinal
detachment surgery (pneumoretinopexy, scleral
buckle, vitrectomy with scleral buckle, or primary
vitrectomy) in the operative eye if the retina had been
completely attached for a minimum of 90 days prior to
the preoperative screening/baseline visit.
Patients who were expected to undergo surgical Patients who were expected to undergo membrane
removal of the cataract (by phacoemulsification for C- | peeling and complete or partial 20-gauge to 25-gauge
02-39 and C-03-33) with implantation of a posterior vitrectomy.
chamber intraocular lens.

LFxclusion Criteria

Patients with glaucoma or who were suspected of Patients with any previous glaucoma filtration

having glaucoma in either eye. For C-04-14, patients | surgery, or a history of an attack of acute narrow

with glaucoma (including pseudoexfoliation or angle-closure glaucoma or chronic angle-closure
pigmentary) or any causes of compromised outflow in | glaucoma in the operative eye. Glaucoma patients

the operative eye. with a cup-to-disc ratio > 0.8 in the operative eye, or a

baseline IOP > 21 mm Hg in the operative eye while
on IOP lowering medication.

Ocular hypertension (IOP > 21 mm Hg in C-02-39 Ocular hypertension (IOP > 21 mm Hg) in the

and C-03-33 or IOP > 21 mm Hg in C-04-14) in the operative eye at the baseline examination.

operative eye at the baseline examination.
Any abnormality that prevented reliable tonometry in | Any abnormality that prevented reliable tonometry in
either eye. either eye.

Planned multipie procedures during cataract/IOL Other planned surgical procedures (e.g., lensectomy)
implantation surgery (e.g., trabeculoplasty, corneal
transplant). NOTE: A planned relaxing keratotomy
was permitted for the correction of astigmatism (and
these patients were not excluded from the per protocol
analyses).
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Inclusion/Exclusion Criteria for NGOIS Efficacy Studies (continued)

Anterior Segment
(C-02-39, C-03-33, and C-04-14)

Posterior Segment
(C-04-18)

LFxclusion Criteria

Previous ocular trauma to the operative eye, including
previous intraocular surgery and traumatic cataract.
For C-04-14, also included previous corneal
transplant.

Previous ocular trauma to the operative eye, or
previous intraocular posterior segment surgery in the
operative eye within 90 days of the preoperative
screening/baseline visit;

Proliferative diabetic retinopathy (C-02-39 and C-03-
33) or diabetic retinopathy (C-04-14) in the operative
eye. :

Patients with proliferative diabetic retinopathy in the
operative eye (only patients that could be included
were those with mild, non-proliferative diabetic
retinopathy, in the operative eye, defined as
microaneurysms only)

For C-04-14, previous retinal detachment in the
operative eye

Retinal detachment in the operative eye within 90
days of the preoperative screening/baseline visit

For C-04-14, clinically significant RPE/macular
changes (e.g. macular degeneration), in the operative
eye

RPE/macular changes (including age related macular
degeneration) in the operative eye associated with a

best-corrected Snellen visual acuity worse than 20/40
(equivalent to logMAR visual acuity worse than 0.3)

Baseline endothelial cell density less than 1500
cells/mm?2 in the operative eye. For C-04-14, any
patient at increased risk of corneal decompensation
(based upon the investigator’s assessment of the
preoperative baseline endothelial cell image). A
corneal abnormality (or any condition for C-04-14)
that resulted in a poor quality endothelial cell
photograph and prevented a reliable endothelial cell
density measurement in either eye. For C-04-14,
endothelial cell density measurements were collected
only for the operative eye.

Lens pseudoexfoliation syndrome where glaucoma or
zonular compromise was present in the operative eye.

History of chronic or recurrent inflammatory eye
disease (e.g., iritis, scleritis, uveitis, iridocyclitis,
rubeosis iritis)

| Uncontrolled diabetes mellitus
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Inclusion/Exclusion Criteria for NGOIS Efficacy Studies (continued)

Anterior Segment
(C-02-39, C-03-33, and C-04-14)

Posterior Segment
(C-04-18)

Lxclusion Criteria

Congenital ocular anomaly (e.g., aniridia). For C-02-
39 and C-03-33, also excluded congenital cataract.
Congenital cataract was permitted in C-04-14.

Iris atrophy in the operative eye

Silicone oil currently present in the operative eye

Myopes with a spherical equivalent > 8.00 D

Significant proliferative vitreoretinopathy other than
epimacular membrane in the operative eye

A history of or current branch or central retinal vein or
artery occlusion (BRVO, CRVO, BRAO, CRAO) in
the operative eye

History of chronic or recurrent inflammatory eye
disease (e.g., iritis, scleritis, uveitis, iridocyclitis,
rubeosis iridis)

A visually non-functional fellow eye (to be assessed
by the investigator). In C-02-39, visually
nonfunctional was defined as non-study eye visual
acuity worse than 0.6 logMAR [20/80 Snellen
equivalent]). An exception to this exclusion was when
the patient’s visual acuity reduction was due to a
cataract and it had been demonstrated with the use of a
Potential Acuity Meter (or similar instrument) that the
patient would have functional vision following
removal of the cataract

A visually non-functional fellow eye with best-correct
Snellen visual acuity worse than 20/200 (equivalent to
logMAR visual acuity worse than 1.0)

Use of an investigational intraocular lens

Use of any investigational product during the surgical
procedure. Approximately 0.1 mL of intraocular
triamcinolone was permitted for visualization during
the surgical procedure. All triamcinolone was to be
removed as completely as possible before the close of
the case. Periocular injection of triamcinolone at the
close of the case or thereafter was permitted.

The Alcon Medical Monitor could declare any patient
ineligible for per protocol evaluability based upon
sound medical reason (e.g., where there were
significant surgical complication(s) unrelated to the
use of the irrigating solution; i.e., difficult lens
placement, zonular dehiscence, vitreous in the anterior
chamber, etc)

The Alcon Medical Monitor was permitted to declare
any patient ineligible for per protocol evaluability
based upon sound medical reason.

Participation in any other clinical study within 30 days
before the baseline visit or at any time during study
participation

Participation in any other clinical study within 30 days
before the baseline visit or at any time during study
participation

The second (fellow) eye of a patient currently or
previously enrolled into this study (each patient was
allowed to have only 1 eve enrolled into the study)

The second (fellow) eye of a patient currently or
previously enrolled into this study (each patient was
allowed to have only 1 eye enrolled into the study)
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Assessment of Efficacy
- The primary and secondary variables for the 4 efficacy studies are shown below.

In the 3 anterior segment studies (C-02-39, C-03-33, and C-04-14), multiple va