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1 PROTOCOL SYNOPSIS

Financial Disclosure

for US FDA

Submission Required? X |Yes No

Test Article(s) / ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOLs (Models
Product(s): SNDI1T3, SND1T4, SNDITS, and SND1T6) and ACRYSOF IQ

RESTOR +2.5 D Multifocal Toric IOLs (Models SV25T3, SV25T4,
SV25TS5, and SV25T6), ACRYSOF IQ RESTOR +2.5 D Multifocal
(Model SV25T0).

The ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL

(Models SND1T3/ SND1T4/ SNDITS5/ SNDI1T6) is intended for
primary implantation in the capsular bag of the eye for the visual
correction of aphakia secondary to removal of a cataractous lens and
pre-existing corneal astigmatism in adult patients with and without
presbyopia, who desire near, intermediate, and distance vision,
reduction of residual cylinder and increased spectacle independence.

The lens is an ultraviolet and blue light filtering foldable multifocal
toric IOL. The optical portion consists of a high refractive index
material with proprietary blue light filtering chromophore which
filters light in a manner that approximates the human crystalline lens
in the 400-475 nm blue light wavelength range. In addition to
standard UV absorption, the blue light filtering chromophore reduces
transmittance of blue light wavelengths. The optical portion is
biconvex and consists of a soft acrylic material capable of being
folded prior to insertion, allowing placement through an incision
smaller than the optic diameter of the lens. The biconvex optic
contains an aspheric apodized diffractive structure on the anterior
surface. After surgical insertion into the eye, the lens gently unfolds
to restore the optical performance. The anterior surfaces of the
ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL is designed
with negative spherical aberration to compensate for the positive
spherical aberration of the cornea. The toric posterior surface is
designed to correct pre-existing corneal astigmatism. Alignment of
the toric axis marks with the postoperative steep corneal meridian
allows the lens to correct pre-existing corneal astigmatism.

The ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOLs
(Models SV25T3, SV25T4, SV25T5, and SV25T6) are intended for
primary implantation in the capsular bag of the eye for the visual
correction of aphakia secondary to removal of a cataractous lens and
pre-existing corneal astigmatism in adult patients with and without
presbyopia, who desire reduction of refractive cylinder and near,
intermediate, and distance vision with increased spectacle

independence.
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The lens is an ultraviolet and blue light filtering foldable multifocal
toric IOL. The optical portion consists of a proprietary high refractive
index hydrophobic acrylic material with a blue light filtering
chromophore which filters light in a manner that approximates the
human crystalline lens in the 400-475 nm blue light wavelength
range. The optical portion is biconvex and consists of a soft acrylic
material capable of being folded prior to insertion, allowing
placement through an incision smaller than the optic diameter of the
lens. After surgical insertion into the eye, the lens gently unfolds to
restore the optical performance. The biconvex optic contains an
aspheric apodized diffractive structure with a central refractive zone
on the anterior surface and a toric posterior surface. The apodized
diffractive structure divides incoming light to provide a range of
functional vision (defined as visual acuity of 20/40 or better) from
distance to near. The anterior surface of the ACRYSOF IQ RESTOR
+2.5 D Multifocal Toric IOL Models SV25T3 through SV25T6 is
designed with negative spherical aberration to compensate for the
positive spherical aberration of the cornea. The toric posterior surface
is designed to correct pre-existing corneal astigmatism. Alignment of
the toric axis marks with the postoperative steep corneal meridian
allows the lens to correct pre-existing corneal astigmatism. The
effects of this aspheric design feature have not been clinically
assessed. Compared to other Alcon ACRYSOF IQ RESTOR
Multifocal Toric IOL models (Models SND1T3 to SND1T6), these
IOLs (Models SV25T3 to SV25T6) provide an alternate option for
clinicians to offer patients with astigmatism with the near add power
of +2.5 D, with optimal vision at 53 cm and greater distance
dominance in the energy distribution between near and far.

The ACRYSOF IQ RESTOR +2.5 D Multifocal IOL (Model
SV25TO0) is intended for primary implantation in the capsular bag of
the eye for the visual correction of aphakia secondary to removal of a
cataractous lens in adult patients with and without presbyopia, who
desire reduction of near, intermediate, and distance vision with
increased spectacle independence.

The lens is an ultraviolet and blue light filtering foldable multifocal
IOL. The optical portion consists of a proprietary high refractive
index hydrophobic acrylic material with a blue light filtering
chromophore which filters light in a manner that approximates the
human crystalline lens in the 400-475 nm blue light wavelength
range. The optical portion is biconvex and consists of a soft acrylic
material capable of being folded prior to insertion, allowing
placement through an incision smaller than the optic diameter of the
lens. After surgical insertion into the eye, the lens gently unfolds to
restore the optical performance. The biconvex optic contains an
aspheric apodized diffractive structure with a central refractive zone

on the anterior surface and a posterior surface. The apodized
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diffractive structure divides incoming light to provide a range of
functional vision (defined as visual acuity of 20/40 or better) from
distance to near. The anterior surface of the ACRYSOF IQ RESTOR
+2.5 D Multifocal IOL Model SV25TO0 is designed with negative
spherical aberration to compensate for the positive spherical
aberration of the cornea. The effects of this aspheric design feature
have not been clinically assessed. Compared to other Alcon
ACRYSOF RESTOR Multifocal IOL models (Models SN6ADI,
MNO6AD1 and SN6AD?3), this IOL (Model SV25T0) provides an
alternate option for clinicians to offer patients with the near add
power of +2.5 D, with optimal vision at 53 cm and greater distance
dominance in the energy distribution between near and far.

Objective(s):

To report the rate of post-surgical intraocular inflammation (based
upon a specified case definition) reported within a 180-day
post-surgical period following attempted implantation of an
ACRYSOF IQ RESTOR Toric or ACRYSOF IQ RESTOR IOL in the
US.

Clinical Study Design:

This is a prospective, multicenter, post-approval active surveillance
study.

No. of Eyes:

Cohort 1: Adult subjects implanted with an ACRY SOF 1Q RESTOR
Toric Multifocal IOL (+3.0 D or +2.5 D) in at least one eye
e Enrolled: 478 Subjects

e Implanted: 706 eyes
e Completed: 703 eyes

Cohort 2: Adult subjects implanted with an ACRYSOF IQ RESTOR
+3.0 D Multifocal Toric IOL or ACRYSOF IQ RESTOR +2.5 D
Multifocal IOL in at least one eye

e Enroll: Approximately 3600 eyes
e Implant: Approximately 3300 eyes
e Required for statistical analysis: 3000 completed eyes

Region(s):

US

Clinical Study
Duration:

a) Total expected duration of the clinical investigation:
Approximately 50 months

b) Expected duration of each subject's participation: Approximately
7 months per participating eye

c) Planned follow up duration: 180 days per participating eye
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d) Estimated time needed to select the number of eyes (ie,
enrollment period): Approximately 47 months

Clinical Study

Cohort 1: Adult subjects, 22 years of age or older, implanted from

Population: November 2018 through July 2020 with an ACRYSOF IQ RESTOR
Multifocal Toric IOL (+3.0 D or +2.5 D)
Cohort 2: Adult subjects, 22 years of age or older, implanted after
July 2020 with an ACRYSOF 1Q RESTOR +3.0 D Multifocal Toric
IOL or ACRYSOF IQ RESTOR +2.5 D Multifocal IOL
Treatments: Test Articles: ACRYSOF IQ RESTOR +3.0 D Multifocal
Toric IOLs (Models SND1T3, SND1T4,
SNDITS5, and SND1T6)
ACRYSOF IQ RESTOR +2.5 D Multifocal
Toric IOLs (Models SV25T3, SV25T4,
SV25TS5, and SV25T6)
ACRYSOF IQ RESTOR +2.5 D Multifocal
(Model SV25T0)
Administration: Routine small incision cataract surgery with

IOL implantation.

A range of commonly utilized spherical
powers (diopters) will be available.

General Description:

Duration of Intraocular lenses are implantable medical

Treatment: devices and are intended for long term use
over the lifetime of the cataract subject.

Control Article: N/A

Administration: N/A

General Description: [N/A

Duration of N/A

Treatment:

Inclusion & Exclusion
Criteria:

Details can be found in Section 10: Subject Population

Performance N/A
Slit-lamp examination
Problems during surgery
Safety Intraocular pressure (IOP)

Aqueous cell

Aqueous flare

Corneal edema
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Corneal haze

Fibrin in anterior chamber, on the surface of the iris or on the IOL

Eyelid edema

Conjunctival hyperemia

Ciliary flush

Corneal precipitates

Hypopyon

Adverse events

Device deficiencies

Dilated Fundus Exam

Vitreous haze

Vitreous cell

Subject Reported Symptoms

Best Corrected Visual Acuity

Other N/A

Planned Analysis

Safety data set

Safety set includes all eyes with attempted test article implantation (successful or aborted
after contact with the eye). The safety set will be used for all safety analyses including the
primary safety endpoint analysis. Modified safety set includes all eyes with successful test
article implantation. The modified safety set will be used for a sensitivity analysis of the
primary safety endpoint.

Primary Safety:

The rate of post-surgical intraocular inflammation (based upon the specified case
definition) reported within a 180-day post-surgical period following attempted
implantation of an ACRYSOF IQ RESTOR Toric IOL or ACRYSOF IQ RESTOR IOL
(Cohort 2) in the US will be estimated along with the exact two-sided 95% confidence
interval (CI). The event rate (per 1,000 IOL implants) is

Total # of reported events / Total # of implants x 1,000.

A subgroup analysis on the primary safety endpoint will be performed by age group
(22-64 years vs. 65 years or older). If both eyes of a subject are enrolled in this study, full
follow-up information for both eyes will be used in the primary analysis. As sensitivity
analyses, two cumulative event rates at 180 days and the corresponding two-sided 95%
confidence interval will be provided using Kaplan-Meier estimator:

e Full follow-up information for both eyes is used
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e Ifasubject has a second cataract surgery within 180 days of the occurrence of the
first cataract surgery, the follow-up for the first eye will be censored at the time of
second surgery

Secondary Safety:

The rates of Toxic Anterior Segment Syndrome, acute postoperative endophthalmitis,
chronic postoperative endophthalmitis, and uncategorized cases of post-surgical intraocular
inflammation (based upon the specified case definition), respectively, reported within a
180-day post-surgical period following implantation of ACRYSOF IQ RESTOR Toric IOL
or ACRYSOF IQ RESTOR IOL (Cohort 2) in the US will be estimated along with the
exact two-sided 95% CI.
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3 ABBREVIATIONS

Abbreviation Definition
ADE Adverse device effect
AE Adverse event
ASADE Anticipated serious adverse device effect
BCVA Best corrected visual acuity
CI Confidence interval
CFR Code of Federal Regulations
CRF Case report form
CM Clinical Manager
cm Centimeter
CSM Clinical Site Manager
D Diopters
DFU Directions for use
eCRF Electronic case report form
EDC Electronic data capture
FDA US Food and Drug Administration
GCP Good Clinical Practice
I[EC Independent ethics committee
ICF Informed consent form
IRB Institutional review board
IOL Intraocular lens
10P Intraocular pressure
ISO International Organization for Standardization
LCSM Lead Clinical Site Manager
MD Doctor of medicine
MedDRA® Medical Dictionary for Regulatory Activities
mm Millimeters
MOP Manual of procedures
N Number
N/A Not applicable
nm Nanometer
PAS Post-approval study
PMA-S Premarket approval supplement
SAE Serious adverse event
SADE Serious adverse device effect
SOP Standard operating procedures
SSI Secondary surgical intervention
TASS Toxic Anterior Segment Syndrome
UNSV Unscheduled visit
US United States
USADE Unanticipated serious adverse device effect
Uuv Ultraviolet
WHO World Health Organization
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4 GLOSSARY OF TERMS

Adverse Device
Effect (ADE)

Adverse event related to the use of an investigational medical device
or comparator, if applicable. Note: This definition includes adverse
events resulting from insufficient or inadequate instructions for use,
deployment, implantation, installation, or operation; any
malfunction; and use error or intentional misuse of the
investigational medical device or comparator, if applicable.

Adverse Event
(AE)

Any untoward medical occurrence, unintended disease or injury, or
untoward clinical signs (including abnormal laboratory findings) in
subjects, users or other persons, whether or not related to the
investigational medical device. Note: For subjects, this definition
includes events related to the investigational medical device or the
procedures involved. For users or other persons, this definition is
restricted to events related to investigational medical devices.

Anticipated Serious adverse device effect which by its nature, incidence, severity,
Serious Adverse or outcome has been identified in the risk analysis.

Device Effect

(ASADE)

Assessment A procedure used to generate data required by the study.

Device Deficiency

Inadequacy of a medical device with respect to its identity, quality,
durability, reliability, safety, or performance. Note: This definition
includes malfunctions, misuse or use errors, and inadequate labeling.

Adverse Event

Exposed The investigational product touched the subject’s eye

Performance Behavior of a medical device or response of the subject to that

(Clinical) medical device in relation to its intended use, when correctly applied
to appropriate subjects.

Malfunction Failure of an investigational medical device to perform in accordance
with its intended purpose when used in accordance with the
instructions for use or clinical investigation plan.

Nonserious Adverse event that does not meet the criteria for a serious adverse

event.

Period

A minor subdivision of the study timeline; divides phases into smaller
functional segments such as screening, baseline, operative,
postoperative, etc.

Serious Adverse
Device Effect
(SADE)

Adverse device effect that has resulted in any of the consequences
characteristic of a serious adverse event.
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Serious Adverse
Event (SAE)

Adverse event that led to any of the following:
e Death.
e A serious deterioration in health that either resulted in:

e a life-threatening illness or injury.
Note: Life-threatening means that the individual was at
immediate risk of death from the event as it occurred, ie, it
does not include an event which hypothetically might have
caused death had it occurred in a more severe form.

e any potentially sight-threatening event or permanent
impairment to a body structure or a body function.

e in-patient hospitalization or prolonged hospitalization.
Note: Planned hospitalization for a pre-existing condition,
or a procedure required by the clinical investigation plan,
without serious deterioration in health, is not considered a
serious adverse event. In general, hospitalization signifies
that the individual remained at the hospital or emergency
ward for observation and/or treatment (usually involving
an overnight stay) that would not have been appropriate in
the physician's office or an out-patient setting.
Complications that occur during hospitalization are AEs. If
a complication prolongs hospitalization or fulfills any other
serious criteria, the event is serious. When in doubt as to
whether “hospitalization” occurred, the event should be
considered serious.

e amedical or surgical intervention to prevent a) or b).

e any indirect harm as a consequence of incorrect diagnostic
test results when used within manufacturer's instructions
for use.

e Fetal distress, fetal death, or a congenital abnormality or birth
defect.

Subject Number

A number assigned to each subject who enrolls in the study. When
combined with the site number, a unique identifier is created for each
subject in the study.

Unanticipated
Serious Adverse
Device Effect
(USADE)

Serious adverse device effect which by its nature, incidence, severity
or outcome has not been identified in the risk analysis.
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6 SCHEDULE OF VISITS
Visit 0 Visit 00 & | Visit 1 & | Visit2 & | Visit3 & | Visit4 & | UNSV
(=40 days | Visit 00A | Visit 1A | Visit2A | Visit3A | Visit 4A
Procedure/ |PTESUrBErY| (surgery) | (Day1-2 | (Day7-14 | (Day30- | (Day 90 -
Assessment <16 Oeg;;s post post 60 post | 180 post
p;e-surgery surgery) | surgery) | surgery) | surgery)
2" eye)
Informed X
Consent
Demographics X
Patient Medical
History (Ocular X
and Nonocular)?
Medications (use
of medication
prior to, during X X X X X X X
and post-surgery
must be
documented)?
Inclu519n/ X X
Exclusion
Adverse Events
(Volunteered and X X X X X X X
Elicited)
Device
Deficiencies X X X X X X
Subject Reported X X X X X X
Symptoms
Best Corrected
Visual Acuity X X X X X X
(BCVA)
Intraocular X X X X X X
Pressure
Problems during X
surgery
Other Surgical X
Procedures
Aqueous cell X X X X X X
Aqueous flare X X X X X X
Corneal edema X X X X X X
Corneal haze X X X X X X
Fibrin in the
anterior chamber,
on t.he.: surface of X X x X X X
the iris or on the
intraocular lens
(IOL)
Eyelid edema X X X X X X
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Visit 0 Visit 00 & | Visit1 & | Visit2 & | Visit3 & | Visit4 & | UNSV
(=40 days | visit 00A | Visit 1A | Visit2A | Visit3A | Visit 4A
Procedure/ |PTE¢SUrBerY| (surgery) | (Day1-2 | (Day7-14 | (Day30- | (Day 90 -
Assessment <16 Oeg;;s post post 60 post | 180 post
p;e-surgery surgery) | surgery) | surgery) | surgery)
2" eye)
Conjunc‘glval X X X X X X
hyperemia
Ciliary flush X X X X X X
Corneal X X X X X X
precipitates
Hypopyon X X X X X X
Dilated fundus X X! X! X! X! X!
examination
Vitreous cell X X! X! X! X! X!
Vitreous haze X X! X! X! X! x!
Photo X2 X2 X2 X2 X2
documentation
Culture of ocular X2 X2 X2 e X2
media

' Required for cases of exacerbated post-surgical intraocular inflammation only.
2 Required at certain visits for cases of exacerbated post-surgical intraocular inflammation. See
Manual of Procedures for details on requirements for which visit(s) testing is required.
? Concomitant medications and medical history must be fully documented in the subject
source documents. CRF data will be Targeted:
e Medical History: All ocular history, targeted systemic history
e Concomitant Medications: All ocular medications, targeted systemic medications

NOTE: Visits with an “A” refer to visits for the 2™ eye visits for cases where both eyes of a subject
are enrolled. In the eCRF these visits will be noted with wording of “2™ Eye” instead of A. For
example: Visit 1A will be shown as Visit 1-2" Eye.
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7 INTRODUCTION

7.1 Background

The ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL and ACRYSOF IQ RESTOR

+2.5 D Multifocal Toric IOL are intended to provide astigmatic cataract patients with a range
of near, intermediate and distance vision as well as correct the pre-existing corneal
astigmatism by combining multifocal and toric optical designs. ACRYSOF 1Q RESTOR +3.0
D Multifocal Toric IOL Models SND1T3 — SND1T6 were approved in the United States on
22 December 2016. The ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOL Models
SV25T3-T6 were approved in the United States on 21 March 2017. The ACRYSOF 1Q
RESTOR +2.5 D Multifocal IOL Model SV25T0 was approved in the United States on 13
April 2015.

Multifocal IOLs are designed to provide improved overall vision at near and intermediate
distances when compared to conventional monofocal IOLs (Javitt 2000, Chiam 2006,
Kohnen 2006, Souza 2006, Vingolo 2007, Alfonso 2009). Toric intraocular lenses correct
aphakia as well as any pre-existing or surgically induced corneal astigmatism (Horn 2007,
Bauer 2008). This provides a benefit to patients due to freedom from spectacles for distance
vision which is an important consideration when choosing an intraocular lens (Lane 2006,
Larendeau 2009).

A summary of known and potential risks and benefits to humans, as identified in the literature
or through preclinical testing and/or prior clinical evaluations, for each investigational
product can be found in the Package Insert for the corresponding model.

Risks associated with participation in the clinical investigation including risks associated with
the clinical procedure are described in the Informed Consent Form (ICF). Information on
alternative treatments that may be available to the subjects is also addressed in the ICF.

7.2 Clinical Study Design

This is a prospective, multi-center, active surveillance post-approval study designed to
estimate the incidence of post-surgical intraocular inflammation (based upon a specific case
definition) in approximately 3,000 eyes that have been implanted with an ACRYSOF 1Q
RESTOR Toric IOL or ACRYSOF IQ RESTOR Multifocal IOL |
I o1 up to 180 days. Active surveillance will
be conducted through systematic collection, analysis, and interpretation of all reported cases
of post-surgical intraocular inflammation over 4 visits ranging from 1 to 180 days post
implantation of the ACRYSOF IQ RESTOR Toric IOL or ACRYSOF 1Q RESTOR IOL in the
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US. The ACRYSOF IQ RESTOR Toric IOL and ACRYSOF IQ RESTOR IOL are
commercially available in the United States. This study will include adults (> 22 years of age)
with preoperative cataract in the study eye(s). Potential subjects will be screened for
enrollment into the study. Those qualifying will be considered enrolled in the study at the
time the informed consent form is signed, and attend a total of up to 11 visits. The subject
will be considered exposed to treatment at the time of surgery when the investigational
product touches the eye.

The study includes two groups of subjects (Cohort 1, and Cohort 2).

Cohort 1: Subjects implanted from November 2018 through July 2020 with an ACRYSOF IQ
RESTOR +3.0 D Multifocal Toric IOL (Models SND1T3, SND1T4, SNDI1TS5, or SND1T6)
or an ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOL (Models SV25T3, SV25T4,
SV25T5, and SV25T6) in at least one eye.

Note: At time of Protocol Amendment 7, Cohort 1 enrollment, is complete.

Cohort 2: Subjects implanted after July 2020 with an ACRYSOF IQ RESTOR +3.0 D
Multifocal Toric IOL (Models SND1T3, SND1T4, SND1T5 or SND1T6) or an ACRYSOF
IQ RESTOR +2.5 D Multifocal IOL (Model SV25TO0) in at least one eye.

Note: This Cohort will include subjects enrolled under Amendment 7.

Interim reports pertaining to the progress of the post-approval study will be submitted to the
FDA for review every six months up to the first 2 years, or as requested, starting from the
date of approval of the ACRYSOF IQ RESTOR +3.0 D Toric intraocular lens, and will
continue to be submitted annually thereafter until study completion.

7.3 Rationale for Study Design

This study is designed in accordance with Alcon’s agreement with the United States FDA,
subsequent to approval of the ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL.

This study is being conducted as a post-approval surveillance study to comply with the
request of the FDA approval of the AcrySof IQ ReSTOR +3.0 D Multifocal Toric IOL.

Enrollment for this study originally started in November 2018. | NN
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From November 2018 to November 2019 a total of 706 eyes in 478 subjects were

successfully implanted with ReSTOR Toric I0OLs |
I [ hcsc subjects comprise Cohort 1 and have been followed as defined

in this protocol through their last study visit.

Note: At time of Protocol Amendment 7, Cohort 1 enrollment, including subjects implanted
and followed from November 2018 through July 2020, is complete.

At the request of the FDA, Alcon is restarting enrollment in this study and all future subjects
(approximately 3300) will be implanted with ACRYSOF ReSTOR Toric IOLs or ACRYSOF
ReSTOR [0L s |
I These newly enrolled subjects will be Cohort 2 and will make up the primary study
population.

7.4 Study Milestones Timeline

The study milestone timeline presented below is based upon the expectation that, following
the initiation of the first site for enrolling each Cohort, the remaining study sites will be
activated at a rate of approximately 5 per month, and the enrollment rate at activated sites
will be approximately 6 eyes per month.

Table 7-1 Study Milestones
Key Milestone Target Date (Cohort 1) Target Date (Cohort 2)
First Site Initiated November 2018 October 2020
First Subject First Visit November 2018 October 2020
Last Subject First Visit November 2019 June 2022
Last Subject Last Visit July 2020 January 2023
Database Lock July 2020 January 2023
Submit PAS Final Report April 2023
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Study Design

( Visit 0: Pre-surgery

-40 to 0 Days for 1*' eye and
60 to 0 Days for 2™ eye
Pre-surgery
Screening Assessments

N

. J
2 )
Visit 00/00A: Surgery
Day 0
Cataract surgery and IOL
implantation
\. J

-

Visit 1/Visit 1A: 1-2 Days Post-Surgery

Visit 2/Visit 2A: 7-14 Days Post-Surgery

Visit 3/Visit 3A: 30-60 Days Post-Surgery

Visit 4/Visit 4A: 90-180 Days Post-Surgery/Early Exit/Exit
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8 CLINICAL STUDY OBJECTIVES

8.1 Primary Objective

The primary objective is to report the rate of post-surgical intraocular inflammation (based
upon a specified case definition) reported within a 180-day post-surgical period following
attempted implantation of an ACRYSOF 1Q RESTOR Toric IOL or ACRYSOF IQ ReSTOR
IOL in the US.

8.2 Secondary Objectives

Not applicable

8.3 Exploratory Objectives
Not applicable

8.4 Study Endpoints

8.4.1 Performance Endpoints

There are no performance endpoints in this study.

8.4.2 Safety Endpoints

The primary safety endpoint is the rate (per 1,000 IOL implants) of post-surgical
intraocular inflammation (based upon the specified case definition) reported within a 180-day
post-surgical period following attempted implantation of ACRYSOF IQ RESTOR Toric +3.0
D Multifocal IOL or ACRYSOF IQ ReSTOR +2.5 D Multifocal IOL (Cohort 2).

The specific case definition of post-surgical intraocular inflammation is as follows.

Exacerbated intraocular inflammation within 180 days after IOL implantation as indicated by:

e >3+ aqueous cell within the first 14 days post-op (collected at Visit 1 or 2 or at an
unscheduled visit between Visit 00 and Visit 2), and/or

e >2+aqueous cell > 14 days and < 60 days post-op (collected on Visit 3 or at an
unscheduled visit between Visit 2 and Visit 3), and/or

e > 1+ aqueous cell > 60 days post-op or later (collected on Visit 4 or at an unscheduled
visit between Visit 3 and Visit 4)
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The secondary safety endpoints are the rates (per 1,000) of Toxic Anterior Segment
Syndrome (TASS), acute postoperative endophthalmitis, chronic postoperative
endophthalmitis, and uncategorized cases of post-surgical intraocular inflammation (based
upon the specified case definition), respectively, reported within a 180-day post-surgical
period following implantation of ACRYSOF IQ RESTOR Toric IOLs or ACRYSOF IQ
ReSTOR IOL (Cohort 2).

The case definitions of TASS and endophthalmitis are as follows:

Exacerbated intraocular inflammation within 180 days after IOL implantation associated with
the following findings:
TASS

e >3+ aqueous cell

e Non-infectious etiology

e Rapid onset (up to and including 2 days postoperatively)

ACUTE POSTOPERATIVE ENDOPHTHALMITIS
e >3+aqueous cell
o Etiology
o Infectious per positive culture of ocular media
o Non-infectious per negative culture of ocular media
e Inflammatory cells in the vitreous and/or vitreous abscess.

e Rapid onset (3 to 14 days postoperatively)

CHRONIC POSTOPERATIVE ENDOPHTHALMITIS
e > 1+ aqueous cell
e Etiology
o Infectious per positive culture of ocular media
o Non-infectious per negative culture of ocular media
e Inflammatory cells in the vitreous

e Delayed onset (> 14 days postoperatively)

UNCATEGORIZED

e Exacerbated intraocular inflammation within 180 days after IOL implantation as
indicated by:

e >3+ aqueous cell within the first 14 days post-op (collected on Visit 1 or 2 or
at an unscheduled visit between Visit 00 and Visit 2), and/or
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e >2+aqueous cell > 14 days and < 60 days post-op (collected on Visit 3 or at
an unscheduled visit between Visit 2 and Visit 3), and/or

e > 1+ aqueous cell > 60 days post-op or later (collected on Visit 4 or at an
unscheduled visit between Visit 3 and Visit 4).

but does not meet the definitions for TASS, acute postoperative endophthalmitis, or
chronic postoperative endophthalmitis given above.
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9 INVESTIGATIONAL PLAN
9.1 Outline of Clinical Study

This is a prospective, multi-center, active surveillance post-approval study, designed to
estimate the incidence of post-surgical intraocular inflammation (based upon a specific case
definition) in approximately 3,000 eyes that have been implanted with an ACRYSOF 1Q
RESTOR Toric IOL or ACRYSOF IQ RESTOR IOL (Cohort 2) for up to 180 days.

9.2 Study Design

The study will include adults (> 22 years of age) who plan to have cataract extraction and
subsequent implantation of an ACRYSOF IQ RESTOR +3.0 D Toric Multifocal IOL (Models
SNDIT3, SND1T4, SNDIT5 or SND1T6) or an ACRYSOF IQ RESTOR +2.5 D Toric IOL
(Models SV25T3, SV25T4, SV25T5, and SV25T6) or an ACRYSOF IQ RESTOR +2.5 D
Multifocal IOL (Model SV25TO0) in at least one eye. Potential subjects will be screened for
eligibility and enrollment into the study. In Cohort 1, 706 eyes were implanted, and
approximately 3600 eyes will be screened, to identify 3300 qualified eyes in Cohort 2. Within
40 days of screening, qualified subjects will receive cataract surgery followed by
implantation at the surgery visit with one of the study IOLs for their Cohort as follows:

Cohort 1: Subjects implanted from November 2018 through July 2020 with an ACRYSOF IQ
RESTOR +3.0 D Multifocal Toric IOL (Models SNDI1T3, SND1T4, SNDITS, or SNDI1T6)
or an ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOL (Models SV25T3, SV25T4,
SV25TS5, and SV25T6) in at least one eye.

Cohort 2: Subjects implanted after July 2020 with an ACRYSOF IQ RESTOR +3.0 D
Multifocal Toric IOL (Models SND1T3, SND1T4, SNDI1T5, or SND1T6) or an ACRYSOF
IQ RESTOR +2.5 D Multifocal IOL (Model SV25TO0) in at least one eye.

If a second eye will participate in the study, subjects will receive the second eye cataract
surgery within 60 days of the screening Visit 0. Four postoperative follow-up visits are
planned to occur at 1-2 days, 7-14 days, 30-60 days, and 90-180 days, for each enrolled eye.
Subject participation in this study is expected to last up to 7 months, including a total of 6
study visits for subjects implanted in one eye and up to 11 visits for subjects implanted in
both eyes. Upon completion of the 180 days follow-up visit, subjects will be exited from the
study.
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Table 9-1 Visit Schedule for 15t and 2"¢ Implant
Time From Implantation 1%t Implant 2" Implant
Pre-surgery Visit 0 -
Surgery Visit 00 Visit 00A
1-2 days Visit 1 Visit 1A
7-14 days Visit 2 Visit 2A
30-60 days Visit 3 Visit 3A
90-180 days Visit 4 Visit 4A

9.3 Rationale for Study Design

This study is designed in accordance with Alcon’s agreement with the United States FDA,
subsequent to approval of the ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL.

9.4 Procedures Per Study Visit

Section 12, Clinical Study Procedures, contains procedures per study visits.

9.5 Risk Benefit Assessment

The ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL is intended for primary
implantation in the capsular bag of the eye for the visual correction of aphakia secondary to
removal of a cataractous lens and pre-existing corneal astigmatism in adult patients with and
without presbyopia, who desire near, intermediate and distance vision, reduction of residual
refractive cylinder and increased spectacle independence. The lens is intended to be placed in
the capsular bag.

The ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOLs (Models SV25T3, SV25T4,
SV25TS, and SV25T6) are intended for primary implantation in the capsular bag of the eye
for the visual correction of aphakia secondary to removal of a cataractous lens and
pre-existing corneal astigmatism in adult patients with and without presbyopia, who desire
reduction of refractive cylinder and near, intermediate, and distance vision with increased

spectacle independence.
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The ACRYSOF IQ RESTOR +2.5 D Multifocal IOLs (Model SV25TO0) are intended for
primary implantation in the capsular bag of the eye for the visual correction of aphakia
secondary to removal of a cataractous lens in adult patients with and without presbyopia, who

desire near, intermediate, and distance vision with increased spectacle independence.

During the development of ACRYSOF IQ RESTOR Toric IOL, the safety and performance
aspects of the device have been evaluated using risk analysis techniques, and clinical hazards
are addressed by the pivotal clinical study data.

In the pivotal clinical study for the ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL, the
safety and performance of ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL was
demonstrated. The study results demonstrated that the benefit of ACRYSOF IQ RESTOR
+3.0 D Toric IOL implantation at the time of cataract surgery in subjects with aphakia and
pre-existing corneal astigmatism outweigh its risks. FDA’s approval was obtained on 22
December 2016 for commercial distribution.

No pivotal clinical study for the ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOL was
conducted. However, the pivotal clinical study for the non-toric ACRYSOF 1Q RESTOR
+2.5 D IOL (SV25TO0) in conjunction with the pivotal clinical study for ACRYSOF IQ
RESTOR +3.0 D Toric IOL (T3-T6) demonstrate safety and performance of the ACRYSOF
IQ RESTOR +2.5 D Toric IOL. Both studies show the benefit of the ACRYSOF IQ RESTOR
+2.5 D Toric IOL, which outweigh its risks. FDA approval was obtained on 21 March 2017.

The pivotal clinical study for the ACRYSOF IQ RESTOR +2.5 D Multifocal IOL (SV25T0
demonstrated safety and performance of the ACRYSOF IQ RESTOR +2.5 D Multifocal 1OL.
and showed the benefit of the ACRYSOF IQ RESTOR +2.5 D Multifocal IOL outweigh its
risks. FDA approval was obtained on 13 April 2015.

In accordance with order, this post-approval study is being conducted to provide continued
reasonable assurance of safety of the ACRYSOF IQ RESTOR +3.0 D Toric IOL. ]

In the post-approval clinical study, a careful evaluation will be performed according to the
inclusion/exclusion criteria to ensure that vulnerable or inappropriate subjects are not allowed
to participate in the clinical study. Subject safety will be monitored closely via the collection
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of adverse events, and safety parameter assessments at postoperative visits (either planned or

unscheduled) throughout the course of the study.

Overall, the information that will be gained in the post-approval study will provide continued
evidence supporting safety of the device.

9.6 Study Recruitment and Entry

Participants will be recruited from the Investigators’ patient population, referrals, or IRB
approved materials. Patients that appear to be eligible subjects will be approached for study
participation and sign an Informed Consent Form (ICF) prior to the commencement of study

related procedures.

The Investigator or designee will explain the study purpose, procedures and subject
responsibilities to the potential participant. The subject must be given the opportunity to ask
questions and allowed time to consider the information provided. The subject’s willingness
and ability to meet the follow-up requirements will be determined. When it has been
established that the subject is eligible for possible participation in the study, written informed
consent will be obtained. Upon signing the ICF, the subject will be enrolled into the study.
The original signed informed consent form will be retained within the subject’s medical

records, and a copy will be provided to the subject.
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10 SUBJECT POPULATION

The study population includes two Cohorts (Cohort 1 and 2) to be implanted at
approximately 30 sites. To participate in the clinical study, subjects must be 22 years of age
or older and have planned implantation in at least one eye with one of the study IOLs for
their Cohort as follows:

Cohort 1: Subjects implanted from November 2018 through July 2020 with an ACRYSOF IQ
RESTOR +3.0 D Multifocal Toric IOL (Models SND1T3, SND1T4, SNDI1TS5, or SND1T6)
or an ACRYSOF IQ RESTOR +2.5 D Multifocal Toric IOLs (Models SV25T3, SV25T4,
SV25TS5, and SV25T6) in at least one eye, in accordance with the product labeling.

Note: At time of Protocol Amendment 7 Cohort 1 enrollment, is complete.

Cohort 2: Subjects implanted after July 2020 with ACRYSOF IQ RESTOR +3.0 D
Multifocal Toric IOL (Models SND1T3, SND1T4, SNDITS or SND1T6) or an ACRYSOF
IQ RESTOR +2.5 D Multifocal IOL (Model SV25TO0) in at least one eye, in accordance with
the product labeling.

Note: This Cohort will include subjects enrolled under Amendment 7.

The subject must not have ocular or intraocular infection or inflammation at the screening
visit or on the day of surgery, nor any history of intraocular inflammation within the past 12
months. A subject can have one eye or both eyes enrolled in the study if the eye(s) meets the
required qualifications. Additional entry criteria are listed below in Sections 10.1 and 10.2.
The study enrollment period is expected to last approximately 43 months.

Check all entry criteria at screening/pre-surgery (Visit 0) and at both surgical visits (Visit 00,
Visit 00A). If a subject reschedules surgery, resulting in the pre-surgery study assessments
(Visit 0) falling outside of the required window; the pre-surgery study assessments should be
repeated and inclusion/exclusion criteria re-verified. Subjects failing to pass entry criteria

may not be re-screened.

10.1 Inclusion Criteria

Below is a list of the inclusion criteria. Assessments must be performed at screening (Visit 0),
unless otherwise indicated.

1. Adults, 22 years of age or older, of either gender or any race, with preoperative
cataract in the study eye(s).
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3.

2. Subjects with planned implantation in at least one eye with:

Cohort 1: an ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL (Models
SNDI1T3, SND1T4, SNDITS or SNDIT6) or an ACRYSOF 1Q RESTOR +2.5 D
Multifocal Toric IOLs (Models SV25T3, SV25T4, SV25TS5, and SV25T6) in
accordance with the product labeling from November 2018 to July 2020

Cohort 2: an ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL (Models
SNDIT3, SND1T4, SNDITS5 or SNDIT6), or an ACRYSOF IQ RESTOR +2.5 D
Multifocal IOL (Model SV25T0) in accordance with the product labeling after July
2020. [Note: powers supplied are +15.0 D to +25.0 D in 0.5 D increments. |

Able to comprehend and sign a statement of informed consent

4. Willing and able to complete all required postoperative visits

10.2 Exclusion Criteria

Below is a list of exclusion criteria.

1.

Eyes with clinically significant ocular, including adnexa, or intraocular infection or

inflammation (at the screening visit prior to surgery or on the day of surgery)

Subjects with a history of any intraocular inflammation within the past 12 months
(ex: uveitis, choroiditis)

Combined procedures introducing an additional medical device during cataract
surgery (ex: cataract surgery with implant of glaucoma stent)
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11 TREATMENT

Upon signing the informed consent form, subjects are considered enrolled in the study. All
enrolled subjects will be assigned a unique subject identifier at the screening visit, which will
be used throughout the clinical study. The subject identifier consists of a combination of a
four digit Investigator number and a five-digit subject number (Cohort 1) and a five digit
Investigator number and a five-digit subject number (Cohort 2). The number is automatically
generated sequentially by the EDC system. As an example: “1234.00001” or “01234.00001”

[T

(the Investigator number and subject number are separated by a “.” character).

Subjects are considered exposed to treatment in the study at the time of surgery, when the
investigational product touches the eye. Throughout the clinical study, the Investigator will be
responsible for ensuring that the investigational products are used in accordance with product
labeling.

11.1 Investigational Products

Test Articles: ACRYSOF IQ RESTOR +3.0 D Multifocal Toric IOL (Models SND1T3,
SND1T4, SND1T5 or SND1T6), ACRYSOF IQ RESTOR +2.5 D Toric IOL (Models
SV25T3, SV25T4, SV25T5, and SV25T6), and ACRYSOF IQ RESTOR +2.5D
Multifocal IOL (Model SV25T0) manufactured by Alcon Laboratories, Inc. These products
are approved by FDA in United States.

The ACRYSOF IQ RESTOR Toric IOL is intended for primary implantation in the capsular
bag of the eye for the visual correction of aphakia and pre-existing corneal astigmatism
secondary to removal of a cataractous lens in adult patients with and without presbyopia, who
desire near, intermediate, and distance vision, reduction of residual refractive cylinder, and
increased spectacle independence. The test articles are manufactured by Alcon Laboratories,
Inc., are of single piece construction, and have a 6.0 mm diameter biconvex optic and an
overall length of 13.0 mm. The haptics are made of the same material as the optic with no
angulation. ACRYSOF IQ RESTOR +3.0 D Toric IOL (Models SND1T3, SND1T4, SNDI1T5
or SNDI1T6) will be available in lens power ranges 10.0 D to 30.0 D (Cohort 1) and 15.0 D to
25.0 D (Cohort 2) in 0.5 D increments. ACRYSOF 1Q RESTOR +2.5 D Multifocal Toric
IOLs (Models SV25T3, SV25T4, SV25T5, and SV25T6) will be available in lens power
ranges 6.0 D to 30.0 D in 0.5 D increments for Cohort 1 only. Note: At time of Protocol
Amendment 7, Cohort 1 enrollment is complete.
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The posterior surface of the ACRYSOF IQ RESTOR Toric IOL is marked with six
indentations (three on either side) on the flatter meridian of the optic. These indentations on
the periphery of the optic are to be aligned with the axis determined by the Alcon Online
Toric IOL Calculator (http://www.myalcon-toriccalc.com).

The ACRYSOF IQ RESTOR IOL is intended for primary implantation in the capsular bag of
the eye for the visual correction of aphakia secondary to removal of a cataractous lens in
adult patients with and without presbyopia, who desire near, intermediate, and distance vision
and increased spectacle independence. The test articles are manufactured by Alcon
Laboratories, Inc., are of single piece construction, have a 6.0 mm diameter biconvex optic
and an overall length of 13.0 mm. The haptics are made of the same material as the optic with
no angulation. ACRYSOF IQ RESTOR +2.5 D Multifocal IOLs (Model SV25T0) will be
available in lens power ranges 15.0 D to 25.0 D in 0.5 D increments for Cohort 2 enrollment.

Each IOL will have a unique serial number. The IOL package will contain:
The IOL,
A subject registration card (Lens Implant Card)
A subject identification card to be given to the subject after surgery,
Adhesive labels containing the IOL information (including the unique serial number)
A package insert containing directions for use
Control Article: Not applicable.

There is no control article in this study.

11.2 Usage

The AcrySof IQ ReSTOR Toric Intraocular Lens (IOL) is intended for primary implantation
in the capsular bag of the eye for the visual correction of aphakia and pre-existing corneal
astigmatism secondary to removal of a cataractous lens in adult patients with and without
presbyopia, who desire near, intermediate, and distance vision, reduction of residual
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refractive cylinder and increased spectacle independence. The lens is intended to be placed in

the capsular bag.

The AcrySof IQ ReSTOR IOL is intended for primary implantation in the capsular bag of the
eye for the visual correction of aphakia secondary to removal of a cataractous lens in adult
patients with and without presbyopia, who desire near, intermediate, and distance vision with
increased spectacle independence. It is recommended to implant ACRYSOF 1Q RESTOR
+2.5 D Multifocal IOL in subjects with < 1.0 D astigmatism.

In order to implant the test article, the surgeons participating in the study must be licensed
ophthalmologists with cataract surgery experience. Each surgeon will use his/her standard of

care to implant the lens following the Package Insert/DFU for the device.

NOTE: If problems during surgery occur or other surgical procedures are performed prior to
implanting the IOL, determine whether the lens should be implanted as recommended in the
product DFU and Inclusion/Exclusion criteria listed in Section 10 | R

I
11.3 Supply

The Sponsor will provide a consignment of the ACRYSOF 1Q RESTOR +3.0 D Multifocal
Toric IOL (Models SNDIT3, SND1T4, SNDI1T5 or SND1T6) and ACRYSOF 1Q RESTOR
+2.5 D Multifocal IOL (Model SV25TO0) to each investigative site free of charge for Cohort 2
only in the ranges described in Table 11-1.

Table 11-3  ACRYSOF IQ RESTOR IOL Models and Optic Power Ranges

IOL Model Optic Powers supplied

RESTOR +3.0 D Multifocal Toric IOL (Models |+15.0 Dto 25.0 D (0.5 D increments)
SNDI1T3, SND1T4, SNDI1T5 or SND1T6)

RESTOR +2.5 D Multifocal IOL (Model +15.0 D t0 25.0 D (0.5 D increments)
SV25T0)

The Investigator is responsible for maintaining the consignment, ensuring that an adequate
number of IOLs are available in each dioptric power provided by the Sponsor. To obtain
additional IOLs, the Investigator must contact the Sponsor.

Storage instructions for the study IOLs can be found in the ACRYSOF IQ ReSTOR +3.0 D
Multifocal Toric IOL and AcrySof IQ ReSTOR +2.5 D Multifocal IOL package inserts.
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11.4 Dispensing

The Investigator is to keep a current record of dispensing of all test articles. This record will
be made available to the Sponsor’s monitor to account for all test articles.

If an Investigative Site has more than one study surgeon, each surgeon (maximum of 4 per
site) will be assigned a surgeon number (eg, 01, 02) and this will be documented on the
appropriate log. If the Investigative Site has only one surgeon his/her surgeon number is 01.

11.5 Accountability Procedures

Upon receipt of the IOLs for Cohort 2, the Investigator or delegate must conduct an inventory
of the IOLs by serial number, complete study specific confirmation of receipt procedures as
described in the MOP, and retain any required documentation in the Investigator’s clinical
study records. Throughout the study, the Investigator or delegate must maintain records of
IOL use/dispensation for each subject. This record must be made available to the study
monitor for the purposes of verifying the accounting of IOL supplies. Any discrepancies
and/or deficiencies between the observed disposition and the written account must be
recorded along with an explanation. All IOLs sent to the Investigator must be accounted for

by Study Sponsor personnel, and in no case be used in an unauthorized manner.

The Investigator is responsible for proper disposition of all unused IPs at the conclusion of
the study, according to the instructions provided in the MOP.

11.6 Return of Test Article

All damaged lenses, explanted lenses, unused lenses, or lenses that meet device deficiency
criteria must be packaged in a biohazard bag and returned to the Sponsor with the appropriate
return forms. Refer to Section 13 for additional information on reporting any device

deficiencies and associated adverse events.
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12 CLINICAL STUDY PROCEDURES
12.1 Clinical Study Assessments

The following section outlines the assessments to be performed in this clinical study. It is
recommended that ocular assessments be performed in the order presented below. All
assessments must be recorded in the source documentation, and also in the eCREF, if
applicable.

Assessments are described in detail in the ILR431b-P0O01 Manual of Procedures (hereto
referred to as the MOP), and are outlined in tabular format in Section 6 of this protocol.

12.1.1 Screening/Pre-surgery Visit (Visit 0)

Below is a list of study procedures to be undertaken at Visit 0, which must take place within
40 days prior to the date of 1% eye surgery or within 60 days prior to the date of 2" eye
surgery. Screen each eye that is planned to be included in the study.

Note: Procedures that are completed as part of standard of care for routine cataract evaluation
prior to study consent may be used if performed per protocol and within the required window.

1. Upon identification of a potential study participant, carry out the informed consent

process. Refer to Section 16.2 Informed Consent Procedures.
NOTE: Subjects must formally consent to participate in the study before

undergoing any study specific testing.

2. Document demographics, ocular and nonocular medical history, and concomitant

medications
3. Collect subject reported symptoms
4. Obtain subject Best Corrected Visual Acuity (BCVA)
5. Assess intraocular pressure (IOP)

6. Conduct a slit-lamp examination (refer to the MOP for grading scales). Assess the
following:

e Aqueous cell
e Aqueous flare
e (orneal edema

e Corneal haze
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¢ Fibrin in the anterior chamber or on the surface of the iris
e Eyelid edema

e Conjunctival hyperemia

e C(Ciliary flush

e (Corneal precipitates

e Hypopyon

7. Conduct a dilated fundus exam (see MOP for details) ensuring grading of:

e Vitreous cells

e Vitreous haze
8. Verify eligibility per the study inclusion/exclusion criteria

9. Assess for adverse events

Following confirmation of eligibility per the study inclusion/exclusion criteria, subjects will
be scheduled for surgery (Visit 00/Visit 00A) within the required window of screening
(Visit 0). Ineligible subjects must be exited from the study. The reason for exit must be
documented for each subject. Refer to Section 12.4 for further detail.

12.1.2 Surgery Visit (Visit 00/Visit 00A)

Surgery will take place after the subject successfully completes all screening assessments and
is confirmed eligible to participate in the study per inclusion/exclusion requirements, but not
more than 40 days for the 1% eye (or 60 days for the 2" eye) after the date of the
screening/pre-surgery visit (Visit 0). Only qualified surgeons listed on the study delegation
log (maximum of 4 per site) can perform the surgery on a study patient. The following study
procedures must be performed at the Surgery Visit:

1. Review and document any changes in medical history since the last visit
2. Review and document concomitant medications
3. Verify eligibility to continue participation per the study inclusion/exclusion criteria

4. Perform cataract surgery and implantation of the ACRYSOF IQ RESTOR IOL per
routine standard of care (RESTOR Toric +3.0 or RESTOR +2.5 provided by the
Sponsor for Cohort 2)

Alcon — Business Use Only




Document ID:

V-CLN-0001270

Status: Approved, Version: 10.0 Page 58 of 172
Approved Date: 02 Sep 2020

5. Document any problems during surgery, as applicable

6. Assess for adverse events and device deficiencies

Note: If subject is having surgery in the second eye also, some visit windows may overlap if

the surgery occurs within 7 days to 30 days after surgery in the first eye.

The visit schedule for the first and second implant can be found in Table 9-1.

12.1.3 Postoperative Visits

Postoperative visits are to take place as follows:

Visit 1 and Visit 1A: Day 1-2 post-surgery

Visit 2 and Visit 2A: Day 7-14 post-surgery

Visit 3 and Visit 3A: Day 30-60 post-surgery

Visit 4 and Visit 4A: Day 90-180 post-surgery/Early Exit/Exit

The following study procedures must be performed at each postoperative visit:

1.

2.

Review and document any changes in medical history since the last visit

Review and document concomitant medications

Collect subject reported symptoms

Obtain subject Best Corrected Visual Acuity (BCVA)

Assess IOP

Conduct a slit-lamp examination (refer to the MOP for grading scales). Assess the

following:

a.

=@ o a0 o

Aqueous cell

Aqueous flare

Corneal edema

Corneal haze

Fibrin in the anterior chamber, on the surface of the iris or on the IOL
Eyelid edema

Conjunctival hyperemia

Ciliary flush
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1. Corneal precipitates
j.  Hypopyon

Note: For cases of exacerbated post-surgical intraocular inflammation,
additional testing is required:

e Dilated fundus examination with vitreous haze grading and vitreous cell
grading

e Photo documentation, anterior and posterior(if applicable) — see MOP for
details on which visits testing is required

e Culture of ocular media, required if infection suspected - see MOP for details
on when testing is required

7. Assess for adverse events and device deficiencies

12.2 Unscheduled Visits

An unscheduled visit (UNSV) is defined as follows:
e Ocular examination that is not standard of care and not required by the protocol,
e Examination conducted by the study staff;
e New findings, or a change to a previous finding was discovered; and

e Not site standard of care/routine

An UNSV may or may not result in the capture of an adverse event. Likewise an adverse
event may be captured without the report of an UNSV (eg, AE identified subsequent to study
eye examination by non-study personnel).

The assessments captured at the UNSV are dictated by the Investigator per his/her medical
judgement. The following assessments are recommended:

e Review and document any changes in medical history since the last visit
e Review and document concomitant medications

e Collect subject reported symptoms

e Obtain subject BCVA

e Assess IOP
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e Conduct a slit-lamp examination (refer to the MOP for grading scales). Assess the

following:

©)

©)

O

o

Aqueous cell

Aqueous flare

Corneal edema

Corneal haze

Fibrin in the anterior chamber, on the surface of the iris or on the IOL
Eyelid edema

Conjunctival hyperemia

Ciliary flush

Corneal precipitates

Hypopyon

Note: For cases of exacerbated post-surgical intraocular inflammation, additional

testing is required:

o

Dilated fundus examination with vitreous haze grading and vitreous cell

grading

Photo documentation, anterior and posterior(if applicable) — see MOP for
details on which visits testing is required

Culture of ocular media, required if infection suspected - see MOP for
details on when testing is required

e Assess for adverse events and device deficiencies

Assessments and documentation are not limited to the above list. For safety purposes, if an

unscheduled visit is required after the final study visit, document the visit.

12.3 Missed Visits

If a subject misses a scheduled visit, reschedule the subject within the same visit period. The

Investigator must show diligence in trying to schedule the subject for all study visits, and

document all attempts to contact the subject. In documentation, include the date, time,

method of contact, etc.

If a subject is unable to return for the final study visit, complete the Exit eCRF with the

appropriate reason for discontinuation. If attempts to contact the subject are unsuccessful,

document the date the subject is considered lost to follow-up. Complete the subjects Exit
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eCREF after the last window (Visit 4/Visit 4A) closes, indicating the subject is lost to

follow-up.
12.4 Discontinued Subjects
Subjects may be discontinued (exited) from the study early due to:
o Failure to meet protocol eligibility criteria prior to surgery
e Adverse event(s)
e Administrative reasons (eg, voluntary withdrawal, lost to follow-up)
Subjects who fail to meet protocol eligibility criteria prior to the investigational product
touching the eye will not be followed beyond the date of determination of ineligibility.

Implanted subjects and subjects with failed implantation (inability to successfully insert the
study IOL) will be followed until the planned end of the study period.

Discontinued subjects who have been implanted or in whom implantation failed will not be
replaced. Notification of a subject’s early discontinuation should be made immediately to the

Sponsor and documented on the appropriate eCRF.

If a subject exits the study before completion of the final, planned study visit

(Visit 4/Visit 4A), the Investigator should make reasonable attempts to have the subject return
to the site to perform early exit procedures. Early exit procedures are all study procedures to
be conducted at Visit 4/Visit 4A (see Section 12.1.3).

12.5 Clinical Study Termination

The Sponsor reserves the right to close the investigational site or terminate the study in its
entirety at any time, for reasonable cause. The Investigator also may terminate the study at
his/her site for reasonable cause. Reasons for the closure of an investigational site or
termination of the study may include:

e The Investigator fails to comply with the protocol or GCP guidelines
e Safety concerns

¢ Inadequate recruitment of subjects by the Investigator

If the clinical study is prematurely terminated or suspended, the Sponsor will inform the
Investigator and the regulatory authorities (where applicable) of the termination/suspension,
and the reason for the termination/suspension. The Investigator should promptly notify the
IRB of the termination or suspension and the reasons.
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If the Sponsor terminates the study for safety reasons, it will immediately notify the

Investigator(s), and provide written instructions for study termination and applicable subject
follow-up.
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13 DEVICE DEFICIENCIES AND ADVERSE EVENTS

13.1 General Information

An Adverse Event (AE) is any untoward medical occurrence in a subject who is administered
a clinical study treatment (ie, implant with an investigational device) regardless of whether or
not the event has a causal relationship with the treatment. An AE, therefore, can be any
unfavorable or unintended sign (including an abnormal laboratory finding), symptom, or
disease temporally associated with the clinical study treatment, whether or not related to the

treatment. Below are Figures that categorize AEs and SAE:s.

Figure 13-1 Categorization of All Adverse Events

ALL AEs

Meet
seriousness
criteria?

Device/
procedure-
related?

or e

YES YES
SAE ADE
Figure 13-2 Categorization of All Serious Adverse Events
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Serious Adverse Events
A serious adverse event is an AE that led to any of the following:

e Death
e A serious deterioration in the health of the subject that either resulted in:

a) a life-threatening illness or injury.
Note: Life-threatening means that the individual was at immediate risk of
death from the event as it occurred, ie, it does not include an event which
hypothetically might have caused death had it occurred in a more severe

form.

b) any potentially sight-threatening event or permanent impairment to a body
structure or a body function.

¢) in-patient hospitalization or prolonged hospitalization.
Note: Planned hospitalization for a pre-existing condition, without serious
deterioration in health, is not considered a SAE. In general,
hospitalization signifies that the individual remained at the hospital or
emergency ward for observation and/or treatment (usually involving an
overnight stay) that would not have been appropriate in the physician's
office or an out-patient setting. Complications that occur during
hospitalization are AEs. If a complication prolongs hospitalization or
fulfills any other serious criteria, the event is serious. When in doubt as to
whether “hospitalization” occurred, the event should be considered

serious.

d) amedical or surgical intervention to prevent a) or b) or any ocular
secondary surgical intervention (excluding posterior capsulotomy).

e) any indirect harm as a consequence of incorrect diagnostic test results
when used within manufacturer’s instructions for use.

o Fetal distress, fetal death, or a congenital abnormality or birth defect.

Any other potentially sight-threatening events may also be considered serious based upon the
judgment of the Investigator and should be reported appropriately as delineated in
Section 13.3.
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Adverse Device Effect

An adverse device effect (ADE) is an AE related to the use of an investigational product (test
article). This definition includes AEs resulting from insufficient or inadequate instructions for
use, deployment, implantation, installation, or operation; any malfunction; and use error or

intentional misuse of the test article.

Serious Adverse Device Effect

A serious adverse device effect (SADE) is an ADE that has resulted in any of the

consequences characteristic of a SAE.

Anticipated Serious Adverse Device Effect

An anticipated serious adverse device effect (ASADE) is a SADE which by its nature,
incidence, severity, or outcome has been identified in the risk analysis report.

Unanticipated Serious Adverse Device Effect

An unanticipated serious adverse device effect (USADE) is a SADE which by its nature,
incidence, severity or outcome has not been identified in the risk analysis report.

Device Deficiencies

A device deficiency is an inadequacy of a medical device with respect to its identity, quality,
durability, reliability, safety, or performance. This definition includes malfunctions, use
errors, and inadequate labeling. Malfunction is defined as a failure of a medical device to
perform in accordance with its intended purpose when used in accordance with the
instructions for use or clinical investigation plan. Use error is defined as an act or omission of
an act that results in a different medical device response than intended by manufacturer or
expected by user; this includes slips, lapses, and mistakes. An unexpected physiological
response of the subject does not in itself constitute a use error.

A device deficiency may or may not be associated with patient harm (ie, ADE or SADE);
however, not all ADEs or SADEs are due to a device deficiency. The Investigator should
determine the applicable category for the identified or suspect device deficiency and report
any patient harm separately. Examples of device deficiencies include the following:

e Failure to meet product specifications (eg, incorrect [OL power)
e [OL defect

e Broken IOL optic
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e Broken IOL haptic

e Scratched IOL optic

e Unsealed device packaging

e Suspect [OL contamination

e Lack of efficacy
Return any IOL associated with a device deficiency to the Study Sponsor. Refer to the MOP
for information on return of study IOLs.
13.2 Specific Events Relevant to this Protocol
In addition to reporting all AEs meeting the above definitions, the Investigator must report
the following AEs:
Exacerbated intraocular inflammation as indicated by:

e >3+ aqueous cell within the first 14 days post-op (collected on Visit 1 or 2 or at an
unscheduled visit between Visit 00 and Visit 2), and/or

e >2+aqueous cell > 14 days and < 60 days post-op (collected on Visit 3 or at an
unscheduled visit between Visit 2 and Visit 3), and/or

e > 1+ aqueous cell > 60 days post-op or later (collected on Visit 4 or at an unscheduled
visit between Visit 3 and Visit 4).

Note: Cases of exacerbated intraocular inflammation should be categorized by the
Investigator according to Section 8.4.2.

Subject reported symptoms should be assessed to determine if they meet the definition of an
AE per Section 13.1 of the protocol. Symptoms associated with an AE should be captured as
part of the AE in the narrative as appropriate.

13.3 Procedures for Recording and Reporting

All AEs will be documented on the Adverse Event case report form (CRF) and collected on a
routine basis at monitoring visits. Surgically-related postoperative conditions that are normal
consequences of the ocular surgery and not clinically relevant will only be reported as
adverse events at the discretion of the Investigator.

In addition, the Investigator must document all ADEs, SAEs, and device deficiencies with
details including the date of occurrence, severity, treatment (if applicable), outcome, and
assessments of the seriousness and causality. All available information must be submitted to
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the study Sponsor immediately (ie, within 24 hours of the Investigator’s or site’s knowledge

of the event) as follows:
e ADEs, SAEs, or device deficiencies must be entered immediately into the EDC
system.
e Additional relevant information after initial reporting should be updated in the
EDC system as soon as it becomes available.

Study Sponsor contact information is provided in the Manual of Procedures (MOP).

Further, depending upon the nature of the AE or device deficiency being reported, the study
Sponsor may request copies of applicable portions of the subject’s medical records. The
Investigator must also report all AEs and device deficiencies that could have led to a SADE

according to the requirements of regulatory authorities or IRB/IEC.

Intensity and Causality Assessments

For every AE and device deficiency, the Investigator must assess the causality as Related or
Not Related to the medical device or test procedure in the study. An assessment of causality
will also be performed by a study Sponsor physician utilizing the same definitions, as shown
below:

Causality

Related An AE or device deficiency classified as related may be either definitely
related or possibly related where a direct cause and effect relationship with the
medical device or test procedure has not been demonstrated, but there is a
reasonable possibility that the AE or device deficiency was caused by the
medical device or test procedure.

Not Related An AE or device deficiency classified as not related may either be definitely
unrelated or simply unlikely to be related (ie, there are other more likely
causes for the AE or device deficiency).

Where appropriate, the Investigator must assess the intensity (severity) of the AE as mild,
moderate, or severe, based upon medical judgment with consideration of any subjective
symptomy(s), as defined below:
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Intensity (Severity)

Mild An AE is mild if the subject is aware of but can easily tolerate the sign or
symptom.

Moderate An AE is moderate if the sign or symptom results in discomfort significant

enough to cause interference with the subject’s usual activities.

Severe An AE is severe if the sign or symptom is incapacitating and results in the
subject’s inability to work or engage in their usual activities.

The Investigator must document any action taken (ie, medication, intervention, or treatment

plan) and outcome of the AE or device deficiency when applicable.

13.4 Unmasking of the Study Information

Not applicable; this study is open-label.

13.5 Follow-Up of Safety Information

The Investigator is responsible for adequate and safe medical care of subjects during the
study and for ensuring that appropriate medical care and relevant follow-up procedures are
maintained after the study. Any additional data from these follow-up procedures must be
documented and available upon the study Sponsor’s request.
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14 DATA REVIEW AND HANDLING

14.1 Completion of Source Documents and Case Report Forms

The nature and location of all source documents must be identified to ensure that original
data required to complete the eCRFs exist and are accessible for verification by the monitor.
Data reported on the eCRFs must be derived from source documentation, be consistent with
source documentation, and any discrepancies must be explained in writing. At a minimum,

source documentation must include the following information for each subject:
e Subject identification (name, sex)
e Documentation of subject eligibility
e Date of informed consent, and a copy of the signed consent form
e Dates of visits
e Documentation that protocol-specific procedures were performed
e Results of study assessment, as required by the protocol
e Documentation of AEs and other safety parameters (as applicable)

e Records regarding medical histories and the use of concomitant therapies prior to and
during the study

e Date of study completion and reason for early discontinuation (if applicable)

It is required that the author of each entry in the source documents be identifiable (eg, initials
or signature and date). Any change or correction to data reported in the source, or on an
eCRF, must be dated, initialed, and explained if necessary. Changes must not obscure the
original entry (ie, an audit trail must be maintained). Direct access to source documentation
(medical records) must be allowed for the purpose of verifying that the data recorded on the
eCREF are consistent with the original source data.

EDC is designated for data collection and should be completed by designated individuals
only. Required examinations must be recorded in the eCRFs. All data reported must have
corresponding entries in the source documents. The Investigator will review the reported data
and certify that the eCRFs are accurate and complete as indicated by signature. Subject
identifiers must not be recorded on the eCRFs beyond subject number, demographics
information, and/or other study identifiers.

Deviations from this protocol, regulatory requirements, and Good Clinical Practice (GCP)
must be recorded in the study records. An explanation of the deviation should be included, as
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applicable. In addition, corrective and preventative action should be identified, implemented
and documented within the study records.

14.2 Data Review and Clarifications

Upon completion of the eCRFs, targeted data will be reviewed by the assigned Sponsor
global clinical site management (CSM), or designee, team for accuracy and completeness.
The planned source document verification and overall monitoring activities for this study are
outlined in a separate document, the Protocol Monitoring Plan. Corrections and/or any
necessary additions to the data will be applied and if required, queries will be generated.
Designated investigative staff are expected to respond to data queries in a timely manner and
ensure that the corrections and changes made to the data are reflected in the subjects’ source
documentation. Deviations from this protocol, regulatory requirements and GCP must be
recorded. An explanation of the deviation should be included, as applicable. In addition,
corrective and preventive action should be identified, implemented and documented within
the study records. Prior to study start, a plan for data validation will be completed by Alcon
clinical data management (or designee), and agreed upon by the study clinical manager (CM)
and other team members.

Medical history and adverse events will be coded using the medical dictionary for regulatory
activities (MedDRA) terminology. Upon completion of the study and once the database is
declared completed and accurate, the database will be locked and data will be available for
data analysis. Any changes to the database after lock will be implemented upon agreement
between the Sponsor’s clinical study management, medical safety clinical data management
and biostatistics departments, and will be completed following the Sponsor’s procedures for
changes to a database after database lock.
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15 ANALYSIS PLAN
15.1 Subject Evaluability

Subject evaluability will be determined prior to locking the database for each cohort
accordingly, based upon the Deviations and Evaluability Plan (DEP).

15.2 Analysis Data Sets

The safety set includes all eyes with attempted test article implantation (successful or aborted
after contact with the eye). The safety set will be used for all safety analyses ||| EENEE

Y i safety set

includes all eyes with successful test article implantation. The modified safety set will be
used for a sensitivity analysis of the primary safety endpoint. Second eye surgery within 6
months of the occurrence of first cataract surgery will be included in the primary analysis. If
both eyes of a subject are enrolled in this study, full follow-up information from both eyes

will be used in the primary analysis.

The above definition applies to both Cohort 1 and Cohort 2. Unless otherwise specified,
analyses described below will be reported only for Cohort 2.
15.3 Demographics and Baseline Characteristics

Summary statistics will be provided for demographic and baseline characteristics for each
cohort. Number and percentage will be presented for categorical variables and descriptive
statistics including mean, standard deviation, median, minimum and maximum will be
presented for continuous variables.

15.4 Performance Analyses

Not applicable. This is a post-approval safety study of the ACRYSOF 1Q RESTOR Toric
IOL.

15.4.1 Primary Performance

Not applicable.

15.4.1.1 Statistical Hypotheses

Not applicable.
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15.4.1.2 Analysis Methods

Not applicable.

15.4.2 Secondary Performance

Not applicable.

15.4.2.1 Statistical Hypotheses

Not applicable.

15.4.2.2 Analysis Methods

Not applicable.

15.4.3 Supportive Performance

Not applicable.

15.4.3.1 Statistical Hypotheses and Model

Not applicable.

15.4.3.2 Analysis Methods
Not applicable.

15.5 Handling of Missing Data

The safety set does not include any imputed values for missing data.

15.6 Multiplicity

Page 72 of 172

Not applicable. This is a post-approval safety study of the ACRYSOF 1Q RESTOR Toric

IOL.

15.7 Safety Analysis

For primary safety, the rate of post-surgical intraocular inflammation (based upon the

specified case definition) reported within a 180-day post-surgical period following
implantation of study IOLs (Cohort 2) in the United States will be estimated along with the
exact two-sided 95% confidence interval. The event rate (per 1,000 IOL implants) is

calculated as:
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Total # of reported events/Total # of implants x 1,000

A subgroup analysis on the primary safety endpoint will be performed by age groups
(22-64 years vs. 65 years or older). If both eyes of a subject are enrolled in this study, full
follow-up information for both eyes will be used in the primary analysis. As sensitivity
analyses, two cumulative event rates at 180 days and the corresponding two-sided 95%
confidence interval will be provided using Kaplan-Meier estimator:

e Full follow-up information for both eyes is used

e [fasubject has a second cataract surgery within 180 days of the occurrence of the first
cataract surgery, the follow-up for the first eye will be censored at the time of second
surgery

For secondary safety, the rates of Toxic Anterior Segment Syndrome, acute postoperative
endophthalmitis, chronic postoperative endophthalmitis, and uncategorized cases of post-
surgical intraocular inflammation (based upon the specified case definition) reported within a
180-day post-surgical period following implantation of study IOLs (Cohort 2) in the United

States will be estimated along with the exact two-sided 95% confidence interval.

Adverse Events

All information obtained on adverse events will be displayed by subject and eye.

The number and percentage of all ocular adverse events, including secondary surgical
interventions (SSIs) for either eye, will be tabulated by preferred term with a breakdown by
implanted eye and overall. An eye with multiple ocular adverse events of the same preferred
term is only counted once toward the total of this preferred term.

Nonocular adverse events will be tabulated by preferred term.

Device Deficiencies

The number and percentage of all device deficiencies will be tabulated with a breakdown by
implanted eye and overall. A listing of all device deficiencies will also be provided.
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Other Safety Assessments

All other safety assessments (including surgical problems, slit-lamp examination, post-
surgical anterior segment inflammation, aqueous cell, aqueous flare, hypopyon, corneal
edema, corneal haze, fibrin in the anterior chamber, fibrin on the surface of the iris, fibrin on
the intraocular lens, dilated fundus exam, inflammatory cells or haze in the vitreous, subject
reported symptoms, and best corrected visual acuity) will be summarized. Summaries of
continuous variables will include the number of observations, mean, standard deviation,
median, minimum and maximum. Summaries of categorical variables will include the
number of eyes with data for the variable, as well as the number and percentage of eyes in

each category for the variable.

15.8 Interim Analyses

Interim reports pertaining to the progress of this study will be submitted to the FDA for
review every six months up to the first two years, or as requested, starting from the date of
approval of the ACRYSOF IQ RESTOR Toric IOLs, and will continue to be submitted

annually thereafter until study completion.

For each interim report, the number of eyes enrolled, the number of eyes with an attempted
implantation and the number of eyes with implantation of the ACRYSOF IQ RESTOR study
IOLs will be reported. In addition, the rates for post-surgical intraocular inflammation, Toxic
Anterior Segment Syndrome, acute postoperative endophthalmitis, chronic postoperative
endophthalmitis, and uncategorized cases of post-surgical intraocular inflammation will be
reported, and a listing of all such events will be provided. A listing of all ocular SAEs will
also be provided.

15.9 Adaptive Study Design
Not applicable.

15.10 Sample Size Justification

The precision of the estimated rate can be assessed using the width of an exact two-sided
95% confidence interval. In Figure 15-1, the exact two-sided 95% confidence intervals with a
sample size (N) of 3,000 are shown when the observed rate ranges from 1 to 10 (per 1,000).
As an example, with N = 3,000, the width of the exact two-sided 95% confidence will be

3.6 (per 1,000) when the observed rate is 2 (per 1,000).
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Figure 15-1 The exact two-sided 95% confidence intervals with N = 3,000 when
the observed rate ranges from 1 to 10 (per 1,000)
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16 ADMINISTRATIVE PROCEDURES

16.1 Regulatory and Ethical Compliance

This clinical study will be conducted in accordance with the principles of the Declaration of
Helsinki, and in compliance with ISO 14155:2011 Clinical investigation of medical devices
for human subjects — Good clinical practice, Code of Federal Regulations (CFR), Standard
Operating Procedures (SOPs) of Alcon and Contract Research Organizations participating in
the conduct of the clinical study, and all other applicable regulations. The Investigator and all
clinical study staff will conduct the clinical study in compliance with this protocol. The
Investigator will ensure that all personnel involved in the conduct of the clinical study are
qualified to perform their assigned duties through relevant education, training, and

experience.

The Study Sponsor assures that the key design elements of this protocol will be registered on
www.clinicaltrials.gov as required by current regulations. In addition, results of this study
will be made publicly available on www.clinicaltrials.gov regardless of outcome as required

by current regulations as applicable.

16.2 Informed Consent Procedures

Voluntary informed consent will be obtained from every subject (and/or legal representative,
as applicable) prior to the initiation of any screening or other clinical study-related
procedures. The Investigator must have a defined process for obtaining consent. Specifically,
the Investigator, or designee, will explain the clinical study to each potential subject and the
subject must indicate voluntary consent by signing and dating the approved informed consent
form. The subject must be provided an opportunity to ask questions of the Investigator, and if
required by local regulation, other qualified personnel. The Investigator must provide the
subject with a copy of the consent form written in a language the subject understands. The
consent document must meet all applicable local laws and will provide subjects with
information regarding the purpose, procedures, requirements, and restrictions of the clinical
study, along with any known risks and potential benefits associated with the investigational
product, the available compensation, and the established provisions for maintaining
confidentiality of personal, protected health information. Subjects will be told about the
voluntary nature of participation in the clinical study and will be provided with contact
information for the appropriate individuals should questions or concerns arise during the
clinical study. The subject also will be told that their records may be accessed by appropriate
authorities and Sponsor-designated personnel. The Investigator must keep the original, signed
copy of the consent and must provide a duplicate copy to each subject.
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16.3 Responsibilities of the Investigator and IRB

Before clinical study initiation, this protocol, the informed consent form (and assent form, if
applicable), any other written information provided to subject, and any advertisements
planned for subject recruitment must be approved by an Institutional Review Board (IRB).
Documentation for IRBs for this clinical study can be found in the Trial Master File. The
Investigator must provide documentation of IRB approval to the Sponsor. The approval must
be dated and must identify the applicable protocol, amendments (if any), informed consent
form, assent form (if any), all applicable recruiting materials, written information for
subjects, and subject compensation programs. The IRB must be provided with a copy of the
Package Insert, any periodic safety updates, and all other information as required by local
regulation and/or the IRB. At the end of the clinical study or in the case of early termination,
the Investigator will notify the IRB of the clinical study’s final status. Finally, the
Investigator will report to the IRB on the progress of the clinical study at intervals stipulated
by the IRB.

16.4 Sponsor and Monitoring Responsibilities

The Sponsor will designate a monitor to conduct the appropriate site visits at the appropriate
intervals. The clinical investigation will be monitored to ensure that the rights and wellbeing
of the subjects are protected; the reported data are accurate, complete and verifiable from the
source documents, the equipment used to assess variables in the clinical investigation is
maintained and calibrated per manufacturer instructions and Sponsor requirements; and the
study 1s conducted in compliance with the current approved protocol (and amendment][s], if
applicable), with current GCP, and with applicable regulatory requirements.

All investigative sites will have a site initiation. Monitoring will be conducted periodically
while the clinical study is ongoing. Monitoring methods may include site visits, telephone,
written, and fax correspondence. The assigned monitor will contact each site at appropriate
intervals. The Lead Clinical Site Manager (LCSM) will determine the frequency of site visits.
Close-out visits will take place after the last visit of the last subject.

Enrollment will be tracked and reported at regular intervals. Details regarding enrollment (eg,
number of subjects pre-screened, screened, reasons for screen failures) may be requested of
the investigative site and must be provided within a reasonable time period.

The Sponsor will be responsible for implementing and maintaining quality assurance and
quality control systems to ensure the study is conducted and data are generated, documented
and reported in compliance with the protocol, GCP and applicable regulatory requirements.
The Sponsor will secure agreement from all involved parties to ensure direct access to all
study related sites, source data and documents, and reports for the purpose of monitoring and
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auditing by the Sponsor, and inspection by regulatory authorities. Quality control will be
applied to each stage of data handling to ensure that all data are reliable and have been
processed correctly.

16.5 Subject Confidentiality

The Investigator must ensure that the subject’s anonymity is maintained throughout the
course of the study. In particular, the Investigator must keep an enrollment log with
confidential identifying information that corresponds to the subject numbers and initials of
each study participant. At the end of the clinical study, the Study Sponsor will collect a copy
of the enrollment log without any identifying subject information. All documents submitted
to the Study Sponsor will identify the subjects exclusively by number and demographic
information. No other personally identifying information will be transmitted to the Study
Sponsor.

The Study Sponsor may release anonymized study data to external researchers for purposes
of future research directly related to the study objectives, or future research that is beyond the
scope of the current study objectives. The Informed Consent Form explains this to study
subjects. Anonymization means that all identifiable information will be removed from the
dataset and all links to the subjects in the study will be removed. Anonymization of the data
will maintain confidentiality of the subjects who participate in the study so that they cannot
be identified by external researchers. The anonymized data set will contain records from all
of the subjects in the current study, but the anonymization process might change the data set
in some ways, so external researchers will be informed that they might not be able to
duplicate some of the results from this study.

16.6 Regulatory Documentation and Records Retention

The Investigator is accountable for the integrity, retention and security of all study-related
data. The Investigator must maintain accurate, complete, and current records relating to the
clinical study. The Investigator must maintain the required records during the clinical study
and for a period of time specified by local law or per the Clinical Study Agreement,
whichever is longer. If the Investigator retires, relocates, or for any other reason withdraws
from responsibility of keeping the study records, the Sponsor must be notified and suitable
arrangements made for retention of study records and source documents needed to comply

with national and international regulations.
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16.7 Clinical Study Results

The Investigator will notify the accredited IRB at the end of the study as required by the IRB.
The end of the study is defined as database lock. In the case the study is ended prematurely,
the Investigator will notify the accredited IRB, including the reasons for premature
termination. Within one year after the end of the study, the Investigator/Sponsor will submit a
final study report with the results of the study, including any publications/abstracts of the
study, to the accredited IRB as required.

16.8 Publication of the Clinical Study

Any study information should not be discussed with persons outside of the clinical study. The
protocol, study data, and information related to the study or to Alcon’s products or research
programs that is provided by Alcon (Confidential Information) is to be kept confidential, and
not disclosed directly or indirectly to any third party other than those involved in the study
who have a need to know.

All data and discoveries arising out of the study, patentable or non-patentable, shall be the
sole property of Alcon. Alcon reserves the right of prior review of any publication or
presentation of information related to the study. Alcon may use these data now and in the
future for presentation or publication at Alcon’s discretion or for submission to government

regulatory agencies.

The existence of this clinical study is confidential and should not be discussed with persons
outside of the study. You shall hold confidential, and not disclose directly or indirectly to any
third party other than those persons involved in the study who have a need to know, the
protocol, the data arising out of the study, and any other information related to the study or to
Alcon’s products or a research program that is provided by Alcon to you (the “Confidential
Information”). All such persons must be instructed not to further disseminate this information
to others. You shall not use the Confidential Information for any purpose other than the study.

The foregoing obligations of confidence and non-use assumed by you shall not apply to:
(a)information which at the time of disclosure is in the public domain; (b) information which
thereafter lawfully becomes part of the public domain other than through disclosure by or
through you; (c) information which, as evidenced by your written records, was known by you
prior to Alcon’s disclosure; (d) information which is lawfully disclosed to you by a third
party not under any obligation of confidence to Alcon; or (e) information which is required to
be disclosed by law or government regulatory agency, provided reasonable advance notice of
such disclosure is given to Alcon.
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In signing this protocol, you agree to the release of the data from this study and acknowledge

the above confidentiality and publication policy. The provisions of this Statement shall
survive completion of the study.
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18 APPENDICES

Appendix A: Directions for Use for ACRYSOF IQ RESTOR +3.0 D
Multifocal Toric IOL (Models SND1T3, SND1T4, SND1TS5 or SND1T6)

A0-500-135-002
PRODUCT INFORMATION
Laboratories, Inc.

STERILE UV and Blue Light Filtering Acrylic Folda bie
Aspheric Toric Posterion Chamber Intraocular Lens

CAUTION: Federal (11.5.) law restricts this device 1o the sale by or on the order of & physician,

DESCRIPTION

The AcySoss 10 ReSTOR® +3.0 O add spodized diffactive sspherc mullifocal toric posterior chamber intraccular lens
AOL) is an ullraviclet and blie bght dtering ioldable mutilocsl intraccader lens. The opfical portion consigts of o high
et ctive index material Wik propAstary Blue Bght Alering dom ophore which SRers light in & manner that spproxim sles
the human crystaline lens in the 400475 nm blue light wavelength range (Boetiner and VWoller, 19621, In addtion to
starcard UV absorption, the blee Jight Stering chrom ophore reduces transmittance of bhee Bght wavelengths (see Table
2). The optical portion is biconvex and contifs of a sofl acrylic material capable of being tolded prior 1o insartion, allvwing
placem ert through an indsion =maller than the optic diam eter of the lens. The biconvex optic containe an aspherc apodzed
difractive tructure on the anterior suriace. The eflects of the aspheric design teature have not been chnically asse ssed.
Ager surgicsl inzertion into the eve, the lens gently unfolds to restom the optical performance. The anferior mrtaces of
the AcrySoMDIQ ReSTOR® +30 D Mulibcal Toric 10L is designed wih negative spherical aberration 10 compensate for the
positive sphercal aberation of the comea® . The physical properties of thess inses are described in Figure 1 and Tables 1.2

Figure 1: Physical Characteristics, AcrySol® 10 ReS TORS « 1.0 D Multifacal Toric 10L
(Al dimenzions in milim eters)

ASPHERIC ANTERIOR SURFACE
WITH AN APODIZED
OFTICAL

STRUCTURE CONTAINING
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A +3.0 DADO POWER ——‘_\
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Table 1: Physical Characteristics of AcrySof® |0 ReS TORE +3.0 D Multifocal Toric 1OL

Characteristics Moded
SHD1T3 | sup1Ta | sHD1Ts SHD1TE
Cptic Type Biconvex Apodized Diffractive Aspheric Toric
OpticsMHaptics Material Uttraviolet and blue light fitering 2ord stedd ethacrylate Copolymer
U Cutoffat 10% T 401 nm for 21.0 D (See Figure 2]
Index Of R efraction 1.55
Optic P overs +6.0to +300 (05 D increments)
[=mherical equivalent diopters) (+3.0 Diopters of add power for near wision)
1OL Clinder Pover (Diopters) 1.50 225 3.00 3.75
Haptic C onfiguration STABLEFORCE ® Haptic
CpticeMaptic Color e llow
Optic Diam eter (mm) 6.0
Crvverall Length (mim) 130
Haptic Angle o=
Figure 2: Spectral Transmittanc e Curves
100.0 |
—
2 i et s i
E &0.0
END1T3 - S5NDI1TE
E 0.0 - 6.0 - 34.0 D range
L —-—- SA60D3 21.0D
200
E poos 4yr-53yrold mnge,
0.0 Lezal === aystalline lens
300 400 500 600 700 800
WAVELENGTH {(nm)

= The cutoff wavelength and the spectral transmittance curves presented here represent the range of
tranzmittance values forthe AcrySof® QR eSTORE +3.0 D Multifocal Toric1OL.

¥ The midqower Model SAB003 10U spectral tranzsmittance curve is shown for com parizon.

= The Model SABOD 3 | 0OL does not contain the blue light filtering chrom ophore.

- M easurements were dired tranamittance using actual lenses in the Diopter povers indicated .

§ Human lens data from Boettner and YWaolter (1962).

Table 2: Average Transmittance % T Comparison for 21.0 0 Single-Piece 0L Designs (%)

Model 400 nm 425 nm 450 nm 475 nm
SABOD 23 g4 a6 a6
SHDM1T3-TE a 33 43 [=fi]
Transmittance Difference
(SAE005- SHD1T3-TE) 13 51 38 18
Tranzm ttancs Reduction with SHD1 T3-TE
(5% of SAEODE) 65 g1 44 21

*The Model S2A6003 10L does not contain the blue light itering chromophore.

MODE OF ACTIOH

Aoy Zof® |G ReSTOR® +3.0 D Multifocal Toric 1OL iz intended to be positioned in the posterior chamber of the eve, replacing
the natural crystalline lens. This posttion allows the lens to fundion sz a refractive medium inthe coredion of aphakia. Thess
hiconwex oatic 10Ls have an aspher ¢ apodized diffradive gnucture onthe anterior surface. The biconvex aspheric optic reduces

2
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sphetical akerration ascomparedto a standard sphedcal cpticinan average eve, Additionally, theses 10Ls hawe atoniccomponent
onthe posterior surface with a:xs marks to denote the fist meridian (plus cdinder ax=). Aignment ofthe toic :ds marks with the
post-operative feep corneal meridian allowsthe lensto cored pre-exiding corneal astigmatism . The astigmatic coredion at the
comeal plane for each AceySofE QO ReSTORE +3.0 D Multifocal Toric [OL model is shown in Table 3.

Table 3: Cylinder Power and Comeal Astigmatism Comection Range

Cylinder Power Recommend Comeal Astigmati sm Range*
Lens Model I0L Plane Comeal Plang* Lower Upper
SMDITS 150 1.03 0.ys 128
SHNDTT4 225 1.55 1.29 1.80
SHNDITS 3.00 2.06 1.8 232
SMNDITE 375 257 233 282

*Bazed on an sverage pzeudophakic human eye

INDICATIONS

The AcySofE O ReSTORE +3.0 D Multifocal Toric Intraocular Lens (1OL) i= intended for primary implantation in the
capaular bag ofthe eye for the visual corredion of aphakia and pre-exdging corneal agtiomatism secondaryto rem oval of a
cataractous lens in adult patients with and without presbyvopia, who desire near, intermediste and distance vision, redudion
of residual refractive cylinder and increased spectacle independence. The lensisintended to be placed inthe capsular bag.

1OL IMPLAN TATION

During implantation of the AcrySof® O ReSTORE +3.0 D Multifocal Tode [OL, an &loon gqualified delivery system and
viscoelagtic com bination should be used. The use of an unqualified combinstion may cause damage to the lens and
potential complications during the implantation process. Alcon recommends using the qualified MOMNARCH [OL Delivery
Sygtem or any ather &con qualified combination. For a full list of Alcon gualified vizcoelastics, handpieces, and cartridges
for thiz lens, please contad your local &con repre sent ative.

WARHIHGS
1. Some visual effects may be expected due to the supenosition of focus2d and unfocused multiple im ages. Thess may
include glare, halo and garbursts, as well a5 other visual symptom 5. A5 with other multifocal 10Ls, there is a possibility
that wisual symptoms may be significant enough that the patient will request explant of the multifocsl 1OL.
2. Areduction in contrast sensitivity ascomparedto a monofocal 1OL may he expetienced by som e patients and may be
more prevalent in lowlighting conditions. Therefore, multifo cal patients should exercise caution when driving st night
ot in poor vsibility conditions.
3. The physician should conzider the following points that are unigue to the use of the AorySof@ 10 ReSTOR® +3.0D0
Muttifocal Taric 10L =
) The =surgeon must target emmetropia to achieve optimal wisual perfarmance.
= The surgeon should target the |owest possible residual astigmatizm | P atients with signiicant postoperative astig-
matizm =1.0 O may nat achiewe optim al visual outcome s,

§ Care should be taken to achieve |OL centration, a3 lens decentration may result in a patient experiencing visual
disturbances under certain lighting conditions.

= Patients should be advised that unespeded outcomes could lead to continued spectacle dependence or the
need for secondary surgical intervention (e.g., intraocular lens replacement or repostioning)).

4. Rotgtion of the AcrySof® O ReSTORE +3.0 D Multifocal Toric 1OLs away friom their intended axis can reduce the
adigmatic corredion. Misalignment greaterthan 30° may increase postoperative refractive cylinder. If necessary, lens
repositioning should occur a2 eatly 52 possible priorto lens encapsulation. Some dinical cases suggest encapsulation
iz com plete within four wweeks of implantation

5. Thiz lens should not be implanted if the poderior capsule iz ruptured, if the zonules are damaged, or if a primary
posterior capsulotomyis planned.

6. Carefuly remove all Wiscoeladic from both the anterior and poserior sides of the lens. Residual viscoelastic may

cauze complications including lens rotation resutting in misalignm ent ofthe AcrySofB 1Q ReSTOR® +3.0 D M ultifocal

Taric [OL with the irtende d axis of placement.

PRECAUTIONS

Ts Prior to surgery, prospective patients should be informed of the possible risks and benefits associated with the
Acry=ofE O ReSTOR® +3.0 [ Multifocal Torc 1OL. & Patient Information Brochure can be found in the label
information section at hitp:MMeewveetnyalocon.com . Pleass provide a copy of the Patient Informstion Brochure to the
patient.

A= with other multifocal 1OLs, patients may need glasses when reading small print or looking st small ohjeds.
Posterior capsule opadfication (PCO) may significantly afiect the vision of patients with multifocal 1OLs sooner inits
progression than patients with monofocal [OLs. This may be due to the reduced contrast sensitisity observed with
muttifocal [OL =

L
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4. The zafety and effectiveness ofthe AcrySof@IG ReSTOR® +3.0 D Multifocal Toric [OL have not been substantisted in
patients with the pre-exiging conditions and intraoperstive complications listed belovwe Az with the implantation of any
101, careful preopersative evaluation and sound clinical judgment should be used by the surgeon to decide the bene fit!
tisk ratio before im planting a lens in a patient. 2t emstive treastment should be considered for patients with cneormore
pre-exiging condition s and intracperative complications as described belaw:

Before Surgery

= Choraidal hem orhage

- Concomitant severe eye disesss

= Irregular comeal adigmatizm

- Significant irregular corneal aberation

= Retinal conditions or predisposition to retinal conditions, presvious hisgtory of or & predispostion to, retinal
detachment or proliferative diabetic retinopathy, in swhich future treatment may be compromized by implanting
thiz lens.

] Muttifocal 10Ls may decreasze the level of retinal detail on exam or during trestment dightly, and this could
make lazer and retinal surgeties and the diagnosis of zome conditions more challenging (for example,
eaty dishetic retino pathy when only 1 or 2 microaneurysm s are present.)

= Subjeds with diagnozed degenerative vizual dizorders (2.9, macular degeneration or other retinal disorders)
that are predicted by subjective assessment ofthe reting)ito cause future scuity lossesto g level worsethan 0.2
loght &R

= Amblyopia

= Clinically severe comeal dystrophy (2.4, epithelial, stromal, or endothelial  dystrophy), keratitis,
keratoconjunctiviti =, keratouveitiz, keratopathy, or kerectasia

- Any inflamm stion or edem s (swelling) of the cornes

= Rubella, congenital, traum atic or complicated cataracts

- E wtremely shallow anteror chamber, not due to swollen cataract

= Recurrert antetior or posterior segment inflammation of unknown eticlogy, or any dizeaze produdng an
inflammatory reaction inthe eye (e.q. irtis or uveitis).

. Aniriclia

] Iriz neovascular zation

= Glaucoma (uncontrolled or contralled with medication)

= Microphthalmos

= Cptic nerve atrophy

= Previous corneal transplant

= P re-exiding ocular conditions which may negatively impad stability of the implant.

- Colar vision deficiencies

= Studies have shown that color vision discrimination iz not adversely affeded in individuals implanted with an

Acry=ofE Matural 1OL and nonmal color vigion . The effect of an Acry=o0fE N stural 1OL in subjed s with hereditary

color vision defedts and acquired color vision defects smcondary to ocular dissase (2.9, glaucoma, dishetic

retinopathy, chronic uvetis, and other retinal or optical nerve diseases) has not been studied.

- P rerdous retinal detachment

= Diabetic retinopathy

- Prevous refractive surgery

= Cervical dystonia or spasmodic toicolis may interfere with the pre-operative surgical plan or [OL axis
orentation during surgery. P atients with [OL misalignment may not achieve the visual acuty of patients without
zuch problems and may require 1OL repostioning.

= P regnancy

Duing Surgery

= Other planned ocular surgery procedures, induding but not limited to, LASIK, astigmatic kerstotom y, and limbal
relaxing incisions

= E xcessive iriz mobilitwintraoperative Floppy Iriz Syndrome

= M echianical or surgical manipulstion reguired to enlarge the pupil, pupil sze must be &t lesst 4 5 mm or larger
just prior to 1 OL implantation;

- Yitreous loss (significant)

- Arterior cham ber bleeding (significant)

= Uncontrollable positive intraocular pressure

- Complications in which the 1OL gability could be compromizsd, induding, but not limited to:
] zonular damage, separation, or rupture

Capsulotomy by any technique other than a crcular tear

The presence of radial tears known or suspeded at the time of surgery

Situations in which the integrity ofthe circular tear cannct be confirmed by direct visualization

Catarad extraction bytechnigues other than phacoemulsification or liguefadion

Situations where the need for a large capsulotom vy can be anticipated (2.q., diabetics, retinal detachment

in the fellow eye, peripheral retinal pathology, etc.)

capsular rupture or capsulorhexis tear

] Bag-sulcus, sulcus-sulous or unknown placem ent of the haptics

4
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5. Patientz with preoperative problems such as comeal endothelial diseass, abnormal cornes, macular degenerstion,
retinal degeneration, glaucoma, and chronic drg miosis may not achieve the visual acuity of patients without such
problem s The phyadan must determing the benefits to be derived from lenzimplantation when such conditions exist.

G, WWhen hinocular implantstion of the &crySof@ O ReSTORE +3.0 D Multifocal Toric 1OL is planned, both eyves of a
subject are nat intended to be operated on the zame day, Simultaneous binocular implantation has not been sudied.

7. A high lewel of surgical =kill is required for intraocular lens implantation. The aurgeon should have obzerved andior
aszzizted in numerous implantations and successiully completed one or mare courses on intraocular lens implantation
before attempting to implant intraocular lenses.

8. A5 with any aurgical procedure, there is risk involved. Potential complications accompanying cataract or implant
aurgery may include, but are not limited to the following: comeal endothelial damage, infedion (endophthalmitis),
retinal detachiment, witritis, cystoid macular edems, comeal edem s, pupillary block, cyditic mem brane, ivis prolapse,
hypopyon, transient or persistent glaucoma, and secondary surgical intervention. Secondary surgical interventions
include, but are not limited to: lens repositioning, lens replacement, wtreous aspiration or iride com y for pupillary block,
wound leak repair, andd retinal detachm ent repair.

9. The dinical sudy of the AcrySof® 10 ReSTOR® +3.0 D Multifocal Toric [OL was conducted with the lens intended
for implantation in the capsular bag only. There are no clinical data to demonstrate its satety and effectiveness for
placement in the ciliary sulcus.

10, Anatomic andfor surgical fadors may be related to the likelihood that & toric 1OL could be placed incorredly or rotate
away from the intended position after placement. Some ofthess facdtors can be identified before or during the surgery,
but others cannat. |If @ secondary surgical intervention is necessary to reposition the 0L, explantation should be
conzidered a2 som e subjed s may have recurrent of persistent issues relatedto rotational instability and misalignment.

11, DO NOT rederilize these intraocular lenzes by any method.

12, DOMNOT gore intraocular lenses at tem peratures aver 45°C (11 3°F)

13.  Us= only stedle intraocular irrigating solutions (such asBES®or BSS PLUSE solution) to rinss andfor sosk lenses.

14,  Accurate keratometry and biom etry in addition tothe u=e of the AcryZof@ 10 ReZTORE +3.0 D Multifocal Toric [OL
Calculator (hitp: ibvsseemyalcon-tariccals com) are recommende.

15, Al precperstive surgical parameters are important when choosing 8 tonc lens for implantation, inchuding preoperstive
keratom etric cylinder (magnitude and a:x=), indsion location, surgeon's estimated surgically induced astigm atism
(=141 and hiom ety Varishility in any of the preoperstive messurements can influence patient outcomes, and the
effedtivensss oftreating eves with lover amounts of precperative comeal agdiogmatism.

16, In the dinical study all comeal incizions were placed temporally and & surgically induced astigmatism (3140
|nput value of 0.0 dlop’[ers was uzed in the Aoy=of® |0 ReSTORE® +30 D Multifocal Toric 1OL Caloulator

. The SlAIrput value of 0.0 diopters was derived fom an ssaumed 025 diopter with-
the-rile vedor SIA frum the tempnral incigon which was assuned to be compensated by an average 0.25 diopter against-
the-nile posteror comeal agdigmatism inthe clinical study. The marketed AoryZofE Q) ReSTORE +30 D Multifocal Toric
I0L Calculator allowe the surgeon to cugtomize the incision ste and S1Abazed on the surgeon's dinical judgemert. Clinical
otcomes using incsion ste or SIA input walue different than wssd in the dinical study bave not been evaluated.

CALCULATION OF LEHS POWER

Arcurate keratometry and biometry i essential for successful visusl outcomes. Preoperative calculstion of reguired
spherical equivalent lens power for the AorySofi® Q) ReSTOR® +3.0 D Multifocal Toric 10L should be determined by the
aurgeon's experience and preference. The suggeded A-congtant listed on the outer label iz presented as a darting paint
for implant power calculations. Lens congants mug be "personalized" to compenszate for the differences in instrumentation,
measurement technigue, and |OL power calculation methods that exist between different surgeons. To achieve optimal
results with the AcrvEof® O ReSTORE+3.0 D Multifocsl Tode [OL, i iz impotant to use g personalized lens constant. The
provisional A-constant listed on the outer label has been egimated from lens design data. Aninitial estimate can be obtained
by referencing the personalized lens constant for similar lensmodel (e.g., AcrySof® 10 ReSTORE |OL Model SMNEADT).

0L power calculation methods are often included with hiometry equipment, and they are alzo described in the following
references:

Huoffer, K .J. The Hoffer @ formula: A compatizon of theoretic and regression formulas. o Cataract Refact Sy, 19:700-
12,1993,

Holladay, J.T. et ai. Standardizing constants for ultrasonic biometry, keratom etry, and |OL pover calculations. J Catam
Refract.

Sy, 2313861370, 1997.

Olzen, T. Calculation of intraocular lens pover: A review. Acta Cohthalmol Scapd 85 472-285, 2007

Retzlaff, J.A., Sanders, DR . and Kraff, M. Lens Impiant Power Cakewlation, 3rd ed. Slack, Inc., Tharofare, M.J., 1990,

AcryEo0tE |0 ReSTORE +3.0 D Multifocal Toric [OLs are labeled with the 101 sphencal eguivalent pover. In orderto optimize
0L =election and axiz placement, Alcon provides an AcrySof@ |G ReSTORE +3.0 0 Multifocal Torc 10OL caloulator for the
aurgeon. Use of the AcrySof® 10 ReSTORE® +3.0 D Multifocal Torc [OL Caloulator (http: ibwwnemyalcon-toricosle com ) is
recom mended to seled the cylinder power of the AcrySofE 1O ReSTOR® +3.0 D Multifocal Torc 1OL. The astigm atism
to be corrected should be determined from keratometry and biometry data rather than refradive data since the pressnce
of lerticular astigmatizm in the crygallineg lens to be removed may influence results. The size and location of the surgical
incigion may affect the amount and axis of corneal astigmatism . P re-operative keratometry and biometry data, indsion
location (temporal was used in this clinical sudy), andthe surgeon's estimated surgicslly induced comesl agigmatism are
used to determine the appropiate 4ckySof® |0 ReSTOR® +3.0 D Multifocal Torc 1OL model, sphetical equivalent lens
power, and axiz of placement in the eyve.

5
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DIRECTIOHS FOR. USE

1. Examinethe label on the unopened package for model, powers (base, cylinder, and add), proper configuration, and
expiration date.

2. After opening the cardboard storage cortainer, werify lens case information (e, model, power, and serial numberlis
conzsistent with information on outer package labeling.

3. Thiz dewice iz sterile until the inner pouch iz opened. Inspect the pouch carefully for tears, cuts, punctures ar other
Higns that the pouch has been opened or damaged. DO NOT implant the 10L if the sterility has been compromised
(zee RETURMED GOODE POLICY).

4. Toremove the lens, open the undamaged pouch and transter the case to a sterile environment. Carefully open the
caze to expozathe lens.

5. To minimize the occurrence of maks on the lens due to handling, all instrumentation should be scrupulously dean.
Any forceps ussd for lens handing must hawve round edges and smooth surfaces.

6. When remosing the lens from the caze, DO NOT graszp the optical ares with forceps. The 10OL should only be handled
by the haptics, Handle lenses carefully to awoid damage to lens surfaces or haptics. DO NOT asttempt to reshape
haptics in any weay.

7. Rinzethe lens thoroughly using sterile intraocular irrigating solution such a3 BSSE or BES PLUSE zolution . P riar to
inzertion the lens should be carefully examined to ensure that padides have not adhered during handling.

g Alcon recommends that the AcrySof® |Q ReSTOR® +3.0 D Multifocal Toric 10Ls be used with an Alcon approved
delivery system.

95 There are warious surgical procedures that can be used, and the surgeon should select a procedure that i appropriate far
the patiert. Current technigues, appropriate ingrumentation, and & list of their equivdents for delivery and implantstion are
available from &Alcon. Surgeons should verity that appropriate instrumentation is availake prior to surgery.

10, DOMNOT reuse thiz 1OL. This device is for single use anly.

PLACEMENT OF THE ACRYSOF® 10 RESTORE +3.0 D MULTIFOCAL TORIC IOL

For optimal results, the surgeon must ensure the corredt placement and orientation of the lens within the capsular bag.
The posterior surace of the 1OL is marked with indentations (three at each end) at the haptic/optic jundion that idertity the
flat meddian of the AcrySof@ QO ReSTOR® +3.0 0 Multifocal Todc 100 optic. Thess indertations form an imaginary line
representing the plus cylinder axs (note: 1OL cWinder steep mendian iz 90° away). The AcrySof@ |2 ReSTOR® +30 D
fdultifocal Toric [OL cyinder axiz marks should be aligned with the postindsion seep corneal merdian (ntended axis of
placement) or & determined by the AcrySofE 16 ReSTORE +3.0 D Multifocal Toric [OL calculatar,

Priorto surgery mark the operative eye with at least two reference points. Alcon recommends one of the following methods
for marking the eye: 1) with the patiert siting upright, cleady and predsely mark the two reference positions with & surgical
in marker or & marking pencil, or 27 with the subjed sitting wpright, use an axiz marker to cleady and precisely mark
the intended axiz of the 1OL placement identified by the web-hased LerySofE |G ReSTORE +3.0 D Multifocal Toric 100
calculator. Using these marks az reference points, an axiz marker can be used immediately prior to or during surgery to
mark the axiz of lens placement following the use of the Acry=ofE |G ReSTORE +3.0 D Multifocal Toric 1OL calculstar to
determine the optimal axs of placement.

Afterthe lensizinserted, predsely align the axiz marking indentations on the AcrySof@1G ReSTORE +3.0 D Multifocal Todc
0L wdith the marked axziz of lens placement . Carefully remove all viscoslastic (Wacoat OVD was used inthis clinical study)
from baoth the snterior and posterior sides afthe lens. This may be accomplished by manipulating the 10OL optic with the 114
tip and using standard irigationfaspiration te chnigues to remove all viscoelastic from the eyve. Bimanual technigues may be
uzzd, if preferred , to enzure rem oval of viscoelastic from behind the lens implart. Special care should be taken to enzure
proper positioning of the AcrySof® 10 ReSTORE +3.0 D Multifocal Toric [OL &t the intended a«ds following viscoels ic
removal. Residual viscoelagic may allowthe lens to rotate causing misalignm ent of the AorySof® 1@ ReSTOR® +30 D
fultifocal Taric [CL with the intended axis of placement.

Mizalignm ent of the axis of the lens with the intended axiz of placement may compromize itz astigmatic coredtion. Such
mizalignm ent can result from inaccurste keratometry or marking of the comes, inaccurate placement of the SorySof@ (G
ReSTOR® +30 D Multifocal Toric IOL axiz during surgery, an unantidpated surgically induced change in the cornea, or
phryzical rotation ofthe Acry=of@ [0 ReZTORE +3.0 D Multifocsl Toric [OL atter implantation. In order to minimize this effed,
the surgeon should be careful 0 ensure that preoperative keratometry and biometry is accurate and that the 1OL iz propedy
atierted priortothe end of surgery,

PATIEHT REGISTRATIOH AHD REPORTING
TheP atient Identification Cardinduded inthe padkage izto be completed and giventothe patient, together with indructions
to keepthe card az s permanent record to be shown to any eve care praditioner the patient consults inthe future.
Inthe United States, each patient should be registered with Acon Laborstories, Inc. immedistely following implantation of
one ofthese lenses. Regidration iz accom plished by completing the Implant Registration Card that iz endosed inthe lens
b and mailing it to Acoon Laboratories, Inc. Patient regigration iz essential for Alcon Laboratories, Inc. long-term patient
follosneup program andd will asss usin responding to adverse evert report s,
Ewvents that reasonably suggest that the lens may have caused or contributed to desth or s2ious injury, induding events
oocurting &5 & result of faillure of & medical desice to meet its performance spedfications or otherwize perfonm as intended
should be reported to Moon Laboratories, Ine, Thiz information is being reguested from all surgeons inordet to document
potential long-term effects of intraocular lens implantation. Surgeons inthe United States should uss the following address
andd telephione nuimber for reporing adverse events invalsing these intraocular lenses;
Alcon Laboratories, Inc., Medical Satety
G201 South Freewsy, Fort Worth, Texas 76134-2099
Tel.: (8000 757-9780
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Cutzide the United States, contad local &lcon offces or digtributors regarding any repots of sdwerse events.

CLINICAL STUDIES

The data from a recent clinical gudy ofthe LorySof@ 10 ReSTOR® +3 .0 0 Multifocal Totc 1OL Models SNDITS, SMND1 T4,

SHDTS, and SMND1TE, and data from twa relevant prior studies are included in this section:

s Aclinical study was conducted {o assass the safety and effediveness of the AorySof®| O ReSTORE® +3 00 M ultifocal
Toric 1OL Models SMD1T3, SND1T4, SND1TS, and SHDITE.

2. A prior dinical gudy, induding a night driving =im ulator sub-study, was conduded to dem onzstrate the satety and
effedtivensss of the non-blue-light-fittering multipiece and single-piece AcySof® ReSTORE Models MABIDS and
SARODI. The AcrySof@ |0 ReSTORE +3.0 D Multifocal Toric [OL Models SNDATS, SHD1T4, SNDATS, and SHND1TE
use an spodized diffactive optic a3 in Models MASODS and SABODS. The safety data (adverss everts and night
diving simulation results) provide an expanded descrigtion of the safety profile of AcrySof@ @ ReSTOR® +3.0 D
Multifocal Toric [OL Models SMDAT3, SND1T4, SHND1TS, and SMODI1TE.

30 A prior dinical study, induding sssessment of color percegtion, was conducted to demonstrate the safety and
effedtivensss of the AcrySof® MNatural single-piece monofocal [OL Model SB3I0AL. AcrySof® @ ReSTOR® +3.0 D
Muttifocal Toric [OL Models SMDT3, SMD1T4, SND1 TS, and SND1TE are also single-piece [OLs using the same
material mechanical platform and the same blue light fiteing chromophore. This study showed that the blue light
filtering chrom ophore did not have an effed on oolor perception in subjeds with normal color svision pror to surgery.
These results provide an expanded description ofthe safety profle expeded ofthe AcrySof® 10 ReSTOR® +30 D
Multifocal Toric [OL Models SMD1T3, SND1T4, SHND1TS, and SMOD1TE.

Summaries of these dinical studies are provided below Pleaze use caution wwhen com paring thesa resultz with results from
similar device studies due to potertial differences in subject cohotts, test methods, ete.

1.  Acry5of® 10 ReSTORE +3.0 D MULTIFOCAL TORIC INTRAOCULAR LENSES QOLS)

Summany of Clinical Study

The dinical study wes s prospective, nonrsndomized, unmasked, parallel-group study was designed for bilateral
implartstion of & minimum of 210 (maximum of 600 subjed =) subjects in tatal, with & minimum of 340 subjects implanted
with the invedigational LcrySof@ @ ReSTORE +3.0 D Multifocal Toric 100 Models SMD1T3-SMD TE fefered to as the
ReSTOREToric +3.0 0 | OL belowd, and & minim um of 170 subjects implanted with the FDA approved AcrySof® ReSTORE
(+4.0 D AdcdiMultifocal [OL Model SAEODS (referred to as the ReSTOR®@+4 0D [OL belowd, at upto 25 inve sigationsl sites
inthe United States. &z=auming a 10% drop-out rate for a 12 moanth folloveup inthe all implanted data set, approzimately
459 subjects were intended to be evaluated st the 1 2 month visit; approdmately 308 investigational lens subjeds and 153
contral lens subjeds. The invedigational ReSTORE Toric +3 0 D 10L was designed with a near reading distance of 40 cm
and the control ReSTORE +4 00 10OL vas designed with a near reading digance of 33 om. The param eters im pacted by
the near add power difference were intermediate visual acuity and binocular defoous, in favor ofthe ReSTORE Taric +3.0
O 1QL. Mo diference was chserved in the rate of savere visual distubancesfdigtotions between the ReSTORE Toric +3.0
D IQL and the ReSTORE+4.0 D [OL, athough this would be expected to favor the ReSTORS® Toric +3.0 D 1OL based on
the add power difference.

Inclusion of the ReSTORE +4.0 0 0L a5 an active cortrol in the clinical study was necessary to evaluate the safety and
the effediveness of the investigational lens a3 a newtoric multifocal |OL with similar sttributes to this established multifocal
lens. The tial ohjective was to dem onstrate that the efficacy and safety profle, demongrated with the control ReSTORE
+4.0 0 10L in non-agtigmatic subjeds was reasonably retained with the investigationsl ReSTOR® Toric +3.0 D 1OL in
subjects with corneal astigmatism.

Al of the subjeds in the ReSTOR® +4.0 D [OL group were reguired to have = 0.74 D of preoperative kerstometric
agtigmatizm in both eves as measured only by the [OLMaster, Subjects with preoperative agtigmatism of 2 075 D, as
measured only by the |DLMager, in both operative eyves and with 0.75 D to 282 D of predicted crozss cylinder in both
operative eves, based on the study specific web-hased AcrySof® 10 ReSTOR® +3.0 D Multifocal Toric [OL Clinical
Calculator, were required to be implanted with one ofthe ReSTOR® Toric+3 0D 1 OL Models SHNDIT3-5MD1TE. Al comeal
incizions were placed temporally and & surgically induced adigmatism (S148) input value of 00 diopters was used in the
Fudy specific web bazed AcrySof®@ |Q ReSTOR® +3.0 D Muttifocal Toric 1OL Calculator.

In the investigational ReSTORE Toric +3.0 D 100 group, & minim um of 240 subjects nesded to be implarted with Model
SMDITS ar SMD1T4 inthe first operative eye (2 2,00 astigmatism ) and s minimum of 100 subjects nesded to be implanted
with Model SMDA TS or SMDATE inthe first operative eve (=20 D adigmatizm

Al eyes with successal 1OL implantation in &t least one eyve were considered evaluable for the Al Implarted analyse s, Al
eves successfully implant ed that had &t least one postoperative visit and had no preoperative ocular pathology of macular
degeneration st any time were evalusble for Best Caze analyses. The Best Cass data ==t weas the primary data ==t of
analysis for the cortrast sensitivity and hinocular defocus. All eyes with attempted 1OL implartation (successiil or ahorted
after contact with the eye) were considered evaluable for the satety analyses.

For subjects with 1OL replacement due to visual digurbance, performance testing dnohuding UCDYE BCDYWA, m anifest
refradion, slit-lamp examination, dilsted fundus examination and subject responses to the patient reported outcome
guestionnaires) reaults colleded priar to the secondary surgical intervention were carried forward to the final analysis.
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Clinical Study Results

Subject Population

Atotal of 574 subjed s were bilaterally im planted inthiz dinical study with 338 subjeds receiving the ReSTORE Toric+3.0
D 1OL and 185 subjects receiving the control ReSTOR®&+4.00 [CL.

The gtudy consided of65 5% females and 34 5% males. Stratifying by race, there were 33 75 VWhite, 4 5% Black or African
Amencan, 0.9% A=zian and 0.9% designated "Cther”. Ethnicity of the study population designated 1.6% as Hispanic, &
Best Case cohod (no clinically significant preaperative ocular pathology or pogtoperative macular degeneration) consisted
of 365 R eSTOR® Torc +3.0 0 1OL =ubjects and 175 ReSTORE +4.0 [ |OL control subjects. The mean age for the sudy
population was B7 + 8 years. The length of subjed folloveup was 12 months.

Monos ular Wisual Acuity

ReSTORE Toaric +3.0 D |1OL met the clinical performance target (non-inferdority margin of 010 loghAR) for Uncorected
Diztance Yisual Acuity. There were no clinically relevant differences in the mean Best Corected Distance Yizual Acuity for
subjects implanted with etherthe ReSTOR®&Taric +3.0 0 1OL compared with subjects implanted with the control ReSTORE
+4.0 0 0L,

The following iz a summary of monocular visual acuity (W0 results for subjeds who completed the Fonn 5 (1 year after
second eve implantation) visit. The data are presented in Tables 4-5 below:

Table 4: Comparison of Monocular Uncormrected Distance Visual Acuity
Using Least Square E simates
All Implanted, 1 Year Postoperative

ReSTORE ReSTORE

Toric +3.0 0 +d40 D Difference

{H=386) {H="186) (5% UCL)
H 373 180

First Implanted Eye Mean 0128 0125 0,001 (0.030)
SE 0013 05
H 37 180

Second Implanted Eye Mean 0113 0102 0.011 (0.033)
SE oom1 0ma3a

ReSTOR® Toric+3.0 D 1oL = AcrySof® @ ReSTORE +3.0 D Multifocal Lens Models SMD 1 THSKNDAT 4/SM01 TSISHNDATE
ReSTOR®E +4.0D [OL = AcrySof@ ReSTOR® Multifocal Lens (+4.0 D Add) b odel SAG0DS

Difference = ReSTOR® Toric +3.0 D 1OL - ReSTOR® +4 .0 0 [OL

Estimates were bazed onthe repeated m easure analysiz of covariance

UCL = 35% Upper confidence limit, SE = Standard error

"= 1"in column header iz num ber in the trestm ent group . Subjects who discontinued before Yist 2 are excluded
from this analysis. Mumberzs with data are indicated in the table body.

ReSTORE Toric +3.0 D 1OL met the clinical performance target (non-inferiority margin of 0410 logh AR for Uncomrected
Mear Wisual Acuity at fixed distance. Mo clinically relevart differences in Distance Corected Mear Wisual Acuity ot fixed
distance forthe ReSTOR® Torc+3.0 D 10L and the cortrol ReSTORE +4.0 D [OL were ohserved.
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Table 5: Comparizon of Monocular Unc orrected Hear Yisual Acuity
At Fixed Distance Using Least S quare E stimates
All Implanted, 1 Year Postoperative
ReSTORE ReSTORE
Toric +3.0D +d4.0D Difference
(H=386) M=186) (95%UCL)
H 373 150
First Implanted Eye Mean 0193 0.236 -0.044 (0017
SE 0.ms omy
H | 180
Second Implanted Eye Mean 0181 0.234 -0.052 (-0.026)
SE 03 0ms

ReSTOR® Toric+3.0 D 1OL = AcrySof® |10 ReSTORE +3 .0 D Multifocsl Lens Model s SMD 1 THSNDAT 4/SND1 TSISNDTTE
ReSTOR®+400 10L = AcrySof@ ReSTORE Multifocal Lens (+4.0 D Add) W odel SASIDS

Ditfzrence = ReSTOR® Totic +3.0 D 1OL - ReSTOR® +4 0D 1OL

Eztimates were based onthe repested meazure analysis of covariance

UCL = 35% Upper confidence limit, SE = Standard error

"F= 1in column header is num ber inthe trestmeent group . Subjects who discontinued before Yzt S are excluded
from this analysis. Numbers with data are indicated in the table body

Mo dinically relevant differencesin Uncorected Mear Visual Acuity st hest distance were ohserved for either the ReSTORE
Toric+3.00 1oL or the control ReSTOR® +4.0 D 1OL . Additionally, there were no dinically relevant diferencesin Didance
Corrected Mear Visual Acuity &t best distance obserwed for the ReSTOR® Toric +3.0 D 10OL or the cortrol ReSTORE +4.0
D 1QLzs under photopic or mesopic conditions.

The Best Corected Mear Yisual Acuity (BC MYA) for subjects implanted swith the ReSTOR® Totic +3.0 D [OL compared
favorakly to the BCRYWA for subjects im planted with the orthe control ReSTOR® +4.0 0 1OL.

Binocular Visual Acuity

There were no clinically relevart differencesin mean Be g Corredted Digance Yisual Acuity (BCDVE) for subjects implanted
with the ReSTOR @& Taric +3.00 100 compared with subjeds implanted with the contral ReSTOR® 4 0D 1OL. The abzerved
percentage of subjects achieving a 2 or grester line improvement in BCDYWS, was similar among the two lens models
(ReSTORE Toric +300 and the control ReSTORE&+4 00 10L).

The follovwing iz & summary of binocular visual acuity (VA) results for subjeds who completed the Form 5 (1 year after
second eye implantation) visit . The data are presented in Tables B-10 below:

Table 6: Overall Comparison of ReSTORE Toric +3.0 D and ReSTORE +4.0D 10Ls
Mean Binocular Distance-Comected Visual Acuily §ogMAR), All Implanted, 1 Year Postoperative
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Hear WA @@ Intermediate WA | Intermediate VA | Intermediate WA ;
Model Best Distance & 50 cm @ 60 cm & 70 cm Distance WA
R as | opaioony 0.08 (20025) 0.14 (20025) 0.20 (20£32) 0.04 (20120}
Rﬁ_T.? .'} " 0.09 (20425) 028 [20i40) 035 (20i50) 0.36 (20/50) .04 (20/20)

ReSTOR® Toric+3.00 = AcrySof@ | G ReSTORE+3.00 Multifocal Taric 1OL Models SMND1T3ENDA T 4SO TSSENDTE
ReSTOR® +4 .0 D = AcrySof@ ReSTORE Multifocal 1OL (+4.0 D Add) Model 546003
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Table 7: Cumulative Binocular Photopic Hear Visual Acuity of
ReSTORE Toric +3.0 D and ReSTORE +4.0 D 10Ls by Lens Model,
All Implanted, 1 Year Postoperative
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20020 | 2025 | 20:32 | 20040 | 20550 | 2063 | worse
(M) J2) (Jd) (J5) (J6) (J8) than
or or or or or or 20063
better | better | better | better | better | better | (J8)

H % % % % % % %

Uncomected ReSTOR® Toric +3.00 | 371 56 69.5 89.5 97 8 a87 995 ns

(BestDistance®) | ReSTOR® +4.0 D 180 256 E7& g3 4 a5 1 a8 3 8.4 05

Uncomrected ReSTOR® Toric +3.00 | 37 423 709 895 a5 .2 8&.1 a7 03
(Standard

Distance™ ) ReSTOR® +4.0 D 180 pric i 561 844 822 ars 964 14

Distance ReSTOR®Toric+3.00 | 37 s 734 945 a7 8 992 935 ns
Comected

{Best Distance’) | ReSTORE +4.0 D 180 350 722 9349 95 6 994 | 1000 0o

Distance ReSTOR@Toric +3.00 | 371 445 | sog | 944 g1 | oga | 995 05
Comected
(Standard

Distance*} ReSTORE +4.0 D 180 314 B5.6 889 a7 .2 953 983 11

Best Corrected | ReSTOR®Toric+3.00 | 371 582 86.0 973 99 2 895 | 1000 0o
{Standard

Distance™) ReSTORE +4.0 D 180 47 81.1 928 98.3 994 | 1000 0o

ReSTOR® Toric+3.0 0 = AcrySof® |G ReSTORE +3.0 D Multifocal Toric 1OL Maodels SMD1TIEMDATHSHNDA TS

SMDITE

ReSTORE +4 .0 D = AcrySofE ReSTORE Multifocal 100 (+4.0 D Add) Model 58600 3

*Bed distance: The distance seledted by the subject az the digance of best near vision

*#*Standard distance: 33 om for the ReSTORE +4.00 |OL and 40 cm for ReSTORE+3.00 Toric 101

Table 8: Curmd ative Binocular Photopic Distance Visual Acuity of
ReSTORE Toric +3.0 D and ReSTORE +4.0 D 10L<s by Lens Model,
All Implanted, 1 Year Postoperative

2020 | 20025 | 20032 | 20040 | 20050 | 2063 | worse

o or or or or or than

better | better | better | better | better | better | 2063
H % % % % % 9% %
ReSTOR® Toric +3.00 | 371 gso | s87 | 960 | @54 | g9z | oas 05

Uncomected

ReSTOR® +4.0 D 180 653 | 917 | ara | 994 | @94 [ 1000 | oo
Best ReSTOR® Toric +3.00 | 371 03 | 973 | @92 | @97 | 1000 | 1000 | oo
Comrected ReSTOR® +4.0 D 180 96 1 978 | 994 | 994 [ 1000 | 1000 | oo

ReSTOR® Toric+3.0 0 = AcrySof® G ReSTORE +3.0 D Multifocal Toric |OL Models SHNDATISMNDATASNDATSS

SMD1TE
ReSTOR® +4.0 D = AcrySofE ReSTORE Multifocal 1OL (+4.0 D Add) Model 5460035

Clinically relevant differences favoring the ReSTOR® Toric +3.0 D [OL were obssrved for mean Uncorrected Intermediste
Yizual Acuity and for Digtance Caected Intermediate Wisual Acuity ot alltesting distances (S0 cm, 60 cm, and 70 cm).
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Table 9: Intermediate P hotopic Visual Acuity for
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ReSTORE +3.0 D Toric and ReSTOR® +4.0 D 10Ls by Lens Model,

All Implanted, 1 Year P ostoperative

Percent 20/40 or hetter
N 50 cm 60 cm T0cm
ReSTOR® Toric+3.0 D 371 93.3 86.3 798
Uncorrected

ReSTOR® +4.0 D 180 63.3 472 30.6

ReSTORE Toric+3.0 D 371 96.5 884 790

Distance Corrected

ReSTOR® +4.0 D 180 66.7 378 38.9

ReSTOR® Toric +3.0 D = AcrySof® |G RESTORE® +3.0 D Multifocal Toric 10L Models SND1THSNDNTASNDITSSNDITE

ReSTOR® +4.0 D = AcrySof® ReS TOR® Multifocal IOL (+4.0 D Add) Model SASID3

Table 10: Mean LogMAR Binocular Distance C orrected Intermediate Visual A cuity,

for ReSTORE Toric +3.0 D and ReSTORE +4.0 D IOLs,

AllImplanted, 1 Year P ostoperative

Intermediate VA

ReSTOR® Torc+3.0 D

ReSTORE +4.0 D

50 cm 0.08 0.28
60 cm 0.14 0.33
70cm 0.20 0.36

RESTOR® Totic +3.0 D = AcrySof@ 10 ReSTOR® +3.0 D Multifocal Taric I0L Models SMD1TI/SNDITASNDITASNDITE

RESTORE +4.0 D = AcryS50fE ReS TOR® Multifocal 1OL {(+4.0 D Add) Mocdel SARIDS

Binocular Defocus Curves

The mean binocular defocus curves obtained at 6 months forthe ReSTOR® Toric +300D10L and the ReSTOR® +4.0D 10L
display two peaks that demonstrate their multifocal performance, one at the zero baseline position, which corresponds to
optical infinity, and one near, at—2 .5 D far the ReSTOR® Toric +3.0010L correspanding to the 40 cm nearfocal poirt, and at
-3.0 Dforthe ReSTOR® +4.0 D [OL corresponding to the 33 cm near focal point of the lens (Figure 3). The RS TORE Toric
+30D10L provided meanrange of 2040 or betterwision (depth of focus) from approximately -3.75 Dto 0.00 D, corresponding

toa range of distances from approximately 26 cm to infinity.

Figure 3: Mean Defocus Curves with 95% Confidence Limits
by Lens Model at 8 Months Postoperative Overall
(Best Case Population)

logMAR] fanellen
0o 20/20
01 2025
B2 k2
03 20/40
0.4 20/50
(5] By 20/63
0.6 20/80
o7 20/100
03 20/125
09 20/180
10 80]em | 207200

TOlem | S0lem 40lem  33em
+2.00 +1.50 +100 +05 000 -050 -100 -150 -200 -250 -300 -350 400 -450 -500
Refraction (T)

EFReSTOR Toric +3.0 D (=365 *MR:3TOR +40D (=175 |

ReSTOR Toric +3.0 D= ACRYSOF 1Q ReSTOR (+3.0 D) Multifocal Tonie Lens Models SNDIT3SNDITASNDITSENDITS
FeSTOR 440 D= ACRYSOF ReSTOR Multifocal Lens (+4.0 D Add) Iodel SAG0D3
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Contrast Sensitivity
Binocular best correded distance contrast sensitivity was performed using a sine wave grating acuity chart (Medorision
CEVM000E) at the 4-6 month exam under four conditions photopic without glare, photopic with glare, mesopic without
glare, and mesopic with glare.
Descriptive datistics including mean contrast scores and standard deviations (S0 are provided for the ReSTOR® Tonc
+3.0 0 1OL and for the Re=TORE +4.0 D 1OL groups under each photopic lighting condition and spaatial frequency (Table
113 and each mesopic lighting condition and spatial frequency (Tahkle 12). The number and percent of subjeds unable to
zee at least one grating are shown in the table inthe "Mumber Scoring (11" rows. &=z per |20 1197 989: 2008, thess analysas
were perfonn ed using data from the best caze data =et (defned sz all eyes successfully implanted that had at lesst 1
postoperative wist and had no preoperative ocular pathology or macular degeneration at anytime).

Table 1: Descriptive Stati =li c= for Binocular P hotopic Confrast Sensitivity

Status: Approved, Version: 10.0
Approved Date: 02 Sep 2020

at 6 Months Postoperative (Best Case Population)

Page 93 of 172

Photopic without glare Photopic with glare
ReSTOR® ReSTOR®E ReSTOR® ReSTOR®
Toric +3.0D +4.00 Toric +3.0 D +4.00
3.0 CPD n 3680 173 360 173
Humber scoring (1) 0r0.0%) 0 (0.0%) 2 (0.E%) 1 (0.6%)
Mean (SD) 168 {0.22) 1.71(0.23) 159027 162 (D .28)
(Min, Max) (118, 2.08) (070, 208 (0.40, 2.08) (0.40,2.08)
95% CI (165,1.70) (167, 1.74) (1.56,1.61) (1.58,1.66)
6.0 CPD n 360 173 360 173
Humber scoring (-1) 100.3%) 0 (0.0%) 24 (B.T%) 6 03.9%)
Mean (SD) 178 024) 1.81(0.23) 161 (0.39) 166 (0.36)
(Min, Max) (0E1,2.29) {090, 2 29 (061, 229) (0E1,2.29)
95% CI (1.76,1.81) (1.78,1.85) (1.57,185) (161,1.71)
12.0 CPD n 360 173 360 173
Hurnber scoring {1} 501.4%) 3 (1.7%) 18 (5.0%] 7 (4.0%)
Mean (50) 1.36 (0.35) 1.37(0.:32) 125041 1.24 (0.38)
(Min, Max) (031, 2.00) (031,200 (031, 2.00) (031, 2.00)
5% ClI (1.34,1.42) (1.32,1.42) (1.21,1.29) (1.168,1.30)
13.0 CPD n 3E0 173 360 173
Humber scoring (-1) 401.1%) 1 (0E%) B2.2%) 201.2%)
Mean (5D} 087 {0.31) 0 .86 (030} 0.84 (033 081 {0.32)
(Min, Max) (-0.13, 1.586) (013,158 (-0.13,1.568) (-0.13, 1.56)
95% Cl (084, 0.90) (0.83,0.592) (080, 067) (077, 0.86)

ReSTOR® Toric +3.00 =AcryEof® |Q ReSTORS+3.0 D Multifocal Toric IOL Models SND1TIENDAT 4 SNDATSSMDITE

ReSTOR®+4.0D0 = AcrySof® ReSTOR® Multifocal IOL(+4.0 D Add) Model SAS0D3
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Table 12: Descriptive Statistic = for Binocular Mesopic Contrast Sensitivity
at & Months Postoperative (Best Case Population)

Mesopic without glare Me=sopic with glare
ReSTOR® ReSTOR®E ReSTOR® ReSTOR®
Toric +3.0D +4.00 Toric +3.0 D +4.00
1.5 CPD n 359 172 359 172
Humber scoring (-1) S01.4%) 201 .2%) T1.9%) 3T
Mean (SD) 157 D.28) 1.55(0.25) 1.51(029) 1.50 (0.28)
Min, Max) (0.30,1.97) (0.30,1.97) 0.30,197) (0.30,1.97)
95% CI (1.54,1.59) (1.51,1.59) (.48, 1.54) 1.46,1.55)
3.0CPD n 360 172 360 172
Humber scoring (-1) 000.0%) 0 (0.0%) F00.8%) 000.0%)
Mean (SD) 157 0.25) 157(024) 155028 155 (0.26)
(Min, Max) (0.70, 2.08) (053, 2.000 (0.40,208) (0.70, 2.08)
95% CI (1.54,1.59) (1.53,181) (1.52,1.58) 1.52,1.59)
6.0 CPD n 360 172 360 172
Humber scoring (-1) 9(2.5%) 512.9%) 41 (11 4%) 19 011.0%)
Mean (SD) 151 [0.31) 1.500(0.31) 14 037 140037
(Min, Max) (061,229 (051, 2.29) (061,2.29) (081,221)
95% CI [1.47,1.54) (1.46,1.55) {1.37,1.45) [1.35,1.48)
12.0 CPD n 360 172 360 172
Humber scoring (-1) 52 (14.4%) 31 (18.0%) 94 (26.1%) 50 (29.1%)
Mean (S0} 092 [0.29) 059 (0.40) 081 (040 050 (0.41)
(Min, Max) (0.31, 2.000 (031, 2.000 (0:31,2.00) (0.31, 2.00)
95% CI (0.88, 0.96) 053,085 (076, 085) (0.74,0.87)

ReSTOR® Taric +3.0 D = AcrySof® |G ReSTORE+ 30 D Multifocal Toric 10L Models SMOAT3END1 T4 SMDITSENDATE

ReSTOR@+4.00 = AcrySof@ ReSTORE Multifocal 1OL (+4.00 Add)hodel SABODS

Orientation of Lens Axis
Lens axiz mizalignm ent, the orientation ofthe lens axis st the operative vist compared to the intended lens axiz orentation
(calculated wsing preoperative biometry measurements and the sudy specific web-based Alcon AckySofB | C ReSTORE
+3.0 0 Multifocal Taric 1OL Clinical Calculatar) was assessed and accuracy of lens placement was demonstrated with the
mean abzolute difference betveen intended axis arientation and achieved axis orientation st surgery being S .0° (5 D, 6.1 for
the ReSTORE&Taric +3.0010Ls in the fird operative eyes (Table 13). Mine subjects (s=2ven fird eyes and two second eyves)
had actual misalignments of 20 degrees or mare on the day ofsurgery, of whom three had =51s (repositioning surgeries) as
a result of incorred axz placement due to anatom ical and/or surgical fadars (refer to Precautions 4 and 107,

Table 13: Absolute Difference B etween Intended Axis of Placement
and Achieved Axis Placement (D egrees) at the Operative Visit

(All Implanted Set)

In'ﬂaFl'ilr:L g Second Implanted Eye
= 363) (n = 366)
Mean (5D} 50(6.1) 47140
(Min, Max ) (0,87 [0, 36)
95% CI (4.3,5.8) 42,511
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The rezults for lens axis arientstion at all postoperative vists were compared to thoze at surgery to determine lens axis
rotation. The difference between the achieved lens axs orientation at month 1 2 and the achieved axs placement at surgery
was 27"+ 58 inthe first operative eyes and 2.2° + 27 inthe second operative eves (Table 14). Lens axis rotation ranged
from 1.4 to 2.7 degrees ot all postoperative vsitz. Eight subjeds had lens axiz rotation of twenty degrees or more st m onth
12 month, two of whom had incorred lens axis orientation measurements and three of whom underwent lens repositioning
and have improved outcomes with the lens implanted (post repostioning rotstion was less than 6 degrees) All eight
subjects had improved visual performance st month 12,

Table 14: Descriptive Statistics for the Absolute Difference Between Lens Axis Orientation at the
Post-operative Visit and Achieved Axis Placement {Degrees) at the O perative Visit
(Al Implanted Set)

Absolute Rotation
First Implanted Eye Second Implanted Eyve
Day 1 n 376 375
Mean (50) 14018 1507
(Min, Max) 0,18) m,14)
95% CI M.2,186) 1.3,18)
1 week n 375 366
Mean (SD) 1823 20127
(MEn, Max) 0,23) o, 30)
95% CI [.6,20 [nr22)
1 month n 367 365
Mean (SD) 2201 212N
(Min, Max) 0,55 0, 24)
95% CI .6,27 1.8,24
& months n 363 364
Mean (50) 23062 233m
(Min, Max) 0, 85) 0,27
95% CI 07,28 2.0,28)
12 months n 356 357
Mean (SD) 27058 22120
(Min, Max) 0,54 o, 24)
95% CI 21,33) M.8,25)

For subjects with missing Operstive Misit axds placement data, Day 1 (Visit 1)datas were uzed as bassline

Furthermaore, the rotationsl gakility ofthe ReSTOR® Toric +3 .0 D 10L was maintained between 2 consecutive visits st least
3 monthz apart (hetvween 1 month and & months), &2 recom mended by the 2000 AME] standard fortoricintraocular lense s,
the data demonstrate that st lesst 0% of ReSTORE Toric +3.0 D 10OL subjects achieved a rotational stability of 5 degrees
ar less between 2 consecutive visits, at least 3 months apart (Table 150,

14
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Table 15: Humber and Percentage of Subject=s by Lens Axis Rotation

Between 1 Month and & Months

Page 96 of 172

{All Implanted)
ReSTORE Toric +3.0 D
n ("o}

First Implanted Eye Total 359
Lens Movement = 5 degrees 338 (54.2)
Lens Movement »5 degrees 21 (5.8

Second Implanted Eve Total 361
Lens Movement 2 5 degrees 339 (93.9)
Lens Movement =5 degrees 22 (6.1)

ReSTOR® Toric+3.0 D = Acry3of@ | QReSTORE +3.0 D Multifocal Toric [OL Models SNDATIESNDTHEMDT TSENDITE

Subjects with missing ohservations at ether 1 maorth or 6 months were exduded

REDUCTION OF CYLINDER

The ReSTOR® Toric +30 D 1OLs are effective in the reduction of corneal astigmatizm in the range of 075 D to 2.52D0. As
demongrated in Takle 16, the percent reduction in cylinder with respect to target cylinder was calculated and dezcriptive
Hatistics were computed at each postoperative vist. Target cylinder was defined as the amourt of anticipated residual
agtigimatizm as calculated by the LcrySof® Q0 ReSTOR® +3.0 0 Mulkifocal Toric 1OL Clinical Caloulator,

Table 16: Humber and Percentage of Subjects With Reduction of Cylinder
‘Within the Target Cylinder at 1 year for ReSTORE Toric +3.0 D
{All Implanted)

First Implanted Eye Second Implanted Eye

(H=373) (H = 371)
n %) n )
Within 0.50 278 (74.5) 295 73.5)
Within 1.00 351 (9413 362 (97 5
» 1.00 22 (597 g (2.4

SAFETY

The incidences of cumulative adverss everts for the ReSTORE® Toric +3.0 D 10L and the control ReSTORE 4.0 D [GL
s compared to the FDA higtorcal grid rates are provided in Takle 17, 1f the same event ocourred multiple times in an
eye, anly the first occurrence is counted inthe table belove The rate of secondary surgical interventions (5512) exceeded
the FDA ghid rate in the ReSTORE Toric +3.0 D 10OL group for the first and second eves. The rate of secondary surgical
interventions exceeded the FD A grid rate for the control ReSTOR® +4.0 D 1OL group in the second eves only. Howewer,
as shown in Table 18, & majority of the secondary surgical interwentions were unrelated to the 1OL and were due to cther
ocular pathology. Table 17 indudes the num ber of eves that underaent a 351 while Table 15 iz the number of adual S51s
(.2, asngle eye could have had moare than 1 =510 that ocourred during the study. Details ofthe discrepancies in num bers
are dizcussed inthe footnotes of Table 15, There was a single occurrence of a persigtent adverse event (adwerse events in
the FDA grid that are observed at the 12 month postoperative vist) obzerved in one subject im planted with the ReSTOR®
Tarc +3.0 0 DL, The obzerved persistent adverse exent rates in each eyve did not exceed the Safety and Performance
Endpoint= (5P E) rates.

15
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Table 17: Serious and Persistent Adverse E vents and SPE Rates

(Safely)
First implanted eyve Second implanted aye
ReSTORE Toric ReSTORE ReSTORE Toric ReSTOR®
+3.0D +4.00 +3.0D +4.0 0
{H = 386) {H = 188) H = 383) (H = 188)
SPE SPE SPE SPE
H % m, H % 5 H Y n H % n,

Serous A dverse Events
Cystoid macular edem a 1 3] 30 0 (oo | 30 3 (081 3.0 1 05| 30
Endophthalm iz 1] [(EREN I 0 (oo | 04 0 (0o g 04 1] (RN AR
Hypopyon o ooy 03 0 (0o | 03 0 ooy g 0.3 ] ooy | 03
Lens dislocated from
posterior cham ber ] oo 04 0 (o | 04 0 (0o g 01 ] gy | od
P upillary block ] o | 04 0 (o | 04 0 (0o g 01 i} (EREN AR
Retinal detachment 1 3] 03 0 (om | 03 by (0s1) 0.3 1 s | 03
Secondary surgical
i ler i 12 31y 08 4 (213 ] 08 1 (294 08 B 32)| 08
Persistent Serious
Adverse Events
Cornesl edema o oo 03 0 (oo | 03 0 ooy g 03 ] ooy | 03
Cystoid macular edem s 1 m3 ] 05 0 (oo 0s 1 031 05 ] [(EREN -
Iriti= o ooy 03 0 (00| 03 0 0oy § 0.3 ] ooy 03
Raized [OP requiring
vl 0o joom| o4 0 |mom| o4 0 |mom| o4 o Jom| o4

ReSTOR® Toric+3.00 = AoySof@ @ ReSTORE+3.0 D Multifocal Toric 1OL Models SHNDITIEMDITASMOTSISHDITE
ResSTOR® +4 .0 D = AcrySofE ReSTORE Multifocal 1OL (+4.0 D Add) Model 526003
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Table 18: Secondary Surgical Interventions - First and Second Eyes

First Eye Second Eye
ReSTORE Toric | ReSTORE+4.0D0 | ReSTOR®E Toric ReSTORE
+3.0 D (N=386) (H=188) +3.0 D (H=383) +4.0 D (H=188)
Secondary Surgic al Intervention 15 5 13 b
1CL rep ositioning due to 1OL "
misalignment 1 o 0 o
1L repositioning due to inaccurate que a 0 0
1L placement
1L repositioning due to haptic i Qo a 0
outzide ofthe bag
IC_)L replacement due to visual 0 3 a 3
disturbances
LASIK to corect residual 1 a i o

refractive error

Astigmatic kerstotomy to
carrect residual refractive ermor | ] 0 o
(adigmatizm)

Limbal relaxing incizion to correct 1 a 1 0
aurgically induced astigmatism
Limbal relaxing incizion to correct

e ; : ] | 0 |
pre-exigting astigmatizm
Macular hale repair o o 1 o
YAG lazer capaulotam y for
winkles, folds or grandsin 14 ] 3 il
capsule
Irtraocular injedion for wet age 0 54 a a0
related macular degen eration
Retinal detachment repair and

: : 2 ] L 1

prophyladic retinope xy
Retained lens remowval 2 o 1 1
Corneal wound leak repair il ] 1 1
Anterior vitrectomy 1 o 0 o

*0ne subject required an 1OL repositioning surgery st the 6 m onth vizit. The Invedigator considered the event related to
the patient's eve anatomy and the 10OL rotation was assumed to have occurred within the first 24 hours following surgery,

"0ne subject experienced foppyitis during surgery and recquired two repositioning procedures. The sam e subjed alzo
expetienced a YAG laser capsulotomy for winkled capsule in the first eye.

=The 100 was implanted st the incorredt axsintwo subjects,

“0one subject was administered two intraocular injection s for wet age related macular degeneration inthe firs eyve,

"One subject had one prophdadic retinopesxy procedure performed in the first eye and three retinopesxy procedures
perfarm ed in the second eve.

ReSTOR® Toric+300 = AcrySof® |G ReSTOR® +3.0 D Multifocal Toric 10L Models SNOATZSNDA T4SMD1 TSISNDITE

ReSTOR® +4 .0 D = SAcrySofe ReSTORE M ultifocal 1OL (+4 .0 D Add) Model 5246003

Visual Disturbances

A Patient Reported Outcomes instrum ent was deseloped and wsed in this dinical udy to aszess visual disturbances and
distortions. The guestionn aire administered was not validated sccording to FD & = guidance document entitled "Patient-
reported outcome measures uss inmedical product development to support labeling daim 2, dated Decamber 2009,

Az demonstrated in Table 19, reports of sizual difturbancesidistotions were similar betweenthe ReSTORE Toric+300
0L andd the control ReSTOR® +4.0 D 1OL groups gt 1 vear. The highest rate of "severe” reports of wizual disturbancess
distortions at 1 year was for halos &t 7.5% for ReSTORE Toric +3.0 D 1OL and 11.0% for the control ReSTORE +4.0 D 10L.
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Table 19: Compari =on of Wisual Disturbances for
ReSTORE Toric +3.0 D and ReSTORE +4.0 D
1 Year Postoperative {following second eye implantation)

ReSTORE Toric +3.00 ReSTORE® +40D

Hone | Mild | Mod® | Severe Hone | Mild | Mod® | Severe
Visual Disturbance H % % % % H % % % %
Glare 372 406 363 196 35 182 /2 368 253 27
Halos 3v2 228 354 i 7.5 182 209 40.7 e 11.0
Statbursts 372 374 390 194 4.3 182 346 374 1482 88
Hazy wision 372 551 334 105 13 182 51.6 308 17.0 0.5
Blurred vision 3v2 0.7 1841 9.4 0.g 182 69.2 2386 T o0
Dristartion where straight 3v2 96.5 a2 A 0.o 182 [l 48 5 o0
lines look tited
Distartion where fiat lines 372 965 32 0.3 0.0 182 940 48 14 o0
look curved
Doukle vision 372 9.8 7a 138 0.5 182 913 GG 2.2 o0
Colar distortion 37 943 5.1 0.4a 0.0 182 951 38 8 | o0
Feeling sick due to visual 3T 95.4 1.3 0.3 0.o 182 978 1.6 0. 05
digtorion

* Mod = Moderate
ReSTORE Taric +30 D = AcrySof@ |0 ReSTORE +3.0 0 Mutifocal Toric | OL Modd s SNDA TSN T4ENMD TSISNDITE
ReSTORE +4.0 D = AcrySofE ReSTORE Multifocal 1OL(+4.0 D Add) Model 5450035

Spectacle Independence

A subjedive guedionnaire consisting of sponsardeseloped guedtions was used in the study 1o assess spectacle
independence following implantation with the 1OL. However, the gquedionnaire was not determined to be a paychom etrically
valid azsessment of "spectade independence". Responzes to items on thiz questionnaire were not meaningfilly different
betvween the two groups.

Glistenings

957 % of ReSTORE Toric and 97.3% of ReSTOR® subjed s had no observation of glistenings in the frstimplanted eyve and
96.0% of ReSTOR® Torc and 97 3% of ReSTOR® subjects had no observation ofglidenings inthe sscond implarted eyve.
Mone ofthe observed glistenings were reported as clinically significant by the implanting surgeons.

Prior Clinical Studies:
2. AcrySof® ReSTOR® APODIZED DIFFRACTIVE OPTIC POSTERICR CHAMEER MULTIFOCAL 1OL CLIMICAL STUDIES

fulticenter clinical studies were conducted in the United States and Europe to egablish the safety and effectiveness of the
AcrySofB ReSTORE Spodized Diffadive Optic 1OL (+4.0 D Add) (Models MASIDS and 548003, Atotal of SE66 firsteyve
implanted ReSTORE [OL (440 Model MABIDS and 126 Model SAB0D3) and 194 AcrySof® Monofocal 1OL M odel 1AG0EM
Cortrol subjeds comprize the Al Implanted cohort. A Best Case cohort (=aubjects with no dinically significant preoperative
ocular pathology or postoperstive macular degeneration) consisted of 381 Model MASIDS and 109 Model SABODS
Re=TOR® 10L subjectz and 172 Model MABDBM monofocal 10L subjed = Demographically, these studies consided of
65.3% female and 34 79% male subjeds. Stratified by race, subjed s were 93.8% Caucasian, 2 .6% Black, 0.9% Asian, and
2.5% designated "Other " The mean age for the total study population was 65.5 years.

Visual Acuity

ReSTORE |OL subjeds experenced a significant increass (= 2 lines) in uncorrected photopic and distance comrected
photopic near sision as compared to monofocal control patients. The improvement in distance corrected near vision was
grester under photopic than mesopic conditions. Mean spherical add power needed to achieve best correded near visual
acuity was higher under mesopic conditions (mean value of 2.5 D) than phat opic conditions (range of mean values: 0.09
to 016 D). The average distance of best focus for nesr vsion was approximately 2 om closer than the predicted disance
of 33 om.

Resultz from a controlled dinical study revealed that maximum visual performance is achieved when implanted hilsterally.
Binocularly implanted ReSTOR® 0L subjects achiewved uncorreded and best correded digance visual acuties similar
to monofocal control subjed=. When implanted monoculady, a Hatistically significant decrease (= 2 letters) in mean
uncorrected and best corrected distance visual acuity was ohzarved in subjects with ReSTOR® 10Ls s compared to the
monofocal controlz. Older subjects implanted withthe ReSTOR® lens(eg ., 2 80 years old), demondrated a trend for poorer
uncorrected distance visusl acuity than the monofocal control pstients.
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Binocular Visual Ac uity
The following is @ summ ary of binocular visual acuity (YA results for patients who completed the Form 4.4 (1202130 days
after second eve implantation].

Figure 4: Combined 20/40 or B etter Distance & Hear Photopi ¢ Visual Acuity
Binocular, Best Case 6 Months Postoperative

fo0% o OB.7% 98.3% 97.9% $8.9%

0%
0%
0%

0% 1 O MASOD
S0% 40.8% OsA&CD3
40% - s4.1% |MConiol
30% -
20% -

10% 1

Percent 20040 or Betier
Distsncs & Nsar

Uncomeched Dist. Comected

Figure 5: Combined 2025 or Better Distance & 20/32 or Better Hear Photopic Visual Acuity
Binocular, Best Case b Months Postoperative
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Table 20: Cumud ative Binocular Photopic Hear Visual Acuity by Lens Model,

All Implanted, & Months Postoperative

Page 101 of 172

sample 20020 (M) | 20025 (J2) | 20032 (J4) | 2090 (J5) Worse
E or or or or than
#EG better better better better | 20040 (J5)
H Y % Y % %
MAGOD3 388 3E9 745 a0.5 954 36
Uncorrected
(Best Distance) SAGOD3 ES 45 .4 E9E gy.0 956 1.4
Monofocal 157 SR 14.0 236 408 592
MAGOD 3 355 36.9 E9.1 g7.9 959 4.1
Uncorrected
(Standard Distance) SAGODI 59 42.0 [St=RS] gr.0 956 1.4
Monofocal 1587 0.6 25 G4 2641 734
MAGOD3 387 455 762 92.5 979 241
Distanc e Comected
(Best Distance) SAGOD3 (2] 435 765 g3.4 971 2.9
Monofocal 157 1.9 57 159 338 EE 2
MAGDD 3 3ET 47 .5 iTAa 93.8 978 2.1
Distanc e Comected
{Standard Distance) SAGOD3 (2] 44 .9 TE& 9.9 956 1.4
Monofocal 157 0.6 38 8.3 210 79.0
MAGOD3 36T 4.3 850 96.4 954 1.6
Best Corrected
{Standard Distance) SAGODI 55 5.5 853 935.6 955 1.5
Monofocal 157 529 796 943 955 i
Table 21: Cumulative Binocular Photopic Distance Wisual Acuity by Lens Model,
All Implanted, 6 Months Postoperative
20i20 20125 20/32 20040 Worse
Sample
Sida ar or or or than
better better better better 2040
H Y % % Y Y
MAGOD 3 388 B4.2 851 951 992 0a
Uncomected SAGOD3 B9 53.0 884 957 1000 on
Monofocal 157 o @7 94.9 ars 25
MAGOD 3 387 9.4 979 100.0 1000 o0
B est Comected SAGOD3 59 G54 100.0 100.0 100.0 o0
Monofocal 157 93.0 875 957 1000 0.0

Monosuar Visual Acuity

The followdng iz & summ ary of monocular visual acuity (W) resuts for patients who completed the Form 4 (1202130 days
after first eye implantation), and Fonrn 5 (330-420 days after first eve implantation) exams.
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Table 22: Cumulative Monocular Photopic Hear Yision by Lens Model,
All Implanted, & Months Postoperative

Sample | 2020 () | 2025 12y | 2032 (49 | 200 5} | Worse
g or or or or thamn
#lag better better better better 20040 (J5)
H 5% 5 o % 5
MAGOD 3 407 273 518 749 86.2 138
Uncomected
(Best Distance) | SABID3 110 282 536 791 90.0 10.0
Monofocal 176 1.4 57 12.5 261 739
e ——— MAGOD 3 407 19.2 425 67 6 845 155
(Standard SAGOD3 110 19.1 418 673 855 145
Distanices Mondfocal 176 0o 06 B8 113 551
Bt MAGOD 3 407 302 582 &3.0 921 7.9
Corrected SAGOD3 110 30.9 B35 G5 .4 94 .5 5.5
(Best Distance) [Ty el 176 06 23 a1 216 75.4
Distance MAGOD 3 407 26.5 590 1.1 929 74
Corrected
Standard SAGOD3 110 30.0 B4 5 G0.9 964 3.6
Distance) Monofocal 176 0.6 14 3.4 1.4 556
Best Comected | MABOD3 406 35.5 707 GE.4 95 6 4.4
(Standard SAG0D3 110 36.4 773 0.0 973 I7
Nigtancey Mondfocal 176 347 570 552 4o 51
Table 23: Cumulative Monocular Photopic Distance Vision by Lens Model,
All Implanted, & Months Postoperative
20/20 2025 20/32 20/40 Worse
Sas?:e or or or or than
better better better better 20/40
H 5 o % 5 %
MAGOD3 407 332 59,7+ TEA a0.2 93
Uncorrected SAGOD 3 10 294 536+ 0.0 92.7 73
Monofocal 176 420 716 853 94.9 5.1
MAGOD3 407 735 92 6 97 .1 99.3 07
Best
ol steid SAGOD 3 10 775 927 952 100.0 0.0
Monofocal 176 647 6.0 95.3 99.4 0.6

*Statistically significant difference versus monofocal control
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Table 24: Cumulative Monocular Photopic Hear Yision by Lens Model,
All Implanted, 1 ¥ear Postoperative

Page 103 of 172

Worse
Earmiin 20020 (M) | 20025 (J2) | 20032 (J4) | 20/40 (J5) i
size or o o o 20/40
better better better better (J5)
H % % % % %
Uncomected MAGOD 3 314 2.0 536 748 a56 14.4
[Best Distanc ef Monofoc al a9 34 45 112 191 509
Uncomected MAGOD 3 314 17.4 436 G956 796 20.4
(StandardDistance} | mMonofocal 89 00 0.0 23 124 E7.6
Distance Corrected MAGOD3 31a ans 629 g21 04 g1
Best Distanc ef Monofocal 89 0.0 14 3.4 145 25.4
Distance Corrected MAGOD 3 g 25 605 806 a0 3 3.7
(Standard Distance} | ponofocal g 0o 11 22 a0 1.0
Best Corrected MAGOD 3 319 364 702 893 947 53
(Standard Distance) | ponofocal 59 0.6 798 94.4 955 45
Table 25: Cumud ative Monocular Photopic Distance Vision by Lens Model,
All Implanted, 1 Year Postoperative
20120 20025 20132 20/40 Worse
Sal:rple or o or o than
Sz better better better better 20/40
H L % e S A
MAGOD 3 ik 304 550 TEE* =ufi] 100
Une orrected
Monofocal a9 427 T B899 855 45
MAGOD 3 4 T4 5 934 973 3391 na
Best comected
Monofocal a9 E7E a4 4 854 1000 on

*Statistically significant difference versus monofocal control

Clinical Sub-studies

Defocus

A binocular refraction defocus curve from the United States Intenm ediste Yision Study (34 LcrvSof® ReSTORE [OL
fASO0S &l Implanted patients) displays towo peaks, with one at the zero baseline coresponding to the distance focal
paint of the lenz and one near the -3.0 0 of corredion, which corresponds to the near focal point ofthe lens. The distance
pesk of this curve demondrates that ReSTORE [OL patients achieved a mean distance visual acuity of 20020 ar better,
with an additional increased depth of focus from -20 D to -45 D as compared to monofocal control patients (W=27.
This additional incressed depth of focus translates to & mean intenn ediate visual acuity of 2040 or better and is most
pronounced at near, with up to a five-line visual aculty improvement for patients implanted with a ReSTOR® 10L veraus
the monofocal control (Figure 6.
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Figure 6: Mean Defocus Curves by Lens Model,
Binocular, All Implanted
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These data dem ond rate that the ReSTORE OL provides a 4 5 diopter amplitude of functional (20040 ar better) vizion (fram
optical infinity to approxzimately 22 cm). Binocular performance ofthe ReSTOREIOL was approxmately 0.5 lines better for
near vizion and 1.5 lines better for intermediate vision than the monocular performance ofthe ReSTOR® |OL . Additianally,
the defocus curve s vere within 1 ling among groups when stratified by pupil size (Figure 7).

Figure ¥: Mean Defocus Curves by Pupil Size
Binocular, &ll Implanted MH=34)

E LTINS

4100 4130 #1090 4050 000 50 100 150 200 250 300 330 400 430 SO0
Rofetion [T0)
|lu,amg EEE <=25mm 800 >15mm- <dlimm  AAA>=4)mm

Intermediate Vision

Inaddition to the dinical studies supporting the safety and effectiveness of AcrySofE ReSTOR® 1OL Models M ASID S and
SAGODS, a parallel group (M=34), non-randomized, multi-center supplemental study was condudted in the U5 to evaluate
the performance ofthe AcrySof@ ReSTOR & OL Model MAEOD 3 for intenm ediate vision com pared to the mono focal contral,
AcrySofE Ol Model M AS0EM. A a digance of 70 om | the percentage of eyes achieving 20020 or better uncorred ed vision
ancd 20025 or better digance corredted vision was significantly worse for the ReSTOR & IOLas compared to the monofocal
contral. Mo statistical differe nces were ohserved hetween the ReSTOR® 101 and the monofocal control lens for uncomrected
and diztance morected wision 20032 or better when tested at 50, B0 or 70 cm.
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Table 26: Intermediate Photopic Wisual Acuity,
Binocular, All Implanted

; Percent 20040 or better
Total Sample Size
50 cm 60 cm Tlcm
ReSTORE 34 g24* 853 676
Uncomected

Control 27 593 BE.7 g3.0

Distance ReSTORE 34 64 7 706 524
Comected Control 7 593 667 7T

*=CStatidically different from control at 0.05 lewel

Low Confrast Wisual Acuity and Contrast Sensitivity

Contrast sensitivity and low cortrast acuity under various lighting conditions was clinically equivalent betweesn ReSTORE
I0L and monofocal control patients. While there was a tendency for reduced contrast sensitivity and low contrast acuity
in ReSTORE | OL patients in lowlighting (mesopic) conditions when exposed to a glare source, no diferences in contrast
zensitivity from the monofocal contral exceeded mare than 0.3 log units, and no difference in low contrast acuity exceeded
morethan 2 Snelen lines.

Liowy contrast acuity resultz were comparahle betveen ReSTORE 1OL and monofocal control groups messured with Regan
contragt charts at all light source s and gray scales (1009, 25% and 9%). Functional vision (20040 or better) was maintained
uncler photopic conditions at all gray scales with and withowt glare and under mesopic conditions at 100% and 25% with
ancd without glare,

Avector Mision (C35%1 000) contrast sensitivity chart that employs a full range of sine wave gratings at 9 contrad levels and
4 spatial requencies (3, 6,12, and 18 cpd) was used to aszess contrast sensitivity under phaotopic (35 coim®1and mesopic
[2-5 odim ¥ conditionz, with and without 5 glare source. Statistical and descriptive comparizons of contrad sensitivity of the
Acry=of@ ReSTORE [OL veraus the monofocal control indicate that, while there are meazurable differences between the
two groups &t higher spatial frequencies when tested under the same photopic and mesaopic conditions with and without
glare, none of these differences exceeded 0.3 log units. & certain spatial frequendes, the ScrySof@ ReSTOR® 1OL Model
SAG00S performed statistically significantly better than the AcrySofE ReSTOREIOL Model MABIDS by at least 01 28 log
unitz under m onocular mezopic with and without glare conditions and by 01435 log units under binocular mesopic with glare
condtions. Additionally, for monocular contrast sensitivity testing | there was no difference in the percentage of ReSTORE
0L and monofocal 100 contral patients who were not able to s=2e any ofthe gratings. For hinocular contrast sensiti vty
testing st least 85% of pstients in both the ReSTOR®&I0OL and monofocal IOL cortral groups were shleto =2 at least one
grating, with the exception of mesopic with glare testing &t 12 and 15 oydes per degree, At thess spatial fregquencies, the
percentage of ReSTOR® |OL patients ableto see ot lead one grating ranged from §5.9% - 75.0% as compared to 95.8%
- 90.6% of monofocal control patients,

Table 27: Mean Log Decrease in Contrast 5 ensitivity
ReSTORE 1OL Compared to Monofocal Control Under Photopic,
Mesopic and Glare Conditions, Monocular,

All Implanted, & Months Postoperative

Spatial Frequency (cid)
Light Sowrce ([} Model A(3) Bi6}) CiH12) D18}
MAGID 3 -0.02 -0.04 -0.09 -0.05
Photopic w/o Glare
SAGOD3 0.m -0.03 012 -0.04
MAGOD 3 -0.06 -015 -0.14 -015
Photopic w' Glare
SAGOD3 -0.05 -014 -015 -0
MAGDD 3 0.00 -012 -013 -0.08
Mesopic wo Glare
SAGOD3 0.00 -0.02 0.00 -0.04
MAGDD 3 -0.05 =011 -012 -012
Me=sopic w' Glare
SAGID3 -0, -0.04 -0.02 -0.06
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Table 28: Mean Log Decrease in Contrast S ensitivity
ReSTORE IOL Compared to Monofocal Control Under Photopic,
Mesopic and Glare Conditions, Binocular,

All Implanted, & Months Postoperative

Spatial Frequency (cid)
Light Source (|} Model Al3) B(6) Ci12) D{18)
" MAGODS -0.03 -0 017 012
Photopic wio Glare
SAGODS -0.06 015 0.2 -0A6
MAGODS -0.07 -0.23 022 047
Photopic w! Glare
SARODS -0.0 -0.24 .23 -0.24
M AGO0S -0.06 012 .26 08
Mesopic wio Glare
SAGODS -0.07 017 4023 -0.19
= MAGODS 0145 -0.24 0.25 -0.14
Me=sopic w! Glare
SARODS -0.a7 -0.24 023 -0.21

Surmmary of Oriving Sub-=study (Models MABID I and SABDD 3)

Might drving perfonrm ance wasteded using the NDS (Night Driving Simulator) developed and validsted by Mision Sciences
Research, Com. in bilaterally implanted subjects (23 subjects implanted with ReSTORE [OL Model MASIDS and 25
subjects implanted with monofocal contral Model MASDBM ) were tested to determine ssibility distances for the detedion
andd idertification of road warning signs, message signs and road hazards under various conditions (clear [normal],
inclement weather [fog] and glare conditionz). The simulated driving scenes using the MDS (Might Driving Simulator) were
& city sreet at night with streetliohts and & rural highsay with o beam headlights.

Itizimpotant to reslize that there ate no absolute detection and identification distances for all targets to determine safety
andd efficacy. Actual visikility distances, excluding individual differences, will depend upon the target size | contrast (sign age,
clean o dirty sign), background clutter (oncoming wehicle headights, sreet and store light=) andvehide headlight condition
(lowy or high beams, clean or dity lens). The NDS was designed to provide similar wisihilty distances to that of similar
targets repoed in the literature. One could use ather targets inthe real world and obtain other visibility distances; howeser,
thoze distances would be relevant only for the conditions noted above, such as age and condition ofthe target, and would
change over time. Therefore, safety and eficacy analyziz can only be based on relative differences between the lenses,
naot absolute values, Yisibility distance values could be biased to alloww a very large difference between lenses to satisfy
Fopping distance reguirements by making the simulator tamets vizible at wery large digances or, conversely, vishility
distance values could be bhiasedto allowa very small difference between lenzses to sstisty stopping distance requirements
by making the amulator targets wizible at very small digances. With thiz in mind, further analysiz uses the actusl target
wisihility digance exsmples fird reported inthe validation study litersture for the NDS.

The ahility of ReSTORE OL (Models W AS003 and SAG0D3) subjectzto deted and identify road signs and hazards st night
was similar to the monofocal cortrol Model MABOBM under nomm al visibility driving conditions.

Sign Identification

Rural Driving Conditions

The mean vizikility difances, standard deviation and percentage difference of mono focal M odel MABDBM) and ReSTORE
100 (Model MAEOD3) subjects for sign identification under normal, fog and glare conditions in the mikal scene are shown
in Takle 29,

Both fog and glare are =een to cause larger differences bet vween the monofocal and Re=T OR & 10L Mode| MABDD 3 subjed
perfarmance than the clear night condition. However, in all ingances the mean differences vere less than 15%.

Table 29: Mean (+ 5D ) Sign Identification Distances in Rural Sc ene

Identification Distance Lens P % Loss
(feet) Control ReSTORE over Control
Visibility Condition Targets
aid = 248 + 57 230+ 41 19 TE%
Text
Moarmal
WiErning 523+ 65 476 £ &1 47 9%
. Test 245 + 42 215+ 50 33 134 %
o
= WiErning 512+ 89 453 £ 55 &0 M16%
Tewt 228 + 56 195+ 52 33 141 %
Glare
WiErning 512+ 89 448 + 83 B4 125%
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City Driving Conditions

The mean visibility distances, standard desistion and percentage difference of monofocal (Model MASOEM) and ReSTORE
10L Model MABDDS subjeds for sign identification under normal, fog and glare conditions in the Gty scene are shown in
Tahkle 30.

Under glare conditions, the shility of the ReSTOR® [OL Model M ABIDS3 subjeds to identify the texd sign is reduced on
average by 25% , howewerthere was only a small difference under these conditions forthe warning sign.

Table 30: Sign Identification Distances in City Scene

Identification Distance Lens Difference % Loss
(fest) Control ReSTORE Quer Control
Visibility Condition Targets
160 + 30 143+ 31 17 108 %
Text
Mormal <
Wiarning 211 £ 26 201 £25 10 47 %
& Text 159 + 24 135 £ 34 21 13.2 %
og
Warning 200 £ 23 184 £31 24 7%
) Text 142 + 33 102 + 46 40 28 %
are
Warning 194 + 26 170+ 25 24 125%

Detecting Hazards

Rural Condiions

The mean vizibility digances, sandard deviation and percertage difference of monofocal (Model MABDIBM ) subjeds and
ReSTOR® 0L (Maodel MABODS) subjed s for hazard detection under normal, fog and glare conditions in the rural scene are
shown in Table 31 . In rural conditions, all diferences for deteding hazards were lessthan 20%.

Table 31: Hazard Detection Distances in Rural Scene

Detection Distance Lens Hiference: % Loss
(feet) Control ReSTOR® Over Control
Visibility Condition
Mormal 511 + 80 474 + 87 a7 72%
Fog 507+ 92 465 £101 42 85%
Glars 480+ 95 386+ 150 a4 187 %

City Conditions

The mean hazard detection, sandard devistion and percentage differences for control (Model MAGDEM ) subjects and
ReSTORE [OL (Madel MASID 3 subjects for hazard detection under nomm al, fog and glare conditions in the dty scene are
shown in Takle 32 For gty conditions, in all instances the mean difference s were lessthan 15%.

Table 32: Hazard Detection Distances in City Scene

Detection Distance Lens e % Loss
(fest) Control ReSTOR Over Control
Visibility Condition
Mormal 200 + 52 183 + 38 17 B5%
F o 229 £ 66 211 265 18 TA%
Glare 190 + 67 166 + 45 24 126 %

Retinal Detail
Mo dificulties in retinal trestment were encountered by any investigator inthe study. However, one investigator had 20
reports ofloss of retinal detail (e, the fundus appeared more anterior).

GQuality of Life'Spectacle Independenc e
Pstient reported spectacle independence was determined using the Catarac TP E Specification instrument (Jawitt, 1997,
ReSTOR® 0L spectacle independence rates were fatistically better (p=0.0001] than the contral rates.
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Figure & Frequency of Spectacle Wear
Distance Vision, Bilateral Comparison

% of Subjects

10 I:
MNone of | Soma of | Half of | Most of |All of the
tha timae | the time | the tme | the tima | time
OMAGOD3 | 925 45 0.4 08 19
OSAGODE | 929 29 14 1.4 14
B Corttrol 822 12.2 32 51 173

Figure 9: Frequency of 5 pectacle Wear
H ear Vision, Bilateral Comparison

nel——1
None of | Some of | Half of | Mest of |All of the
the time | tha ima | tha time | thetime | time

OMABOD3 | 81.2 13.8 0.4 15 3
O SAG0D3 Bo 16.7 0 o 4.3
B Control I.7 232 2.5 25.8 40,6

% of Subjects
coBEAE23883
i
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Figure 10: Overall Frequency of Spectacle Wear, Bilateral Comparison
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Table 33: Patient Satisfaction with WVision (withowt glasses)

MAG0D 3 SAGID3 Control
Baseline (NE'381 1) (NEiszs) (NE1.893]

Overall Unilateral (Ni'gag) (foga;) (N3i434)
Bilateral WB;SQ’;S) (;\31:15*;) (Nfioss:l

Baseline (NE; 1 (szza) (NE1.894)

Day Vision Unilateral (Ni';,;g) (ijszg) (N31535)
Bilateral e dioon (N1 55)

Baseline (NE'SBﬂ ) [NE 55253 (Ngissaj

JHipe. Unilateral (Nf';ng) (Nf-isgq) (N31'435)
Bilateral mﬁ;’;) (NS;?;QJ (Nfigssj

Satisfadion Scale (0-4): O=nct &t all satisfied, 4=completely satizfied.
*=Significantly different from cantrol at 0.05 level
*=Significartly different from contral st 001 level
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Table 34: Seif Rating of Vision (without glasses)

Page 110 of 172

MAG0D3 SAG0D3 Cortrol
Baseline 0\12321 3 ( :1-1253 I j’i194j
Unilateral (NES?D?J n :1'1233 M =E'i985]
Bilateral s s 2155

Rating Scale (0-10): D=waorst pozsible vision, 10=bed possible vision
*=Significantly different from cortrol &t 0.0 level

Adverse Events

The incidences of cum ulative adverse events for the ReSTORE |OL a5 compared to the FDA historical grid rates are
provided in Table 35 4 single occurrence of retinal detachmentiepair, single occurrence of pupillary block, and surgical
reirterventions exceeded the FDA Grid rate. Mo occurrences of persistert adwverse events (adverse eventzinthe FDA grid
that are obssrved at the 12 morth postoperative Wst) were obzerved in any patientz implanted with the ReSTORE [OL,

Table 35: ReSTOR® I0L versus FDA Historical Grid, First Eye — Safety

mgﬁ :-T ?r:lfm} sngn?; ?NE?%} Fnr:tg’id

H Y H % %

Cumulative Adverse Events
Endophthalmiti= 1] 0.0 o on 0.1
Macular Edemn a 12 27 1 0.a 30
Retinal DetachmentiRepair i 0.0 1 0s 0.3
Hyphema i] 0.0 u] oo 22
Pupillary block 1 02 o o.n 04
Lens Dislocation 1} oo 0 on 04
Surgical reintervention 10 253 2 16 0.8
10L replacement for biometry errar 2 05 o on [FS
10L replacement for incorrect powerioperating room error 2 05 u] oo [EFS
10L replacement for visual disturbance 1 02 a on [
100 replacement for decentered [OL due to trauma 1 0z u] oo M A
100 replacement due to patient dizsatisfacion i] 0.0 1 0s U
Laser treatm ent 3 o7 1 0.4 [RES
Fibrin removal 1 [ o 0.0 A

Persistent Adverse E vents:
Macular Edemna 1] 00 ] o0 0.5
Raized |OP Requiring Treatment il oo o on 0.4
Cornesl Edema 1} oo 0 on 0.3
Iriti= 1] 0.0 ] on 0.3

FOA dratt guidance on Monofocsl Intraocular Lenses, Annex B (Ocdober 14, 1999)

Visual Disturbances

With the exception of blurred nesr vision and problems with color perception |, the monofocal control patients had a lower
rate of severe obzeregtions than the ReSTORE OL patierts (Takle 3683, Ofthe 440 subjects implante d with ReSTORE [OL
flodel MASOD 3 and 1 26 subjects im planted with Model SAG00 3, one subject implanted with ReSTOR®@ IO Model MABDD 3
required lens explantation due to visual disturbances,
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Table 36: Visual Disturbances, & Months Postoperative
{Following second eye implantation)

ReSTORE ReSTORE
Model MAGOD3 Moded 5AG0D3 Monofocal Control
Vizual Disturbance

% % Y Y % %

Moderate Severe Moderate Severe Moderate Severe
Glare/F lare 2001 44 23.2 4.3 71 19
Problems with Might Yision 8.5 4.1 104 29 38 14
Halos 18.0 4.4 232 7.2 18 13
Distorted Mear Yizion 0.5 0.8 0.0 0.0 0E 0.0
Distorted Far vision 1.0 0.3 0.0 0.a 06 on
Blurred Mear Yision 58 0.4 el 0. 12.8 3a
Blurred Far Yision 58 1.0 58 0.0 32 0.6
Double Vision in both eyves 15 0s 1.4 0.0 1:3 0.0
Problems with Color P erception 05 oo on .o oo ono

3. AcrySof® HATURAL SINGLE PIECE 10L CLINICAL STUDY (Model SB30AL)

Adinical study was conducted on subjects receiving the AceyS o8 Matural Single Piecs 10L Model SB30AL 55 com pared
to the AchySof@ LY Single Piece |OL Model SA30AL. The results achieved by the subjects successiilly followed for a
minimum of one year pogtoperatively provided reasonable assurance of safety and effediveness ofthe ScrySof@ Matural
Single Piece [OL Maodel SB30AL for the vizual correction of aphakia.

Surmmary of Color Perception Study

Color perception testing using the Famsworth D15 Panel Test was conducted on all subjects at the 120 to 180 day
postoperative period. Ofthe 109 subjects with normal color vision implarted with the AorySofE Matural 100 M odel SB30AL
inthe first operative eyve and examined atthe1 20180 day pogdtoperative visit, 107 (98 2% passed the color perception test.
Ofthe 102 subjects with normal color wision im planted with a AcrySof@ U 100 MW odel 5430280 inthe firs operative eve and
examined at the 1 20-180 day podoperative vzt 37 (95.1%) passedthe color perception test. There were no statigtically
significant di fierences betvween AcrySof® Matural 1OL Model SB30AL and ScrySof® LY [1OL Model SA30AL forthe percent
of subjects that passad the color perception test at the 1 20 to 180 day pogtoperative vist. Therefore, the addition of the
pro pristary chrom ophore does not negstively affect colar vision in subjeds with normal color vision.

HOW SUPPLIED

The AcrySof® |2 ReSTORE +3 .00 Multifocal Tordc1OLModels SNDI1T3, SMD1T4, SMND1TS and SHD1TE are supplied dry,
in a package tenn inally sterilized with ethrdene oxide  and mug be opened only under aseptic conditions (see DIRECTIONS
FOR USE)

EXPIRATIOHN DATE

Sterility iz guaranteed unless the pouch is damaged or opened. The expiration date is dearly indicated on the outside of
the lenz package. Any lens held atter the expiration date should be returned to Alcon Laborstories, Inc. (see RETURMED
GOODSPOLCY).

RETURHED GOODS POLICY

Inthe United States, returned lenses will only he accepted in exchange for other products, not credit. Al returns must
be accom panied by an Alcon Laboratories, Inc. Beturned Goods Mumber and should be shipped via traceable means. &
Feturned Goods Mumber is obtained by contacting Alcon Laboratarie s, Inc, Customer Service Department. | ssuance ofthis
number does not constitute inal acceptance of the returned producs. For detailed policy guidelines incuding exchange,
please contad your Sales or Customer Service Reprezantative.

Ot side the United States, contac vour local Acon office of digtributors regarding the R eturned Goods Policy.

REFEREHCES
Boettner, E A, and Wolter, J R, Transmission ofthe Qoular Media, levest Opbthainel 1.77E-TE3 1962,
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SYMBOL EMGLISH
1oL Irtraocular lens
PC P osterior chamber
PCL Faosterior chamber lens

Ultradolet

Diopter (Sphedcal Equivalent)

Cylinder Power

Body diameter (Optic diameter)

Owerall diameter (Owerall length)

Do noat reuse

Uszse by date
m Sterilized using ethyene axide
Serial Mumber
Caution
M anufacturer

§§LBEIm®ﬁPEUE

Upper Limit of Tem perature

£

tanu facturer.
Aoon Lahorstones, Inc.
G201 South Freeway

Faort Warth, Texas ¥6134-2083 US4

S, Pat. wwesealconpatents.com

& 201 B Maovartis

Alcon

a Newartis company
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Appendix B: Directions for Use for ACRYSOF IQ RESTOR +2.5 D
Multifocal Toric IOLs (Models SV25T3, SV25T4, SV25T5, and SV25T6)
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40-500 305N B ENGLISH

PRODUCT INFORMATIOHN
Alcon Laborstories, Inc.

STERILE UV and Blue Light Filtering Acrylic Foldable
Single-piece Apodized Diffractive Aspheric Multifoc al Toric Posterior Chamber Intraocular Lens

o
DESCRIPTIOH

The &ActySoff |2 ReSTORE +2.5 D Apodized Diffractive Aspheric Multifocal Toric P osterior Chamber IntraocularLens
(loL)iz an ultraviolet and blue light filtering foldable multifocal taric intraccular lens. The optical portion consists of a
proprigtary high refractive index hydrophobic acrylic material with a blue light fikering chromophore which filters light
in & mannet that approximates the human crystalline lens inthe 400-475 nm blue light swavelength range (Boettner and
Wolter, 1962). The optical portion is biconve: and consists of a soft acrylic material capable of being folded prior to
inzertion, allowing placem ent through an incizsion smaller than the optic diameter ofthe lens, After surgical insertion into
the eve, the lens gently unfolds to restore the optical performance. The hiconwex optic cortains an aspheric apodized
diffractive structure with a central refractive zone on the anterior surface and a toric pogterior surface. The apodized
diffractive gructure divides incoming light to provide a range of functional wision (defined as visual acuity of 20040 or
better) from diance to near. The anterior surface ofthe AcrySof® |0 ReSTOR® +2.5 D Multifocal Toric [OL Models
SV25T3 through =W25TE iz designed with negative spherical aberration to compensate for the positive spherical
aberration of the cornea. The effed s ofthis aspheric design feature hawe not been clinically assessed. Compared ta
other Alcon AcryZof® |0 ReSTOR® Multifocal Toric |OL models (Models SND1TS to SMD1TE), these 1OLs (Models
SY25T3 10 SY25TE) provide an alternate option far cliniciansto offer patients with astigm atizm with the near add power
of +2.5 [, with aptimal wision at 53 cm and greater distance dominance in the energy distribution between near and far.
The physical properties ofthese lenses are described in Figures 1-3 and Table 1.

Alcon — Business Use Only



Document ID: Status: Approved, Version: 10.0 Page
V-CLN-0001270 Approved Date: 02 Sep 2020

Figure 1: Physical Characteristic s of AcrySof® 10 ReSTORE
+2.5 O Multifocal Toric 10L Models SY25T3-SY25TE
{All dimensions in millimeters)

— 043

SLRFACE

§
:

:

Models SV25T3-5V25T6

Table 1: Physical Characteristic s of AcrySof® 10 ReSTORE +2.5 D Multifocal Toric IOLs

117 of 172

Physic al Charactenistic Model

SV25T 3 D SV25TS | swvoste

Biconvex optic having an anterior, asphetic, apodized difractive surface with &

Dptic Type cerntral refractive zone, and a postenor taric surface
Lens Material Uttraviolet and blue light fitering AcrylateMethacrylate Copalymer
Uy cutoffat 109 T 401 nm for 21 D (Zee Figure 2)
Index of Refraction 155

Optic Powers

(sphetical ecuivalent diopters) +5.0 - +30.0 (0.5 diopter increm ent=) with a +2 .5 Diopter add power

10L Cinder P over (Diopters) 1.50 225 3.00 I 3.75
Haptic Configuration STABLEFORCE ®Haptic
Optic Diam eteri@g, (mm ) 6.0
Owerall Length/@ - (mm) 130
Haptic &ngle o=
2
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Figure 2: Spectral Transmittance
(measured in air)
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Figure 3: Theoretic al Perc entage of Light Energy at 550 nm Wavelength
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MODE OF ACTION

800

The &crySof@ 1@ ReSTOR® +2.5 0 Multifocal Toric 10Ls are intended to be postioned in the posterior chamber of
the eye, replacing the natural crystalline lens. This position allows the lens to function as a refractive medium in the
correction of aphakia. Thiz | OL haza biconvex optic containing an azpheric apodized diffractive structure with a central
refractive zone on the anterior surface. The apodized diffractive structure divides incoming light to provide a range of
functional vision (defined as visual acuity of 20040 or better) from distance to near. This1OL provides an alternate option
for clinicians to offer patients with an add power of +2.5 D designed to provide optimal vision at 53 cm. Additionally,
these [OLs have atoric component on the posterior sur face with axis marks to denote the 1at meridian (plus cylinder
axis). Mignment of the toric axis marks with the post-operative steep corneal meridian allows the lens to correct pre-
existing corneal astigmatism . The astigmatic corredion at the corneal plane for the AcrySof@ |G ReSTOR® +2 .5

Muttifocal Toric 1OLs is shown in Table 2
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Table 2: Cylinder Power and Corneal Astigmatism Correction Range

Cylind er Power Recommend Corneal Astigmatism Range
Lens Model 10L Plane Corneal Plane* Lower Upper
SWV25T3 1.50 1.03 0ys 1.28
SV25T4 2.25 1.35 1.29 1.80
SN25TS 3.00 2.08 1.81 232
SW25TE 375 257 233 2.82

*Bazad on an average pseudophakic human eye

IHDICATION S

The &AcrySof@ @ ReSTORE +2.50 Multifocal Toric |1 OLs are intended for primary implantation inthe capaular bag ofthe
eve farthe vizual correction of aphakia sscondaryto rem oval of & cataractous lens and pre-existing cotneal astigm atism
in adult patierts with and without preshyopia, who desire reduction of refradive cylindet and near, interm ediate, and
distance vision with increazed spectacle independence.

IOL IMPLAH TATIOH

Dwuring implantation of the AcrySof® Q) ReSTOR® +2.5 D Multifocal Taric 10L, an Alcon qualified delivery system
and vizcoelagtic combination should be used. The uze of an unqualified combination may cause damageto the lens
and potential complications during the implantation process. Alcon recommends using the gualified MONARCH® [OL
Delivery System or any other &Alcon qualified com bination. Far a full list of Alcon gqualified vizcoelastics, handpieces, and
cartridges for thislens, please contact your local Alcon represertative.

WARHINGS

1. Some sisual effects may he expected due to the superpostion of focused and unfocused muttiple images. These
may include some perceptions of halos ar radial lines around point sources of light (starbursts) under nighttime
conditions, glare, double vision, haziness and blurred wision. As with ather multifocal 10Ls, there is a possibility
that wizual symptom s may be significant enough that the patient will reguest explant ofthe multifocal toric 1OL.

2. Areduction in contrast senstivity as compared to a monofocal 1OL may be experienced by some patients and
may be more prevalent inlowlighting conditions. Therefore, patients implart ed with multifocal toric 1OLs should
exgrcize caution when driving st night orin poor visibility conditions.

3. The physician should consider the following points that are unigue to the use of AcrySof@ | @ ReSTOR® +25 D
Multifocal Toric 1OLs

. The surgeon must target emmetropia to achieve optimal vizual performance.

- The surgeon should target the lowes possible residual astigmatism. Patients with significant
postoperative astigmatism =1.0 D may not achieve optimal wizual outcomes.

. Care should be taken to achieve |OL centration as lens decentration may result in a patiert
experiencing visual disturbances under certain lighting conditions.

L] Patierts should be advised that unexpected outcomes could lead to continued spectacle dependence
arthe need for secondar y surgical intervention (e.g., irtraccular lens replacement or repositioning).

4. Rotation ofthe AcrySof@ | Q ReSTORE+2.5 D Multifocal ToriclOLs awey from their intended axis can reduce the
astigm atic correction. Mizalignment greaterthan 30° mayincrease pogdoperative refractive cylinder. If necessary,
lens repositioning should occur as early as possible prior to lens encapsaulation. Some clinical cases suggest
encapsulation is complete within four weeks of implantation.

5. Thizlens should not be implanted if the posterior capsule iz ruptured, ifthe zonules are damaged, or if & primary
posterior capsulctomy is planned.

E.  Carefully remove all wiscoelastic from both the anterior and posterior sides of the lens. Residual viscoelastic

may cause complications including lens rotation resulting in misalignment ofthe AcrySof@ |G ReSTORB+2.50

Multifocal Toric [OL with the intended axisof placement.

PRECAUTIONS

1. Prior to surgery, prospective patients should be informed of the possible risks and benefits azsocisted with the
Acry=ofB O ResSTOR® +2 50 Multifocal Taric DL Models 3V25T3-5W25TE. A Patient | nfarmation Brochure can
be found in the labeling inform ation ssction under the link to P roducts at Http: Aesssee myalcon com. Please provide
& copy of the Patient Inform ation Brochure to the patient.

2. Az with all multtifocal IOl s, spectacle independence rates will vary P atients may need glasszes whenreading small
print arlooking at small ohjects.

3. Pogterior capsule opacification (PCO) may significantly affect the vision of patients with multifocal 10L s s0onerin
its progression than patients with monofocal [OLs. This may be duetothe reduced contrast sensitivity ohserved
with multifocal | OLs.

4. The safety and effectiveness of the AcrySof® |0 ReSTOR® +2.5 D Multifocal Toric 1OL have not been
substantisted in patients with the following pre-exigting and intraoperative conditions.,
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Pre-existing Conditions
- Choroidal hemoarrhage
= Concomitant severe eve disease
- Significant irregular corneal aberration
L] Retinal conditions or predispostion to retinal conditions, previous history of, or a predisposition to,
retinal detachment or praliferative diabetic retinopathy, in which future treatment may be compromized
by implanting this lens
[Thiz precaution iz included because multifocal 10Ls may decrease the level of retinal detail
on exam ot during treatment slightly and this could make laser and retinal surgeries and the
diagnosizof some conditions more challenging (for example, early diabetic retinopathy when only
1 or 2 microaneurysms are present]].
= Subjects with diagnosed degenerative visual disorders (e.g., macular degeneration or other retinal
dizorders) that are predicted (by subjective sssessment ofthe reting) to cause future acuity loszesto a
level worse than 0.2 logMAR
= Amblyopia
. Clinically =zevere corneal dvstrophy (eq., epithelial, stromal, or endothelial dystrophy), keratitis,
kerstoconjunctivitiz, keratouveitis, keratopathy, or kerectasia
= Any inflammation or edem a (zwelling) ofthe carnea
- Rubella, congenital, traumatic, or complicated cataracts
L E xtremely shallow anterior chamber, not due to swollen cataract
. Recurrent anterior or posterior s=gm ent inflammation ofunk nown etiology, or any disease producing an
inflamm atory reaction in the eve (e.q., irtiz or wweiis)
u Aniridia
= Iriz neovascularization
. Glaucoma (uncontrolled or controlled with medication)
. Micraphthalmos
= Cptic nerve atrophy
. P revious cornesl transplant
s P re-existing ocular conditions which may negatively impact stakility ofthe implant
o C olor vizion deficiencies
[Studies have shown that color sision dizcriminstion is not advers=ly affected in individuals
implarted with the AcrySof@ Matural 100 and normal color wizion. The effect of the AcrySof@
Matural 1OL in subjed s with hereditary color vision defects and acquired color vision defects
secondary to ocular disease (eq., glaucoma, disbetic retinopathy, chronic uveitis, and other
retinal or optic nerve diseaszes) has not been studied].
= P revious retinal detachim ent
- Diabetic retinopathy
L] P revious refractive surgery
= Cervical dystonia or spasm odic torticollis
. [These conditions may interfere withthe pre-operstive surgical plan or |OL axis orientation
during surgery. P atients with [OL misalignment may not achieve the visual acuity of patient s
without such problem s and may require 100 repositioning.]
. P regnancy

Intraoperative Conditions
. Other planned acular surgery procedures, including but not limited to, LASIK, astigm atic kerastotomy, and
limbal relaxing incizions
A E xcessive iris mobilityA ntraoperative Floppy Iris Syndrome
- M echanical or surgical manipulation required to enlarge the pupil
o Dilated pupil size less than 4 5 mm just prior to implantation
L] Yitreous loszs (significant)
- Anterior chamber bleeding (significant)
. Uncontrolled positive intraocular pressure
" Complicationsin which the 1OL gability could be compromised, including, but not lim tedto:
. Fonular damage, s=paration, or rupture
. Capsulotamy by any technigue ctherthan s circular tear
. The presence of radial tears known or suspected &t the time of surgery
. Situations in which the integrity ofthe circular tear cannot be confirm ed by dired visualization
. Cataract extraction bytechniques atherthan phacoemulsification or liquetaction
. Situations where the need for a large capsulotomy can be anticipated (e.g., diabetics, retinal
detachment inthe felloweye, peripheral retinal pathology, etc)
. Capsular rupture or capsulorhexis tear,
. Bag-sulous, sulaus-sulcus, or unknown placement ofthe haptics

Az with the im plantation of any 1OL, careful preoperative evaluation and sound clinical judagment should be used
by the zurgeon to decide the benefitiizk ratio before implarting a lens in a patient with one aor more of these
conditions.

9
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5. Patientzwith preoperative problem ssuch as corneal endothelial diseaze, shnormalcornes, maculardegeneration,
retinal degeneration, glaucom a, and chronic drug miosis m ay not achieve the visual acuity of patient = without such
problems. The physician must determine the benefits to be derived from lens implantation when such conditions
exist,

6. Wwhen binocular implantation of the AcrySof® |G ReSTOR® +2 .5 D Multifocal Toric 1OL is planned | both eyes of
a subject are nat intended to be operated on the same day. Simultanecus binocular im plantation has not been
Hudied.

i A high level of surgical skill is required for intraocular lens implantstion. The surgeon should have obsarved
andfor assisted in numerous implantations snd successfully completed one ar more courses onintraocular lens
implantation before attem pting to im plant intraocular lenses.

8. Az with any surgical procedure, there iz risk inwolved. P otential com plications accom panying cataract ar implant
surgery may include, but are not limited to, the following: corneal endathelial damage, infection (endophthalmitis),
retinal detachmenrnt, wittitis, cystoid macular edema, corneal edema, pupillary block, eyclitic membrane, iris
prolapse, hypopyon, transient or persistert glaucoma, and secondary surgical intervention. Secondary surgical
interventions include, but are not limited to; lens repositioning, lens replacemernt | sitrecus aspiration or iridectom y
far pupillary block , wound leak repair, and retinagl detachment repair,

9. Therelevant dinical gudies supporting the uze ofthiz lens were conducted with the lens intended for im plantation
in the capsular bag only. There are no clinical data to demaonstrate its safety and effectiveness for placement in
the dliary sulcus,

10, Anatomic andifor surgical fadors may be related to the likelihood that a taric 1OL could be placed incorrectly or
rotate awvay from the intended position after placement. Some ofthess fadors can be identified before or during
the surgery, but others cannot. If & secondary surgical intervention iz necessar yto reposition the [ OL, explantation
should alzo be considered as zome subjectzmay have recurrent or persigent issuesrelated to rotation al instakbility
and mizalignment .

11.  Donot re-sterilize these intraocular lenses by any method .

12, Donat stare intraocular lenses attemperatures over 45° C (113° F).

13. Useonly sterile intraocular irrigating solutions (such s BSS5®or BSS PLUS® solution) ta rinse and for soak lenses.

14.  Accurate kerataometry and biometry in additionto the uzs ofthe AcrySof®1Q ReSTORE®+2.5 D Multifocal Taric
10L Calculatar (hitp: Mo myal con toriccale.com)

15, Al preoperative surgical parameters are impodtant when choosing a toric lens for implantation, including
preaperstive keratometric cylinder (inagnitude and axis), incision location, surgeon's estimated surgically induced
astigmatism (514 and biometry, Mariability in any of the preoperative measurements can influence patient
outcomes and the effectiveness oftreating eyves with lower amounts of preoperative corneal agtigmatism.

16. Intheclinical study of the AcrySofE |G ReSTOR® +3.0 D Multifocal Toric [OL all corneal indsions were placed
tem porally and & surgically induced astigm atism (S14) input value of 0.0 diopters was used in the AcrySof@ |G
ReSTOR®+3.0 0 Multifocal Toric [OL Calculator (http: wavwe myalcon-toriccalc.com). The SLA input value of 0.0
diopters was derived from an assumed 0 .25 diogter with-the-rule vector SIA from the temporal incision which was
to be compensated by an assumed average 0.25 diopter againa the-rule posterior corneal adigmatism inthe
dinical study. The marketed AcrySof@ o ReSTORE +3.0 D Multifocal Toric | OL Calculator allows the surgeon to
customize the incizion zite and =1 A based on the surgeon's clinical judgement . Clinical outcomes using incision
site or SIA Input value different than used inthe clinical sudy hawe not been evaluated .

CALCULATION OF LEHS POWER

Accurate keratometry and biometry is essential for successful visual outcomes. Preoperative calculation of required
spherical equivalent lens power for the AcrySof@ [ ReSTOR® +2.5 D Multifocal Toric [OL should ke determined by
the surgeon's experience and preference . & reference SERIT A-Constant walue for optical biom etry equipment such
as |OLMasterT or LenStarT iz listed on the outer label. This reference A-C onstant anticipstes the usze of both corneal
pover and axial length values from optical biom etry equipment with fandard settings for a typical patient population
and a spectacle farpoirt st 6 meters. 1OL power calculstion methods are often included with biometry equipment, and
they are also described in the references below In general, lens congants must be "personalized” to compenzate for
auch things as differences in instrumentation, surgical technigues, and 10OL powver calculation methods that may exist
between different clinical sites.

NoLMaster is atrademark of Carl feizs; LenStar iz a trademark of H A8 -STREIT.

10L poweet calculation methods are otten included with biometry eguipment, and they are alzo described in the following
references

Hoffer KJ. The Hoffer @ form ula: & comparison oftheoretic and regression formulas. o Cataract Refract Sueg.
1993;19(6Y700-12.

Holladay JT. Standardizing constants for ultrasonic biom etry, kerstometry, and intraocular lens pover calculations.
J Cataract Refract Sorg. 1997, 230901 356-70.

Olzen T, Calculation ofintraocular lens power: a review Acls Opbthgimol Seand. 2007, 85(51472-85,

Retzlaff J&, SandersDR, Krafth . Lens implant Power Caknlation. 3rd ed . Thorofare (NJY Slack, Inc; 1990,

it ffsaracaug enk linik. uni-vaaer Zourg deulib Aindex. htm
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AcrySof® [Q ReSTOR® +2.5 D Multifocal Toric 10Ls are labeled with the [OL spherical equivalent power. In order
to optimize 10L selection and axis placement, Alcon provides an AcrySof@ [0 ReSTORE +2.5 D Multifocal Toric [O]
calculatar far the surgeon. Use of the AcrySofE |Q ReSTOR® +2.5 0 Multifocal Toric 1OL Caloulatar (bt Sesnane
myalcon-toriccale . com)isrecommended to seled the cylinder power of LorySof® G ReSTOR® +2.5 D Multitocal Taric
1OL. The astigmatizm to be corrected should be determined from keratometry and biom etry data rather than refractive
data since the presence of lenticular astigm atism inthe orystalline lens to be removed may influence results. The zize
and location ofthe surgical incision may affect the amount and axizof corneal astiamatism. Pre-operative keratometry
and biometry data, incision location (atemporal incizion was usedin the clinical study ofthe AcrySof® O ReSTOR®
+3.0 D Multifocal Taric [OL), and the surgeon's estim ated surgically induced corneal astigmatism are used to determine
the appropriate Acry=of® |0 ReSTOR® +2 5 D Multifocal Toric 1OL model, spherical equivalent lens power, and axis
ofplacement inthe eye.

Selection and Placement of the Acry5of® 10 ReSTORE +2.5 D Mukltifocal Toric 1OL

For optimal resutts, the surgeon must ensure the carrect placement and orientation ofthe lens within the capsular bag.
The posterior surface ofthe | OL iz marked with indentations (three at each end) at the hagpticroptic junction that identify
the fiat meridian afthe AcrySof® |G ReSTORE +2.5 D Multifocal Toric optic. These indentations form animaginary line
representing the plus cylinder axis (note: 1OL cylinder steep meridian iz 907 away). The LocrySof@ | QReSTOR®42 50
futtifocal Taric 1OL cylinder axizs marks should be aligned with the post-incision steep corneal meridian (intended axis
ofplacemert) or as determined by the AcrySof@ O ReSTORE +2.5 D Multifocal Toric [OL calculator,

Prior to surgery mark the operative eye with st least two reference points. Alcon recommends one of the following
methods for marking the eye: 1) with the patient sitting upright, clearly and precizely mark the two reference positions
with a surgical skin marker or a marking pen, or 2] with the subject sitting upright, use an axis marker to clearly and
precisely mark the intended sxiz ofthe 1OL placement identified by the web-based AcrySof® |0 ReSTORE +25D
futtifocal Toric 1OL calculator. Using these marksasreference paints, an axis marker can be uzed imm ediately prior to
or during surgeryto mark the axis oflens placement following the use ofthe AcrySof@ G ReSTOR®&+2.5 D Multifocal
Toric 101 calculator to determine the optimal axis of placement.

Afterthe lenzizinserted, precizely alignthe axis marking indertations on the AcrySof@ 12 ReSTOR ®+2 .5 D Multifocal
Toric 1OL with the marked axs of lens placement. Carefully remove all vizcoelagic (Viscoat OVD was used in the
clinical sudies for the ReSTOR® +2.5 D Multifocal 1OL and the ReSTOR® +3.0 D Multifocal Toric 1OL) from hoth the
anterior and posterior sides of the lens. This may be accomplished by manipulating the 1OL optic with the 1A tip and
uzing standard irrigationfaspiration technigues to remove all viscoelastic from the eye. Bimanual techniques may be
used,if preferred toensure rem oval of vizcoelastic from behind the lensimplant. Special care should be takento ensure
proper positioning ofthe AcrySof® |0 ReSTOR® +2.5 D Multifocal Toric 1OL at the intended axizs following viscoelastic
remm oval. R esidual viscoelastic may allowthe lens to rotate causing mizalignment ofthe AckySof@ 10 ReSTORE+2 50
Muttifocal Taric1OL withthe intended axis of placement.

Mizalignment ofthe axisofthe lens with the intended axis of placem ent may compromise its astigmatic correction. Such
mizalignment can result from inacocurate keratometry or marking ofthe cornea, inaccurate placement ofthe AcrySof®
IQReSTOR® +2.5 D Multifocsl TaricOL axis during surgery, anunanticipsted surgically induced changein the cornea,
ar physical rotation ofthe AcrySof® 10 ReSTOR® +2.5 D Multifocsl Toric 1OL after implantation. |n arder to minimize
thiz effect, the surgeon should be careful to ensure that preaperstive kerstom etry and biometry is accurate and that the
1OL iz properly oriented prior to the end of surgery.

DIRECTIONS FOR USE

1. Examine the label on the unopened outer package for model, povers (base, cylinder and add), proper
configuration, and expiration date.

2. After opening the outer package | verify lens prim ary package label information (.., model, power, zerial number)
iz consistent with information on outer package labeling .

3 Thisdevice iz gerile urtil the inner pouch is opened. Inspect the pouch carefully fortears, cuts, puncture s, ar other
signzthat the pouch hazbeen opened ardamaged. DO NOT implant the 10L itthe sterility has been compromized
(zee RETURMED GOODS POLICY]).

4. Toremovethe lens, openthe undamaged pouch and transferthe case to a sterile environm ent . Carefully open the
case to exposethe lens.

2. Tominimizethe occurrence of marks on thelens dueto handing, sl instrum entation should be scrupulously clean.
Ay farceps used for lens handling must have round edges and sm ooth surfaces,

6. When removing the lens from the case, DO NOT grazp the optical area with forceps. The 1OL should only be

handled by the haptics. Handle lenses carefullyto avoid damage to lens surfaces of haptics, 0O NOT attempt to

reshape haptics inany way.

Prior to insertion, the lens should be carefully examined to ensure that particle s have not adhered during handling.

There are warious surgical procedures that can be used, and the surgeon should select a procedure that is

appropriate for the patient. Current techniques, appropriate instrumentation, and a list of their equivalents for

delivery and implantation are available fom Alcon. Surgeons should verify that appropriate instrumentation is

available priarto surgery.

9. DO MOT reusethiz 1OL. This device is for single use only.

o
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PATIEHT REPORTING AHD REGISTRATION

Eventsthat reasonably suggest that the lensmay have caused or contributed to death or serious injury, including evert s
occurring a= a result of failure of a medical device to meet its performance specifications or otherwize perform as
intended, should be reported to Alcon Lakboratories, Inc. This inform ation is being requested from all surgeonsin order
to documenrt patential long-term effects of intraocular lens implantation. Surgeons inthe United States should use the
following address and telephone number for reporting adverse esents involving these intraocular lenses:

Alcon Labaratories, Inc.

Medical Safety

6201 South Freeway

Fort Waorth, T ¥6134-2099

Call Toll Free: 1-800-757-9780 inthe United States

Ctzide the United States, contad local Alcon offices ordigributors regarding any reports of adverse events,

The Patient [dentification Card included in the package isto be completed and given to the patient, together with
instructionsto keepthe card az a permanent record to be shownto any eve care practitioner that the patiert consults
in the future.

In the United States, each patient must be registered with Alcon Laboratories, Inc., immediately following im plantation
of one of thess lenses. Regidration is accomplished by completing the Implant Registration Card that is enclozed in
the lens box and mailing it to Alcon Laborataries, Inc. P atient registration iz essential forthe long-term patient follow-up
program and will assist Alcon Laboratories, Inc., in responding to reports of adverse events.

CLINICAL STUDIES

The data from a recent clinical gudy ofthe AcrySof |0 ReSTORE® +2 5D Multifocal 1OL Model SY25T0, and data from
three relevant prior clinical studies are included in thizs section:

1. A dinical study was conduded to assess the safety and effectiveness of the AcrySof@ | O ReSTORE +25 D
Multifocal [OL Model S%25T0.

2. A prior clinical study, including assessment of color perception, was conducted to demongrate the safety and
effectiveness ofthe AcrySof® Matural single-piece monofocal [OL Madel SB30AL. The AcrySof@ |G ResTORE
+2.5 0 Multifocal Toric [OL Models SW25T3-SV2STE are also single-piece [OLs using the same material
mechanical platform and the same blue fitering chromophore, az the Model SB30AL. The data showed the
blue fitering chromophore did not have an effect on color perception in subjed s with normal colar vision priar
to surgery. These results provide an expanded description of the safety profile expected of the AcrySof® |G
ReSTOR® +2 .5 D Multifocal Toric | OL Models SW25T3-5W25TE.

3. Aprior clinical study, including & night driving simulator sub-study, was conduded to demondrate the safety and
effectivenesz of the non-hlue-filtering multi-piece and single-piece Acry=of® ReSTOR® Models MABOD S and
SABODS. The AcrySof® |0 ReSTORE® +2.5 D Multifocal Toric 1OL Models SY25T3-5W25T6 use an spodized
diffractive optic sz inModels MABOD 3 and SAG0D3. The safety data (adverse events and night driving simulation
results) from thiz study provide an expanded description of the safety profile expected of the AcrySof@ G
ReSTOR® +2.5 D Multifocal Toric | OL Models SW25T3-3W25TE.

4. A dinical study was conduded to assess the safety and effectiveness of the AcrySof@ | O ReSTORE +30 D
Multifocal Toric 1OL Models SMND1T3t0 SNDI1TE. The AcrySof®@|Q ReSTOR® +2 5 D Multifocal Taric IOL Models
SN2STI-EVISTE are also multifocal toric 10 Ls using the same cylinder pover design.

Summmaries of the se clinical studies are provided below: Please use caution when com paring these results with results
from similar device fudies due to potential differences in patient cohorts, test methods, ete.

1.  Acry3Sof®1Q ReSTORE +2.5 0 MULTIFOCAL INTRAOCULAR LENHS (10L) (Model Sv25T0)

The &ActySofBl Q ReSTOR E+2.5 D Multifocal | ntraocular Lens (12 L) study was a prospective, multicenter, randomized,
mazked (to subjectz and vision examiners), cortrolled clinical investigation designed to assess the safety and
effectiveness of the AcrySof@ [ ReSTORE +2.5 D Multifocal Intraccular Lens Model S%23T0 in adult subjects
secondary to removal of a cataractous lens with and without presbyopia. & total of 320 subjects were implanted in
thiz clinical study, with 155 subjects receiving |OL Model S%25T0 and 165 subjects receiving the monofocal control
lens Model SMEDWF. In the data tables in this section, "+2.5 D Multifocal" refers to Model SV25T0 and "Monofocal”
refersto Model S G0V,

The study population consiged of B0.3% females and 39.7% males. Subjects were 91.3% White, §.6% Black or
African American, 0.9% Azian, 0.6% American Indian or &laska Mative, 0.3% multi-race , and 0.3% designated "Other "
Five percent (5% of the study population designated ethnicty as Hispanic, 4 Best Casze cohort (subjects with no
preoperative ocular pathology or postoperative macular degeneration and no major protocal deviations) consisted of
145 ActyZofE |0 ReSTORE® +2.5 D Multifocal 10L Model S%25T0 zubjects and 149 Monofocal Cortrol subjects. The
mean age for the study population was 6390 + 9.0 years. The length of subject follow-up was B months.
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Mean Visual A cuity

Monocular visual acuity results are preserted for first implanted eves. AcySofE 1@ ReSTOR® +2.5 D Multifocal
10L subjects experienced a significant increase in distance correded photopic monocular near wizion (at 40 on) as
com pared to monofocal control subjects. The mean photopic monocular digance corrected visual acuity st 40 cm for
aubjects implanted with the AcrySof® G ReSTORE +2.5 D Multifocal | OL was 0.206 loghW AR (~2 linezsonan ETDRS
vizual acuity chart) betterthan those implanted with the monofocal lens(p = 0.001).

Acry=of@ |0 ReSTOR® +2 50 Multifocal |OL subjects alzo experienced a significant increasze in didance corrected
photopic monocular intern ediate vision (at 53 cm) as compared to the monofocal contral subjects. The mean photopic
monacular distance correded visual acuity at the 53 cm test distance for subjectz implanted with the Acry=of® | O
ReSTORE +2.5 D Multifocal 1OL was 0190 logMAR better (~2 lines) than for those implanted with the monaofocal
lens (p=0.0001).

Descriptive statistics for monacular (fiest eve implanted)and binocular mean distance corrected near (33 cm and 40cm),
intermediate (53 om and B0 cm), and distance (4 m) vizual scuity (V&) are shown in Takle 3, AcrySof@ | ReSTORE®
+2.5 D Multifocal 10OL subjeds achieved uncarrected and best corrected m ean distance vizual acuities similar tothoze
ofthe monofocal control subjects.

Table 3: Distance Corrected Visual A cuity (logMAR) at & Months Postoperative, All Implanted

+2.5 D Multifocal Monofocal
MH=155) (H=165}
n Mean s n Mean sh
WA 4 m td onocular - First Eye 153 002 0122 160 0.00 0107
Binocular 153 -0.04 0100 159 -0.06 0102
Wa @ 60 cm | Monocular - First Eve 153 033 0174 160 043 0169
Binocular 153 023 0143 159 0.34 0162
WaE 53 cm | Monocular - First Eve 153 032 0172 1549 052 0182
Binocular 153 024 0145 158 040 0161
WA @ 40 cm | Monocular - First Eve 153 043 0170 160 0E4 0154
Binocular 153 034 0151 159 052 0182
WA @ 33 cm | Monocular - First Eve 153 0.56 0175 160 0.yo 0189
Binocular 153 0.47 0168 159 050 0.:180

Categoric al Binocular Visual Acuity

Categarical hinocular visual acuity (4] results for subjed= st B months podoperative are summarized in Tables 4-5
below. Each column shovwsthe proportion of subjects achieving the indicated visual acuity for eachtest condition. Table
4 provides binocular photopic visual acuity at 40 cm, 53 an, B0 cm, and at best distance. The best distance iz the near
digance atwhich each subject held the near visual acuity chart to obtain his or her best visual outcom e, Table S provides
binocular photopic visual acuity at distance (4 m). The percentage of subjects achieving 20020 visual acuity at distance
4 m)was similar betweenthe two 10OLs.
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Table 4: Categorical Binocular Photopic Visual Acuity (60, 53, and 40 cm, and B est Distance)
by Lens Model, All Implanted, & Months Postoperative

. Samgle Worse
ens Model Size 207200 | 20025 | 20032 | 20040 | 20050 | 20063 | than
20063
H % % % % % % %
Distance Correded at 60 om | +2.5 D Muttifocal 153 114 222 258 203 1.8 4.6 1.3
Monaofocal 158 4.4 85 220 16.4 288 126 ]
Uncomrected at 60 cm +2.5 D Muttifocal 153 92 18.0 26.5 24.2 12.4 7.2 1.3
honafocal 158 B3 201 226 159 14.5 8.8 88
Distance Correded at 33 om | +2.5 D Muttifocal 153 9.2 222 242 196 15.7 TA 20
honaofocal 158 1.3 35 146 155 272 228 146
Uncorrected &t 53 cm +2.5 D Muttifocal 153 9.2 157 255 222 17.6 T8 20
W onofocal 155 32 7.0 b 247 177 1486 1.4
Best Corected at 40 cm +2.5 D Muttifocal 153 294 284 2089 124 7.2 0.0 o7
i o nofocal 159 522 204 1541 9.4 1.3 1.3 0g
Dizstance Corrected st 40 cm | +2.5 D Multifocal 153 1.3 72 222 26.5 235 ] 92
W anafocal 129 oo 149 3.8 13.8 195 208 40.3
Uncorrected at 40 om +2.5 D Muttifocal 153 20 131 157 24.8 2048 14.4 92
h onofocal 139 oo 31 13.2 15.1 1549 17.0 327
Distance Soneded sthest 1250 mutioeal | 153 | 78 | 150 | 208 | 208 | 137 | 150 | 72
i anaofocal 124 0 20 107 158 1129 214 3.4
Uncorrected at best distance | +2.5 D Multifocal 153 45 131 190 255 183 8.5 100
h anofocal 159 4.4 75 13.8 17.0 | 151 2041 220
Table 5: Categorical Binocular Photopic Distance Visual Acuity (4 my
by Lens Model, All Implanted, 6 Months Postoperative
Sample Worse
Lens Mode Size 20020 20025 20032 | 20/30 | 20450 | 20/63 than
2063
H % % % % Y Y %
Best Corected | +2.5 D Multifocal 153 8582 9.2 1:3 1.3 0.0 on 0.0
M anafocal 159 908 6.9 1.3 06 on 0.6 0.0
Uncaorrected +2.5 D Multifocal 153 758 1890 o7 26 1.3 on 0.7
M onofocal 159 T4 1541 6.3 1.3 oa 0.0 0.0

Cateqoric al Monocular Visual A cuity

The following is & summaty of categorical monocular wisual acuity (WA4) results for the first eyes implanted with the
AcrySof@ | ReSTOR® +2.5 D Multifocal 1OL Model S%25T0 and monofocal contral 1OL Mode| SMEDWF at 6 months
postoperstive. The data are summarized in Tablez -7 below Each column shows the categorical proportion of subject s
achieving the indicsted vizual acuity for each test condition. Tahle 6 provides categorical monocular photopic visual
acuity at 40 cm, 53 cm, and at best distance. The best distance iz the near distance st which each subject held the
near visual acuity chart to obtain his or her best visual outcome . Mean monocular difance carreded WA for the +2 5D
multifocal [OL was approzim ately 2 lines better than the monofocal control 100 &t 53 om and 40 cm . Table 7 provides
categaorical monocular photopic visual acuity &t diance (4 m). Thepercentage of subjed s achiesing 20020 visual acuity
at distance (4 m) wasz fairly similar betweenthe +2.5 D Multifocal and Monofocal 10L=.
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Table 6: Categorical Mono cular Photopic Visual Acuity (53 cmy, 40 cm, and B est Distance)
by Lens Model, Primary Eye, &ll Implanted, & Months Posto perative

Page 126 of 172

5 i Worse
Lens Model ampie | ani0 | 20025 | 20032 | 20040 | 20050 | 20063 | than
Size
20063
H 5 % % % % % %
Distance Corredted at 53 om | +2.5 D Multifocal | 153 20 | 144 | 190 | 275 [ 137 | 183 | 72
Monafocal 159 o0 | 13 | 63 [ 113 [157 | 2558 | 398
Uncamected at 53 cm +25D Multifocal | 153 26 | 52 [ 150 | 284 [ 248 | 115 | 144
Monofocal 159 o0 | so | 94 [484 [182 [ 195 314
Best Corrected ot 40 cm | +2.5 D Multifocal | 153 183 | 281 | 200 170 | a5 | 28 33
Monofocal 160 306 [ 331 [168 | 81 | 63 | 25 25
Distance Correded at 40cm | +2.5 D Multifocal | 153 13 | 358 | 105 [183 [ 275 | 183 | 203
Monafocal 160 o0 | oo | 25 | 35 [100 | 144 | 694
Uncamrectsd at 40 cm +2.5D Multifocal | 153 07 | 46 [ 14 | 1e [ 248 | 228 242
Monafocal 160 o0 | oo | 63 | 63 [183 [ 144 | =63
Distance Comecled ot best. |, &b putitosal | 153 33 | 78 | 170 | 183 | 218 | 131 | 209
disgtance
Monofocal 160 00 | 13 | 44 | 94 183 | 2189 | 469
Uncortedted at best digtance | +2.5 D Mutifocal | 153 20 | 65 | 105 [ 242 [ 170 [ 175 | 222
Monafocal 160 o6 | so | 85 [ 113 [131 [ 185 | 425
Table ¥: Categorical Monocular Photopic Distance Visual Acuity (4 m)
by Len= Model, Primary Eye, &ll Implanted, 6 Months Posto perative
s i Worse
Lens Model ample 1 aor20 | 20025 | 2032 | 2000 | 20050 | 20083 than
Size
20/63
H % % % 5% % 5, %
Best Corrected | +2.5 D Multifocal 153 ma | 170 72 25 07 0n 0.7
M onofocal 160 750 | 163 75 08 08 0n 00
Uncorrected | +2.5 D Multifocal 153 392 [ 353 | 137 54 45 07 0.7
M onofocal 180 4549 | 250 | 184 g1 25 0n 05

A hinocular refraction defocus curve shoves two peaks, with one at the zero baseline position, which corre sponds to
the distance correded binocular vizsual acuity obtained st the distance focal point of the lens, and one nearthe 200
position, which corresponds tothe distance corrected hinocular vizsual acuity obtained st the intermediste focal point
ofthe lens (53 cm). The distance peak of thiz curve demonstrates that 2crySof@ G ReSTOR® OL subjects achieved
a mean distance visual acuity of 20020 or hetter with an additional increased depth of focus from +2 0D to -275 0, as
com pared to monofocal control subjects. This additional increased depth of focus trandates to 2 mean intermediate
vizual acuity of 20032 or better at the interm ediate distances, most pronounced around 53 om, with almost a two line
vizsual acuity improvement for subjeds implanted with a AcrySof®@ 10 ReSTORE +2 5 D Multifocal 10L versus the
monofocal cantral (Figure 4).
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Figure 4: Mean D efocus Curves by Lens Model, B inocular, Best Case, 1 Month Postoperative
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Binocular bes corrected distance contrast sensitivity was performed using a sine wave grating chart (VectorWision
CEVI000E ) &t the 4-6 month exam under four conditions photopic without glare, photopic with glare, mesopic without
glare, and m esopic with glare.

Descriptive gatistics including mean and median contrast scores, Sandard devistions (S0, ranges (Min, Max), and
two-sided 90% confidence intervals are provided for the ActySof@ 10 ReSTOR @& +2 5D Mulifocal 10L Maodel S%25T0
group and for the Model SHE0WF monofocal 1OL group under each photopic lighting condition and spatial fregquency
(Takle 8) and each mesopic lighting condition and spatial frequency (Table 9). For some messurement conditions,
one ar more patients could not see any contras gratings for & specific spatial frequency, therefare the values shown
with"=" are overestim ates andthe fandard desistions shown with "=" are underestimates. The number and percent of
subjects unable to see any gratings for each specific measurement conditionfzpatial frequency are shown in the table
inthe "Mumber Scoring (-1)" rows. The percentage of subjects who could not see any gratings ranged from 0.8% (3
cpd, photopic without glare)to 31 6% (12 cpd, mesopicwith glare) inthe AcrySof® 0 ReSTORE +2.5 D Multifocal [OL
M odel 3%25T0 group and from 0% (3 and 6 cpd, photopic without glare) to 20 4% (12 cpd, mesapic with glare) in the
Model SMEDWF monofocal 1OL group.
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Table 8: Descriptive Statigtics for Binocular Photopic Contrast Sensitivity at Visit 44
{4-6 months postoperative, Best Case Population)

Without Glare With Glare
+2.5 0 Multifoc al Monofocal +2.5 0 Multifocal Monofocal
Frequency (H=133) (H=137) M=133) H=137)
3CPD Mot Azzessad 110.8%) 4129%) 1(0.8%) 4(2.9%)
hum ber Assessed 132 (99.2%) 133 (971%) 132 (99.2%) 133 [@71%)
hum ber Scoring 1) 1 10.8%) 0r0.0%) 2(1.5%) 2 (1.5%)
Wumberwith Data for Analsis 131 (98.5%) 133 (57 1%) 130 (97 75%) 131 (85 6%)
Mean =1 676 1743 =1 603 =1 592
Me dian =1.633 1785 =1 633 =1 785
=) =0.259 0.203 =0.307 =0.274
[Min, M &) [=0.70,2.08) (18, 2.08) 070,208 (070,208
cl (21639, 1714 (74,1773 (21563, 1653)  (<1652,1732)
6 CPD Mot Assessed 1108%) 4729%) 1 (0.8%) 4(2.9%)
Mum ber Sssessed 132 (99.2%) 133 (97 1%) 132 (99.2%) 133 [@71%)
Murm ber Scoring (1] 201.5%) 010.0%) 15(11.3%) 8 (5.8%)
Numberwith Data for Analsis 130 (37.7%) 133 (871%) 117 (58.0%) 125 (81.2%)
Mean =186 1.938 <1 Ga4 <1844
M dian <1.545 1,936 =1 639 <1845
S0 =0.256 0251 =036 =0.309
(Min, M ax) (20.90,2.29)  (1.20,229) (<090, 2.29)  («090,229)
Cl {=1 77H, 1853 (1.002,1974) (<1 B36,1733) (<1798 18500
12 CPD Mt Assessed 1008%) 4129%) 1 (0.8%) 4(2.9%)
hum ber Sssessed 132 (89.2%) 133 (37 1%) 132 (39.2%) 133 @71%)
hum bet Scoring (1] 312.3%) 100.7%) 15 (11.3%) B (4.4%)
Numberwith Data for Analsis 129 (97.0%) 132 (96.4%) 117 (35 .0%) 127 (82.7%)
Mean =1.480 «1.555 =1 334 =1.475
Me dian <1544 <1544 =1.398 <1544
sD =0.312 =0.312 =0 321 =0.336
[Min, M &) R0ED,Z.00) (20602000 (<060, 2000 (<060, 200
Cl {=1414 1505) (=1 510,1500) (=1 285, 1383) (=106 1.524)
18 CPD Mot Assessed 1(08%) 4729%) 1 (0.8%) 4(2.9%)
Mum ber Sssessed 132 [89.2%) 133 (87 1%) 132 (89.2%) 133 @71%)
Rutm beF SCokng 11 201.5%) 201.5%) 13 (9.5%) 5 (3.6%)
Eﬁ:’l:f';;wm Brtcemr 130 87.7%) 131 [@5.6%) 119 (89.5%) 126 (33.4%)
Mean =0.870 =1.109 =0.814 =1.043
M dian 20,978 <1114 <0 878 <1114
so =0.343 =0.325 =0.333 =0.361
(Min, M ax) (=018, 156)  (<018,156) (=018, 1.58) [=018,1.56)
cl (=0.019,1.0217  (=1.062,1155) (<0863, 0.064)  (<0.990,1005)

S0 = Standard D eviation

Cl = Two-sided 90% Confidence Interval
CPD =CydesPerDegree

The scare was 2et to (1) when a subject could not complete 2 sensitivity measurem ent.
For mean and wariahility estimations, scores of (1) were excluded from the calculations. Hence the corresponding
mean and median measures are overestimated and varishilty measures are underestimated.
Calumn headeris number of subjects in the bes case population
Mumber azsessed iz number in the bed caze population minus number not azsessed.
Mumber with data for analysis iz number assessed minus number scoring (1.

13

Alcon — Business Use Only



Document ID:
V-CLN-0001270

Status: Approved, Version: 10.0
Approved Date: 02 Sep 2020

Page 129 of 172

Table 9: Descriptive Statistic s for Binocular Mesopic Contrast Sensitivity at Wisit 44
{4-6 months postoperative, Best Case Population)

Without Glare With Glare
+2.5 0 Multifocal Monofocal +2.5 0 Multifoc al Monofocal
Frequency MH=133) H=137) M=133) (H=13T)
1.5 CPD Mat Azzessed 1 [0.8%:) 4 (2.9%) 1 (0.8%:) 4 [2.9%)
MNumber Azsessed 132 (99.2%) 1330971 %) 132 (99.2%:) 133 097.1%:)
Mumber Scoring (-1 4 13.0%) 201.5%) 5(3.8%) 4 (2.9%)
Mumber with Data for Analysis 128 (96.2%) 131 (95.6%:) 127 (95.5%) 129194 .2%)
Mean =1.594 =1 622 =1 536 =1 586
Median =1.595 =1585 =1.520 =1E70
=D =0.224 =0.204 =0.237 =0.238
Min, Mz (=0.83,1.97) (=1.07,197) (=0480,1.97) (=0953,1.97)
Cl (=1.562,1627) (=1.593,1.652) (=1.501,1.5700 (=1.561,1631)
3 CPD Mot Azzessed 1 [0.68%:) 4 (2.9%:) 1 (0.5%:) 4 (2 .9%)
Mumber Azsassed 132 (99.2%) 133 0971 %) 132 (99.2%) 133 097.1%:)
Mumber Scoring (1) 1 10.8%:) 1 (0.7%:) 4 (3.0%:) 302.2%)
Mumber with Data for Analysis 131 (95.5%:) 132 (96.4%) 126 (96.2%) 130094 .9%)
Mean =1 563 =1.618 =1.542 =1.600
Median =1.564 =1.633 =1 562 =1.5589
20 =0 267 =0.226 =0.2592 =0.296
Min, Max) (=0.70,2.08) (=1.00, 2.08) (=070, 2.08) (=-0.35, 2.08)
Cl (=1.525,1 602) (=1.586,1.6511 (=1.493,1.585] (=1.557,1643)
6§ CPD Mot Aszessed 1 [0.58%) 4 (2.9%) 1 (0.5%) 4 (2.9%)
Number Azsazsed 1321(99.2%) 133097 1% 132 (99 2%) 133(97.1%)
Mumber Scoring (1) 10 (7 .5%) 3(22%) 18 (13.5%) T(51%)
Mumber with Data for Analysis 122 (91.7%) 130 (94 9%) 114 [B5.7%) 126 (92.0%)
Mean =1.581 =1.673 =1 543 =1 617
Median =1 628 =1 663 =1 556 =1E620
2o =0.296 =0.275 =0.329 =0277
Min, Max) (=0.90,2.29) (=0.90, 2.29) (=090, 2.29) (=0.90,2.29)
Cl (=1.537,1 6250  (=1.633,1.713) (=1 49215941 (=1.577,1658)
12 CPD Mot Azzessed 1 10.8%) 4 (2.9%:) 1 (0.5%) 4 (2.9%)
MNumber Azsasged 132 (99 .2%) 1330971 %) 132099 .2%) 133 097.1%:)
Mumber Scoring (-1) 30022 6%) 21(15.3%) 42 (31 6% 28 (20.4%)
Mumber with Data for Analysis 102 (76 7% 112 (81.8%) a0 (B7.7%) 105 (7E.E%)
Mean =1.077 =1.208 =1 043 =1153
Median =1.079 =1 167 =0.929 =1.074
=D =0.363 =0.345 =0.385 =0.375
Min, Max) (=060, 2.00) (=060, 2.00) (=060, 2.000 (=060, 2.00)
Cl (=1.07,114368)  (=1.154,1.2620 (=0975,1.1100 (=1.092,1.214)

S0 = Standard Deviation

Cl = Two-sided 90% Confidence Interval
CPD = CyclesPer Dedgres

The score was zet to (-1 when a subject could not complete a senstivity measurement.
For mean and varakility estimations, scores of (-1 ) were excluded from the calculations. Hence the corresponding mean
and median measures are overegtimated and varisbility measures are underegimated.

Column header iz num ber of subjeds in the be st case population

Mumber s zzez=ed iz number inthe best case population minuz number not asseszad.
Mumber with data for analysis is number asseszed minus num ber scoring (-1).
Mesopic contrast testz were conduded twice and the offical sensitivity was defied as the m ean of the two individual
measures. The mean score was (1001 either or both ofthe individual scores were (-1).
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Adverse F vents
The safety of the AcrySof@ 1Q ReSTORE +25 0 Multifocal 1OL Model SW25T0 iz based in part on the safety
demanstrated by its parent Model WM ABOD 3 and Model SABDDS.

Mo unarticpated serious adverse device effects were observed in any subjects implanted with Models SY25T0 or
SN EOWE . There were no reparts of explants during this clinical study. Adverze eventz shown in Table 10 were reported
as unrelstedtothe 1 QL.

Table10: Cumulative and Persistent Adverse Events and SPE Rates, Safety, 6 Months Postoperative

First implanted eye Second implanted eye
+2.5 0 Mulifocal Monofocal +2.5 0 Multifocal Monofocal
™ = 155) tH = 165) tH = 155) ™ =163}
n|% e puvalue? | n| % SEE pualue? |n | % 2LE pualue? n| % o p-walue?
% % % %

Cumulatve
Adverse Events
E{;’?ﬂfﬁmam'a 2113]| 30 | 09484 Joloa)zo | 100m |2]13| 30 | 0s4ss Jo oo 30 | 100
Encophtteimitis |0 |00 o1 | 10000 Jofooloa | 1000 Jofoo] s | 10000 Jofoa] ot [ 10000
Hypopyen olool o3 [ 1000 Joloalos | 100w Jofool oz | 10000 Jofoal oz | 100w
Lens dislocated
womposterior |0 |oo| 01 | 10000 Jofoo)oq | 1000 |ofoo] o1 | 10000 Qo ool o | 10000
chamber
Pupilary biock |0 Joo] o1 [ 10000 Jofooloq | 1000 Jofoo] a1 | 10000 Jaloa] ot | 1000
Retiral
R olool oz | 10000 Jolooloz ) 1o0om |afoo| o3 | 10000 Joloofos | 1000
Secondary
surgical glonlos | 10000 Joloalos | 100w |ofoo| os | 10000 |3 |18]0e | o142
intervertion
Persistent
Adverse Events
comealdroma | o 1ol o3 [ 10000 |oloolos | 100m [oloo] o3 | 10000 Jofoo] o3 | 100m
edema
gg:trﬁ:;imawlar 1|os) os | o540z |ofoo) os | 100w |1 ])os] os | os40z o ool os | 100w
Iritis 1 |los| 03 | 03723 Joloofoz | 1oom |1 0oe| 03 | 03723 fofoo] o3 | 1000
Rais=d IOF
recuifing olool o4 | 10000 |4 |os) o4 | ossss |ofoo| o4 | 10000 |1 |os| og | oarsr
trestment

SPE = Safety and Performance Endpoints
3 One-sided exad hinomial test (dpha= 03]

Visual Disturbances

A new Patiert Reported Outcomes ingrument (&dssezsment of Photic Phenomena & Lens Effects, abbreviated
APPLE S) was developed and used in this clinical sudy. The instrument administered was not validated according
to FDA's guidance document entitled "P stient-reported outcome measures: use in medical product development to
support lakeling claims", dated December 2009, Patient reported rates of visual disturbances are presented in Tahle 11
gratified by rating (Mone, Mild, Moderate, and Severe).

At visit 44 (6 months), there were more reports of severe halos and starbursts inthe AcrySof8 1@ ReSTOR® +25 0
Muttifocal IOL group while other categories of reports of severe visual disturbance were the same or lover compared
tothe monofocal 1OL group.
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Table 11: Visual Disturbanc es, Safety, 6 Months Postoperative

+2.5 D Multifocal Monofocal
H Hone | Mild | Mod® | Severe H Hone | Mild Mod* | Severe
% % % Yo Yo % % %
Glare 153 39.9 358 208 3.3 160 454 338 13.1 38
Halos 153 373 30 X222 105 160 E1 8 268 75 38
Starbursts 153 55.6 248 1.8 7.8 160 E19 2649 75 38
Hazy vision 153 EE.0 2648 6.5 0.7 160 EE 8 24 4 75 1.3
Blurred vision 153 73.9 196 6.3 0.0 160 7148 231 50 o.n

Dristortion where straight
lines look titted

Distortion where flat lines

153 0.8 T 20 o.a 160 8341 56 0.0 1.3

153 954 26 20 0.0 160 950 34 0gE 13

Inaok curved

Double vision 133 928 45 20 0y 160 956 25 g 1:3
Calor distortion 153 941 52 07 0.0 160 938 56 0E oo
Feeling sick due to distortion | 153 954 39 07 0.0 160 9138 B3 19 oo

*Wod = Moderste

Glistenings

AcrySof@ |OLs had a low rate of reported glistenings: 95.2% of all 624 implanted lenses demondrated no glistenings
at 6 months. Farthe 4 5% that reported glistenings, none were reported to be clinically significant by the implarting
SUFGEOn.

2.  AcrySof®&HATURAL SIHNGLE-PIECE 1OL CLIHICAL STUDY (Model SB 30AL)

Aclinical study was conducted on subjects receiving the monofocal AcrySof@ N stural Single Piece IOL Model SB30AL
com pared to the monofocal AcrySof® UY Single Piece 1OL Model SAI0AL . Subjects were followed for a minimum of
one year postoperatively andthe results prosided reazonable azsurance of the safety and effectiveness of AcrySof®
Matural Single Piece IOL Model SB30AL for the visual correction of aphakia.

Color Perception

Colar perception testing using the Farnsworth D-15 Panel Test was conducted on all subjects at the 120 to 180 day
postoperstive period. Of the 109 subjects with normal color vision implanted with a AceySof® Matural 1OL Model
SB30AL inthe first operative eve and examined at the 12010 1580 day podoperative visit, 107 (98 .2%) passedthe color
perceptiontest. Ofthe 102 subjects with normal color vision implanted with a AcrySof® UY [OL Model 2A30AL inthe
first operative eye and examined atthe 120 t0 1580 day postoperative visit, 97 (95 .1%) passed the color perception test.
There were no statistically significant differences between AcrySof® Matural [OL Model SB30AL and AcryZof@ Uy [OL
Model SAS0AL for the percent of subjects that passed the color perception test st the 120to 1580 day postoperative
vizit. Therefore, the addition of the proprietary chromophore did not negatively affect color vision in patients with normal
color vision.

3.  AcrySof®ReSTORE APODIZED DIFFRACTIVE OPTIC POSTERIOR CH AMBER I10L CLINICAL STUDIES
Mutticenter clinical studies were conducted in the United States and Europe to establizhthe satety and effectiveness
ofthe multifocal AcrySof® ReSTOR & Apodized Diffractive Cptic [OL (Models M AB0D3 and SLAE003). An Al Implanted
cohott consisted of a total of 566 first-eye implanted ReSTOR® [OL (440 MAGOD3 and 126 SAG0D3) subjects and
194 AcrySof® Model MAEDBM monofocal 1OL subjects. & Best Caze cohort (subjects with no clinically significant
preoperative ocular pathology or postoperative macular degeneration) consisted of 331 Model M ABODS and 109 Model
SAEODE ReSTORE |OL subjects and 172 Model MASOBM monofocal 1OL subjects. Demographically, these gudies
conzisted of B3 3% female and 34 7% male subjeds. Stratified by race, subjects were 93 9% Caucasian, 2 6% Black,
089% Asian, and 2.5% desigrated "Other" The mean age for the total gudy population vwas 68 8 wears.

Summary of D riving Sub-study

Might driving performance was tested using the NDS (Night Driving Simulator), developed and validated by Mzion
Zciences Research Corp, in bilaterally implanted subjed s (23 subjectz im planted with ReSTOR&I0OL Model M ABDDS
and 25 subjectzimplanted with monofocal control Model M AGOBM). Might driving performance wastested to determine
sizibility distances for the detection and identification afroad warning signs, message signs, and road hazards under
watious conditions (clear [mormal], inclem ent weather [fog], and glare conditions). The simulated driving scenes using
the MDS (Might Driving Simulatar) were & city street st night with streetlights and a rural highwey with 10w beam
headlight .
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It iz important to realize that there are no ahsolute detection and identification digances for all targets to determine
safety and efficacy. Actual wisibility distances, excluding individual differences, will depend upon the target size,
cortrast (sign age, clean or dirty sign), background clutter (oncoming vehicle headlights, street and store lights) and
wehicle headlight condition (low or high beams, clean or dity lens). The NDS was designed to provide similar visikility
distances to that of similar targets reported in the literature . One could use other targets in the real world and obtain
other visibility distances; however, those digances would be relevant only for the conditions noted above, auch as age
and condition of the target, and would change overtime. Therefore, satety and efficacy analysis can only be based on
relative differences between the lenses, not abzolute values. YWigihility distance values could be biasedtoallow a very
large difference between lenses to sstisty sopping distance requirements by making the simulator targets visible at
wery large distances ar, converzely, sisibility digance values could be hiased to allovwa very small difference between
lenses to sstisfy stopping digtance reguirements by making the simulator targets visible at very small distances. With
thiz in mind, further analysiz uses the actual target visihility distance examples first reported in the validation study
literature farthe NDS .

The ahkility of subjects implanted with ReSTOR® 1OL Models MASODS and SAE0DS to detect and identify road signs
and hazards at night wa s similar to that of subjects implante d with the monofocal cortral Madel M ASOBEM under normal
wigibility driving conditions.

Sign Identification

Rural Driving Conditions

The mean visihilty distances, fandard desiations, and percentage differences between monofocal (Moadel M AE08M )
aubjects and ReSTOR® 10L (Model M ABOD 3) subjects for sign identification under normal, fog, and glare conditions
in the rural scene are shown in Table 12,

Both fog and glare are =een to cause larger differences in performance between the monofocal subjects and the
FReSTORE(IOL Model MASOD 3 subjects than the clear night condition. Howewer, in all instances the mean differences
wete lessthan 15%.

Table 12: Mean (+ 5D} Sign Identification Distances in Rural Scene

Lens
llertification Distance Monofocal : % Lo=s
(faet) Control 101 ReSTOR® 0L Difference aver Cantrol
Wod el b AGDE Model M ABOD S
Yisihility Condition Targets

Text 249 + 57 230+ 4 19 T5%

Marmal
Waming 923 t 65 476 = &1 47 8.9 %
i Text 245 + 42 215+ 50 33 134 %

o]

g Waming 212 +89 453 + G5 58] 1.6 %
Text 225 + 56 195 + 52 33 141 %

Glare
Waming 512 +89 4458 + 83 B4 125%

City Driving Conditions

The mean visibilty distances, fandard desiations, and percentage differences between monofocal (Model M AE0BM )
subjects and ReSTOR® 10OL (Model MABOD 3) subjects for sign identification under normal, fog, and glare conditions
in the city scene are shown in Table 13.

Under glare conditions, the ahkility ofthe ReSTOR & OLModel M ASDDS subjedsto identify the text sign was reduced on
average by 28%; howewver, there was only & small difference under these conditions forthe warning sign.
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Table 13 Sign Identification Distancesin City Scene

Lens
ldle rrtlﬂc:a(tf:;:u;tJD istance gdool.groofﬂc&[ Sﬁﬁ;omﬁfég%lé Differencs 5 \Er I(_:C.I;S;.im
tadel M AS0EM
“sibility Condition Targets

Tet 160 + 30 143+ 3 17 10.8 %

Mormsl Warning 211 + 26 201 + 25 10 47 %

Teuxt 159 + 24 138 + 34 21 13.2 %

Fog Yaming 205 + 23 184 + 31 24 1.7 %

Text 142 £33 102 £ 46 40 28 %

Glare YWaming 104 + 26 170+ 25 24 12.5 %

Detecting Hazards

Rural Conditions

The mean visibilty distances, fandard desiations, and percentage differences between monofocal (Model M AS0BM )
aubjects and ReSTOR® [OL (Model MABODS) subjects for hazard detedion under normal, fog, and glare conditions
in the rural scene are shown in Table 14, In rural conditions, all differences for deteding hazards were less than 20%.

Table 14: Hazard Detection Distancesin Rural Scene

Lens

Detedion Diganc: : % Lozs
(feet) Manafocal Contral ReSTOR® 0L Difference Cver Contril

2L Model MABOEM Mocel MAGIDS

“isihility Condition

Marmal 211 £ 80 474 £ 57 3 T2
Fog 507 + 82 465 + 101 42 5.9 %
Glare 450 + 95 386 150 94 19.7 %

City Conditions

The mean hazard detection, #andard deviations, and percentage difference s for control (M odel M ABOBM ) subjects and
ReSTOREIOL (Model MAGOD 3) subjed = for hazard detection under narmal, fog, and glare conditions inthe city scene
are shownin Table 15, For city conditions, in allinstancesthe mean differences were less than 15%.

Table 15: Hazard D etection Distances in City Scene

Lens
R T | oo | RestoReioL | omerenes | o0 G0,
T AE0BM
Vigikility Condition
Mormal 200+ 52 183 £ 38 17 85%
Fog 229+ EF 211 £E5 18 Ta%
Glare 190 + E7 166 * 45 24 126 %

Retinal Detail
Mo difficulties in retinal treatment were encourtered by any investigstor in the study. However, one investigator had 20
repottz ofloss of retinal detail (2., the fundu s appeared more anterior).

Adverse Events

The incidences of cumulative adverse events for the ReSTOR® |OL as compared to the FDA higorical grid rates
are provided in Table 16, A single occurrence of retinal detachmentrepair, single occurrence of pupillary block, and
aurgical reinterventions exceeded the FDA Grid rate. N o occurrences of persigent adwerse events (adwerse events in
the FDA grid that are ohserved atthe 12 month postoperative vzit) were observed in any patientz implarted with the
ReSTORE DL,
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Table16: ReSTORE 10L versus FOA Historical Grid, First Eve — Safety

Page 134 of 172

ReSTOR® ReSTORE F DA, Gricl

M ABOD S (M=440) SAGODS (M=12E) rate*

M % M % %

Cumulstive Adverse Events
E ndophthalmitis o.n u] oo o1
M acular Edema 12 27 1 0.4 30
Retinal Detachm entR epair on 1 08 03
Hyphema 0o 1] 0.0 22
P upillary block 1 0z ] oo 01
Lens Dislocation 1] on 1] 0.0 01
Surgical reintervention 10 23 2 186 0s
QL replacement for biometry error 05 i 0.0 MA
I;;)J;rr:tr?nlagcrzrgﬁnntegrinmrred power! 5 s o oo M4
10L replacement for wisual disturbance 1 0z il oo A&,
ITCrié_urn?paIacemerrt for decentered [OL due to 1 02 o oo MNA
10L replacement due to patient dissati sfadion on 1 08 A&
Laser treatment o7 1 0.4 A
Fibtin removal 1 o2 1] 0.0 MA
Persiztent &dverze Events:

Macular Edema 1] on 1] 0.0 05
Raised |OP Requiring Trestm ent 1] o.n i 0.0 0.4
Comeal Edema 1] oo 1] 0.0 03
|titis 1] o0 1] [I1] 0.3

*FO Adratt guidance on Monofocal Intraocular Lenses, Annex B (October 14, 1993)

Visual Disturbances

‘Withthe exception of blurred near vision and problems with color perception, the monafocal control patients had a lower
rate of severe observations thanthe ReSTOR® 10OL patients (Table 17). Ofthe 440 subjects im planted with ReSTORE®
10L Model MABODS and 126 subjectz implanted with Model SA6003, one subject implanted with ReSTOR® 0L M odel
MAGOD 3 reguired lens explant ation due to vizusl disturbances.
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Table 17: Visual Disturbances, 6 Months Postoperative
{Following second eye implantation)

SR MoRden;Sl Inojaﬁna M URdBeISTSiEg)JS WipnamealContiol
:Mpdzrste Se?fere Moc:j;orate Seof\::re Mnd%rate Se?fere

GlareFlare 201 44 232 43 71 158

P rablem s with Might “ision g.3 4.1 101 ] 38 19

Haloz 18.0 4.4 232 72 138 1.3

Distarted Mear Vision 0.5 05 oo oo g oo

Distorted Far Yision 1.0 0.3 0.0 oo 06 o.n

Blurred Mear Yision 548 0.8 T2 oo 128 38

Blurred Far Yision 2.9 1.0 2.8 00 3.2 06

Doukle Yision in both eves 1.5 0.8 1.4 on 13 0.0

Pmb:f;‘:se‘;gr;ncmm 08 00 00 00 00 0.0

4 Acry5of@1Q ReSTORE® +3.0 D0 MULTIFOCAL TORIC INTRAQCULAR LENSES (IOLS)

Summary of Clinical Study

The clinical gtudy was a prospective, nonrandomized, unmasked, parallel-group study was designed for bilateral
implantation of & minim wm of 210 (m aximum of 600 subjects) subjectzintotal, with aminimum of 340 subjects im planted
with the investigational ActySof®@ Q0 ReSTORE +3.0 D Multifocal Toric 1OL Models SMDATI-SMDI1TE (referred to as
the ReSTORE Toric+3.0 D [OL below), and a minimum of 170 subjed s implanted with the FDA approved AcrySof®
ReSTOR® (+4.0 D Add) Multifocal 1OL Model SAE0D3 (referred to as the ReSTOR® +4.0 D 1OL helow), &t up
to 25 investigational stes in the United States. Assuming & 10% drop-out rate for & 12 month folloveup in the all
implanted data =set, approximately 4359 subjed= were intended to be evaluated at the 12 month visit; approximately
306 investigational lens subjects and 153 contral lens subjects. The investigational ReSTOR® Toric +3.0 D 1OL was
designed with a near reading distance of 40 on and the control ReSTOR @ +4 0 D 10L was designed with anearreading
distance of 33 ocm. The parameters impacted by the near add power difference were intermediste visual acuity and
binocular defocus, in favor ofthe Re=STOR® Taric+3.0 0 10L. Mo difference was obzerved in the rate of severe vizual
disturbancesidistortions between the ReSTOR & Toric +3.0 D [OL and the ReSTOR® +4.0D 10L, athough this would
he expededto favarthe ReSTOR® Toric +3.0 D 1OL based onthe add power difference.

Inclusion of the ReSTOR® +4.0 D |OL a5 an active contral in the clinical fudy was necessary to evaluate the safety
andthe effectiveness of the investigational lens as a newtoric mubltifocal 1OL with similar stiributes tothis established
multifocal lens. The trial objective was to demonstrat e that the efficacy and safety profile, dem onstrated with the control
ReSTOR®&+4.0D0 [OL in non-astigmatic subjects wasreasonakly retained with the investigational ReSTOR & Toric+3 .0
D 1L in subjects with corneal astigmatism .

All afthe subjects in the ReSTORE +4.0 D [CL group were required to have = 0.74 D of preoperative keratometric
astigmatizm in both eves as measured only by the [OLM aster. Subjects with preoperstive astigmatism of 2 075D, as
measured only by the | OLM aster, in both operative eyves and with 0.75 D to 282 D of predicted crozs cylinder in both
operative eyves, based an the study specific web-bazed Acry=of® QO ReSTOR® +3 .0 D Multifocal Taric [OL Clinical
Calculator, were required to be implanted with one ofthe ReSTOR® Taric +3.0 D 1OL Models SNDATI-SMDITE. All
carneal incizions were placed temporally and a surgically induced astigmatizm (Z14) input value of 0.0 diopters was
uzed in the study specific weh based AcrySof® |G ReSTOR® +3.0 D Multifocal Taric 1OL Calculator,

In the investigationsl ReSTOR® Totic +3.0 0 1OL group, & minimum of 240 subjects needed to be implanted with
Model SMDITS or SND1T4 inthe first operative eye (2 2.0 D astigmatizm) and a minimum of 100 subjects needed to he
implanted with Model SMD1TS or SMD1TE in the first operative eye (=2.0 D astigm atizm).

All eyes with successful IOL implantation in at least one eve were considered evalusble for the All I mplanted analyses.
All eves successfully implanted that had at least one postoperative visit and had no preoperative ocular pathology or
macular degeneration at any tim e were evaluakle for Best Case analyses. The Best Casze data ==t was the primary data
zet of analysis for the contrast sensitivity and binocular defocus. All eves with sttem pted [OL im plantation (successtul
or aborted after contad with the eve) were conzidered evaluahle for the zafety analyses.

Far subjectz with | OL replacement due ta visual disturbance, perfarm ance testing (induding UCDYaA BCDYA, manifest
refraction, shit-lamp examination, dilated fundus examination and subject responses to the patient reported outcome
guestionnaires) results collected priorto the secondary surgical intervention were carried forward to the final analysis.
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Clinical Study Resulis

Subject Population
A total of 574 subjed s were bilsterally im planted in this clinical sudy with 386 subjects receiving the ReSTOR & Taoric
+3.0D0 1OL and 185 subjects receiving the control ReSTOR & +4.00 1 0L.

The study consisted of 65.3% females and 34.5% males. Stratitying by race, there were 93.7% White, 4.5% Black
or African American, 0.9% Asian and 0.9% designated "Other”. Ethnicity of the study population designated 1 6%
&s Hispanic. A Best Caze cohort (no clinically significant preoperative ocular pathology or postoperative macular
degeneration) consisted of 365 ReSTOR®& Toric +3.0 D 1OL subjectz and 1TSS ReSTOR&+4.00 10OL contral subjects.
The mean age for the study populstion was 67 £ 8 years. The length of subject followup was 12 months.

Mono cular Visual Acuity

ReSTOR® Toric +3.0 D 1OL met the clinical performance target (non-inferiority margin of 010 logM AR for Uncorrect ed
Distance Visual Acuity. There were no clinically releant ditferencesin the mean Best Corrected Distance Visual Acuity
for subjects implanted with either the ReSTOR® Toric +3.0 D |OL compared with subjects im planted with the control
ReSTOR®+4.0D 1OL.

The following iz a summary of monocular Wsual acuity (V&) results for subjects who completed the Form 501 year after
second eye implantation) visit. The data are presented in Tables 1519 below

Table 18: Comparison of Monocular Uncomected Distance Visual Acuity
Us=ing Least Square Estimates
All Implanted, 1 Year Postoperative

ReSTOR® ReSTOR® Differenc e
Toric +3.00 +4.00
(H=386) (H=186) caaleh
H 373 180
First Implanted Eye Mean 0126 0125 0001 (0.030)
SE 0.0713 0015
H KT 180
Second Implanted Eyve | Mean IR R o102 0.011 (0.038)
SE 0.011 0.013

ReSTOR® Toric +3.00 |OL = AcrySof@| G ReSTOR®+3.00

M ultifocal LensModels SN DAT SISHDITHSMO1TSISMNDITE

ReSTOR® +4 0D |OL = AcrySof@ R eSTOR @ Multifocal Lens (+4 .0 D Add)Model SAE00 3

Difference = ReSTORE Taric +3.00 [OL —-ReSTOR® +4 .00 10L

Edimates vere based onthe repeated measure analysis of covariance

UCL = 895% Upper confidence limit; SE = Standard error

(M= 1"in column header iz number in the treatment group. Subjed s who discontinued before Visit 5 are excluded
from this analysiz. Mumbers with data are indicated in the table body.

ReSTORE Toric+3.0 D 1OL met the clinical performance target Cnon-inferiority margin of 010 logMAR) for Uncorrect ed
Mear Visual Acuity at fixed distance. Mo clinically relevant differencesin Distance Corrected MNear Yisual Acuity at fixed
distance for the ReSTOR® Taric+3.0 D [OL and the cortrol ReSTORE+4.0 D [OL were obseryed.
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Table 19: Comparizon of Monocular Uncorrected Hear Visual Acuity
AtFixed Distance Using Least Square Estimates
All Implanted, 1 Year Postoperative

ReSTOR® ReSTOR®E Difference
Toric +3.0D +40D
(H=386) {H=186) ol aL)
g H 373 180
implanted | Mean 0193 0.236 0044 C007)
Eye SE 0018 0017
T H 3T 180
implanted | Mean 0181 0.234 0052 (-0.026)
Eve SE 0013 0015

Page 137 of 172

ReSTOR® Toric +3.00 |OL = AcrySof@|Q ReSTOR & +3.0 0 Multifocal Lens Models SMD1TI/SHNDIT4ENDATSS
SMND1TE

ReSTOR® +4 0D |OL = AcrySof® R eSTOR & Multifocal Lens (+4.0 D Add)Model SAGODS

Difference = Re3TOR® Taric +3.00 [OL -ReSTOR® +4.00 10L

E gtim ates were baszed on the repested measure analysiz of covariance

UCL = 95% Upper confidence limit; SE = Standard error

M= 1"in column headeris number in the treatment group. Subjed s who dizcontinued before Visit 5 are excluded
fram this analysis. Mumbers with data are indicated inthe table body.

Mo clinically relevant differences in Uncorrected Mear Yisual Acuity at best didance were observed for either the
ReSTOR® Toric +3.0 D QL or the control ReSTOR® +4.0 D 1OL. Additionally, there were no clinically relevant
ditferences in Digtance Corrected Mear Yzsual Acuity at best distance observed for the ReSTOR® Toric +3.0 D 1OL or
the control ReSTOR® +4 0D 1OLs under photopic or mesopic conditions.

The Best Correced Mear Wisual Acuity (BCHNYA) for subjects implanted with the ReSTOR® Toric +3.0 D 1OL com pared
favorahbly tothe BCNYA for subjectsimplanted with the or the control ReSTOR®+4.00 10OL.

Binocular Visual Acuity

There were no clinically relevant differences in mean Best Corrected Digance Visual Scuity (BCDVA) for subjeds
implanted with the ReSTOR® Toric +3.0 D 10L compared with subjects implanted with the control ReSTOR® +40 D
I0OL. The obsereed percertage of subjects achieving & 2 or grester line improvement in BCDWA was similar among the
two lens models (ReSTOR® Toric +3.0 0 andthe control ReSTOR & +4.0D 10U,

The following is a summary of binocular visual acuity (YA results for subjects who completed the Form 5 (1 year after
second eve implantation) visit. The dats are presented in Tables 20-24 below:.

Table 20: Overall Comparison of ReSTOR® Toric +3.0 0 and ReSTORE +4.0 0 10Ls
Mean Binocular Distanc e-Corrected Visual Acuity (logMAR), All Implanted, 1 Year Postoperative

Hear VA (3 Intermediate VA | Intermediate VA | Intermediate Wi _
Roied Best Distance @ 50 cm @60 em @70 cm Ditance v
Res“}'ﬁi*'“ o 008 (20/25) 0.08 (20/25) 014 (20/25) 0.20 (2032 0.04 (20207
ReSTORE +4.0 D 009 (20/25) 0.28 (20/40) 0,35 (20150 036 (20/50) 004 (200207

ReSTOR®Toric+3.0D0 = &crySof® | Q@ ReSTORE +3.00 Multifocal Taric
IOL Models SNDATIFSNDIT4SNDITSSNDITE
ReSTOR®+4.0D0 = AcrySof® ReSTOR ®Multifocsl 1OL (+4 00 Add) Model SAG003
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Table 21: Cumulative Binocular Photopic H ear Visual Acuity of
ReSTOR & Toric +3.0 D and ReSTORE +4.0 D 10L = by Lens Model,
All Implanted, 1 Year Postoperative
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20020 | 20025 | 20032 | 20040 | 20050 | 20063 | Worse
(M} {J2} Jd) (J5) (JE) (18} than
ar or or or o ar 20063
better | better | better | better | better | better | (J8)
H U Y U % % Y Uy
Uncorrected ReSTORE Toric +3.00 37 35E g9.5 895 a7 & 937 935 0.5
(Best Distanc %) ReSTORE +4.0 D 180 256 | 678 | 883 | 961 53 | 994 0.5
Uncomected ReSTORE® Toric +3.00 37 423 o049 g9s 95 2 931 997 0.3
(Standard
Distance™) ReSTORE +4.0 D 180 238 SE.1 g4.4 92 2 ar g 9349 141
Digtance ReSTORE Toric +3.00 3T aTs 738 946 a7 5 932 935 05
Comrected
(Best Distanc ) ReSTOR® +4.0 D 180 350 722 934 a5f 994 100.0 oo
Distance ReSTOR® Toric +3.00 3 445 B0E a4 1 931 9349 935 os
Corrected
(Standard ReSTORE +4.0 D 180 314 B3 6 459 a7 2 333 339 141
Distance**)
Best Comrected | ReSTORE Torc +3.0D Tl 8.2 gE0 a7.3 992 == 100.0 oo
{Standard
Distance*) ReSTOR® +4.0 D 180 417 g1 925 953 934 100.0 oo
ReSTORE Toric +3 00 = ActySofE [0 ReSTORE +3.0 D Multifocal Toric
1oL Models SMDAT3SNDATHSNDI TS SMDTE
ReSTORE +4 00 = ScrySof@ ReSTOREMultifocal 1OL (+4.0 0 Add) Model SAE003
*Best distance: The distance selected by the subject a= the distance ofbed near vision
#*Standard distance: 33 cm forthe ReSTOR®+4.0 D 1OL and 40 cm for ReSTOR® +3.0 0 TariclOL
Table 22: Cumulative B inocular Photopic Distanc e YWisual Acuity of
ReSTORE Toric +3.0 D and ReSTORE +4.0 0 10Ls by Lens Model,
All Implanted, 1 Year Postoperative
20/20 20:25 20/32 20/40 20150 2063 | Worse
or or or or or or than
better better better | better | better | better | 20/63
H h % Yo % % %
Res Tg'}ﬁ]m"" 371 65.0 887 60 | 983 | @3z | @as 05
Uncommected -
ReSTORE +4.0 D 180 EZ.9 17 ar g 994 99 4 1000 oo
ReSTOR® Toric
_— 300 3T q0.3 7.3 932 937 1000 1000 oo
Comected
ReSTORE +4.0D 180 9.1 ar g 994 99.4 1000 1000 oo

ResTOR®Toric+3.00 = AcrySof@Q ReSTORE+3 0D Multifocal ToriclOL ModelsSMDT3SMDI TASMD T SHDTE
ReSTOR®&+4 0D = forySof® ReSTOR®Multifocal 1OL (+4 .00 Add)Model SA600 3

Clinically relevant differences favoring the ReSTOR® Toric +3.0 D 1OL were observed for mean Uncorrected
Interm ediate Visual &cuity and for Distance Correded Intermediate Visual Acuity at all testing distances (50 cm, B0

cim,and 7O cm).
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Table 23: Intermediate Photopic Visual Acuity for
ReSTOR® +3.0 D Toric and ReSTORE +4.0 D 0Ls by Lens Model,
All Implanted, 1 Year Postoperative
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Percent 20/40 or better
N 50 cm 60 cm 70 cm
ReSTORRE Toric +3.0 D 371 93.3 BB.3 9.8
Uncorrected
ReSTOR® +4.0 D 180 £3.3 47.2 50 6
Distance ReSTOR® Toric 3.0 D 371 96.5 884 79.0
Corrected ReSTORE +4.0 D 180 B6.7 37.8 384
ReSTOR® Taric +3.0 D = AcrySof® |2 ReSTOR®E +3.0 D Multifocal Toric
10OL Models SNDITHSNDIT4/SND1TE/SND1TE
ReSTOR® +4 .0 D = AcrySof® Re STORB®Multifocal |OL (+4.0 D Add) Model SAB0D3
Table 24: Mean LogMAR Binocular Distance Corrected Intermediate Visual Acuity,
for ReSTOR® Toric ¥3.0 D and ReSTOR® +4.0 D I10L s,
All Implanted, 1 Year Postoperative
Intermediate VA ReSTORE Teric +3.0D ReSTORE +4.0 D
50 cm 0.08 0.28
G0 cm 0.14 0.35
70cm 0.20 0.36

ReSTOR® Taric +3.0 D = AcrySof® |2 ReSTORB +3.0 D Multifocal Toric
10L Madels SNDITHSNDIT4/SND1TS/SND1TE
ReSTOR® +4 .0 D = AcrySof® Re STORB Multifocal [OL (+4.0 D Add) Model SABID3

Binocular Defocus Curves

The mean hinocular defocus curves obtained at 8 maonths for the ReSTORE Toric +3.0 D 1OL and the ReSTORB
+4.0 D 10L display two peaks that demonstrate their multifocal performance, one at the zero baseline position, which
corresponds to optical infinity, and one near; at -2.5 D for the ReSTOR® Toric +3.0 D |GL corresponding to the 40
cm near focal point, and at-3.0 D for the ReSTOR® +4.0 D [OL corresponding to the 33 cm near focal point of the
lens (Figure §). The ReSTOR® Toric +3.0 D 10L provided mean range of 20/40 or better vision (depth of focus) from
approximately -3.75 D to 0.00 D, corresponding to a range of distances from approximately 26 cm to infinity.

Figure5: Mean Defocus Curves with 95% Confidence Limits
by Lens Model at 6 Months Postop erative Overall
(Best Case Population)

ﬁk

60/em
T0lem | 50lem 40jem  33jem

+200 +150 +100 +050 000 050 -100 -150 -200 -250 -300 -350 -400 450
Refraction (D)
'EERESTDRTmic +3.0D (N=365) *™R:3TOR+40D (N=175 |

ReSTOR Toric +3.0 D= ACRYSOF IQ ReSTOR (+3.0 D) Multifocal Toric Lens Models SND1T3/SNDIT4SNDITSENDITE
FeSTOR +4.0 D= ACRYSOF ReSTOR Multifocal Lens (+4.0 D Add) Model SAG0D3
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Contrast Sensitivity
Binocular best corrected distance contragt sensitivity was performed using a sine wave grating acuity chart
(vectorYision CSVWIO0O0E ) at the 4-6 month exam under four conditions photopic withowt glare, photopic with glare,
mesopic without glare, and mesopicwith glare.
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Descriptive statistics including mean contrast scores and standard desviations (0 ) areprovided forthe ReSTOR® Taric
+3.001CLand forthe ReSTOR®&+4 .00 1OL group s under each photopiclighting condition and spatial frequency (T able
28)and each mesopic lighting condition and spatial frequency (Table 261 The number and percent of subjed s unable
to zee at least one grating are shown in thetable in the "NMumber Scoring (1" rows. As per (S0 11979-9:2006, these
analysezwere performed using data from the best caze data set (defined as all eyes successfully implanted that had at
lesst 1 postoperative visit and had no preoperative ocular pathalogy or macular degeneration st any time).

Table 25: Descriptive Statistic = for Binoc ular Photopic Contrast Sensitivity

at 6 Months P osto perative (B est Case Population)

Photopic without glare Photopic with glare
ReSTORE ReSTORE ReSTOR®E ReSTOR®
Toric +3.0 D +4.0 D Toric +3.0 0 +4.0D
3.0 CPD n 360 173 360 173
Humber scoring (-1) 0 (0.0%) 000.0%) 2(0.6%) 1 (06%)
Mean (5D} 1 65 (0.22) 1.71(0.23) 1.59(0.27) 1.6200.28)
(Min, Max) (1.18,2.08) 0.70,2.08) (0.40,2.08) 0.40,2.08)
95% CI (1.65,1.70) A 67,1.74) [ .456,1.61) (.58, 1.66)
6.0 CPD n 360 173 360 173
Humber scoring (-1) 1 1(0.3%) 0r0.0%) 24 (B.79%) B [3.5%)
Mean (SD) 1.78(0.24) 1.81(0.23) 161 (0.39) 1.6E(0.36)
(Min, Max) (061,2.29) (0.90, 2.29) ME,229) 0.61,229
95% CI (1.76,1.81) (1.78,1.85) (.57, 1.65) f.61,1.71)
120 CPD |n 360 173 360 173
Humber scoring (-1) 501.4%) 301.7%) 1815.0%) 704.0%)
Mean (SD) 1.38(0.35) 1.37 (0.32) 1250041 1.2410.38)
(Min, Max) 0.31,2.00) 031,200 0.31,200 0.31,2.000
95% ClI (1.34,1.42) 1.32,142) M1.21,1.29) [.18,1.30)
180 CPD |n 360 173 360 173
Humber scoring (-1) 401.1%) 1(0.6%) B(2.2%) 201.2%)
Mean (SD) 0.57 (0.31) 085 (0.30) 054 (0.33) 0.810.32)
(Min, Max) (40.13,1.56) (0.13,1.46) (013,186 (-0.13,1:586)
95% CI (0.54,0.90) 0.83,092) (0.80,0.87) 0.77,0.86)

ReSTCR® Torc +3.0 D = AcrySof@ QG ReSTOR® +353.0 0 Multifocal Tonc 1OL Models

SMDATISMOI T4 SNDATSISHDITE

ReSTOR® +4.00 = AcryS of® ReSTOR® Muttifocal [OL (+4 .0 D Add) Model SAG0D3
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Table 26: D escriptive Statistics for Binocular Mesopic Contrast Sensitivity
at & Months P ostoperative (Best Case Population)
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Mesopic without glare Me=sopic with glare
ReSTOR® ReSTORE ReSTOR®E ReSTORE
Toric +3.0 D +4.00D Toric +3.0 0 +4.00
1.5 CPD n 359 172 359 172
Humber scoring (-1) 501 .4%) 201 .2%) T01.9%) 301.7%%)
Mean (SD) 1.57 (0.26) 1.55(0.25) 1.51 (0.29) 1.50 (0.28)
(Min, Max) (0.30,1.97) (0.30,1.97) (0.30,1.97) (0.30,1.97)
95% CI (1.54, 1.59) (1.51,1.59 (1.48,1.594) (1.46,1.55)
3.0 CPD n 360 172 360 172
Humber scoring (-1) 0 (0.0%) 0 (0.0%) 300.8%) 0(0.0%)
Mean (5D) 157 (0.23) 1.7 (0.24) 1.55(0.28) 135 (0.26)
(Min, Max) (0.70, 2.08) (0.85, 2.00) (040, 2.08) (0,70, 2.08)
95% CI (1.54, 1.59) (1.53, 1.61) 1.52,1.58) (1.52,1.59)
6.0 CPD n 360 172 360 172
Humber scoring (-1) 9 2.5%) 5 02.9%) 41 (11 .4%) 19011 .0%)
Mean (SD) 151 (0.31) 1.50(0.31) 1.4 (0.37) 1.40 (0.37)
(Min, Max) (0.61, 229 (061,229 0E1,2.29) (e, 2211
95% CI (1.47,1.54) (1.48, 1.55) (1.37,1.45) (1.35,1.46)
120 CPD |n 360 172 360 172
Humber scoring (-1) 52 (14.4%) 31 (15.0%) 94 (26.1%:) S0029.1%)
Mean (SD) 0.92(0.39) 058 (0.40) 0.51 (0.40) 0.80(0.41)
(Min, Max) (0.31, 2.00) (0.31, 2.000 031,200 (031, 2,00
95% CI (0.38, 0.986) (083, 0.95) 0 .76,085) (0.74,0.87)

ReSTOR® Totic+3.0 D = AcrySof®@ 10 ReSTOR® +3.0 D Multifocal Taic 1OL Models SMD T3/SMDA T4 SNDTTS!

SNDTTE

ReSTOR®+400 = AcrySofE ReSTORE Multifocal IOL (+4.0D Add) Model SAE003

Orentation of Lens Axis
Lens axis misalignment, the orientastion of the lens axis at the operative vist compared to the intended lens axis
orientation (calculated using preoperative biometry measurem ents and the Fudy specific web-based Alcon AcrySof®
12 ReSTOR® +3.0 D Multifocal Toric 1OL Clinical Calculator) was assessed and accuracy of lens placement was
demonstrated with the mean abzolute difference between intended axiz arientation and achieved axis orientation &t
aurgery being 5.0° (5.D.61) for the ReSTORE Toric +3.0 D 10Ls in the firg operative eves (Table 27). Nine subjects
(zeven fird eyes and two second eyves)had adual misalignments of 20 degrees or more onthe day of surgery, of whom
three had 25| s (repositioning surgeries) as a result of incorrect axis placement due to anatomical andbor surgical factors
(refer to Precautions 4 and 10,

Table 2T: Absolute Difference B etween Intended Axis of Placement
and Achieved AzizPlacement (D egrees) at the O perative Visit
(Al Implanted Set)

First Implanted Eve Second Implanted Eve
(n =363 (n = 366}
Mean (50} 5.006.1) 47 (4.0
(Min, Max) (0,871 @, 36
95% ClI 4.3,56) #.2,51)
26
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The resultzs for lens axis orientstion &t all postoperative visits were compared to those at surgery to determine lens
axiz rotation. The difference between the achieved lens axis orientation at month 12 and the achieved axz placement
at surgery was 27° + 5.8 in the first operative eves and 2 2% + 2 7 inthe second operative eves (Table 28). Lens
axiz rotation ranged from 1.4 to 2.7 degrees &t all postoperative visits. Eight subjects had lens axis rotation of twenty
degreesormore at month 12 moanth, two of whom had incarrect lens axis orientation measurements and three of whom
undervent lens repositioning and have im proved outcomes with the lens implanted (post repositioning rotation was less
than B degrees). Al eight subjects had im proved visual performance at month 12.

Table 28: Descriptive Statistic s for the A bsolute Difference B etween Lens Axis Orientation at the

Post-operative Visit and Achieved Axis Placement (D egrees) at the Operative Visit
(all Implanted Set)

Absolute Rotation
First Implanted Eye Second Implanted Eve
Day 1 n 376 375
Mean (SD} 1.4018 15017
(Min, Max) (0,18) (0,14
95% CI1 M.2,18) 1.3, 1.6)
1 week n 375 366
Mean (SD}) 18023 200270
(Min, Max) (0,23) (0,30
95% CI 6,200 Mmr22)
1 month n 367 368
Mean (5D} 22051 212N
(Min, Max) (0, 85) (0,24)
95% C1 M6,27) 1.8, 24)
6 months n 363 364
Mean (SD) 23052 23030
(Min, Max) (0, 85) (o, 27
95% C1 17,28 (2.0, 28)
12 months n 356 357
Mean (SD) 2758 220270
(Min, Max) (0, 54) (0, 24)
95% CI1 (21,33) 14,25

For subjects with missing Operative izt axis placement data, Day 1 (Wisit 1) data were uzed as bassline

Furthermore | the rotational stability ofthe ReSTORE Toric +3.0 D 10OL was maintained between 2 consecutive visits at
least 3 months apart (betvween 1 morthand B months). Az recommended bythe 201 0 AMNSI standard fortoricintraocular
lenses, the data demonstrate that st least 90% 0fReSTORE Toric +3.0 D 10L subjects achiewved a ratational stahkility of
5 degrees or less betveen 2 conseautive visits, at least 3 months apart (Table 297,
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Table 29: Humber and Percentage of Subjects by Lens Axis Rotation
Between 1 Month and 6§ Months
{&All Implanted)

ReSTORE Toric +3.0D
n (%)
First Implanted Eye Total 359
Lens Movement = 5 degrees 338 942
Lens Movement ~5 degrees M (5.8
Second Implanted Eye Total 361
Lens Movement = 5 degrees 339 (93.9)
Lens Movement »5 degrees >2 (6.1

ReSTOREToric+3.00 = Ao ySofBlQReSTORE+3.00 Multifocal Toricl OL Model s SMNDIT HSMNOA THSHNDI TSISNDI TS
Subjects with mizsing ob servations gt either 1 month of & months were exduded

REDUCTIOH OF CYLINDER

The ReSTOR® Toric+3.0 D | OLs are effective inthe reduction of corneal astigmatism inthe rangeof0.750 10 2.82 0. As
demonstrated in Table 30, the percent reductionin cWinder with respect to target cylinder was calculated and descriptive
gatistics were com puted at each postoperative visit. Target cdinder was defined as the amount of anticipated residual
astigmatizm aszcalculated by the AcrySof@|Q ReSTOR ®+3.0 D Multifocal Taric 1 OL Clinical Calculatar.

Table 30: Humber and Percentage of Subjects With Reduction of Cylinder
Withinthe Target Cylinder at 1 year for ReSTOR ® Toric +3.0D
{All Implanted)

First Implanted Eye Second Implanted Eye
(H=373) (H = 371}
n (%) n (%)
Within 0.50 278 (74.5) 295 (79.5)
Within 1.00 351 [4.1) 362 (97.6)
=1.00 22 (5.9) 9 (2.4)

SAFETY

The incidences ofcumulative adverss events forthe ReSTORE® Toric+3.00 1OL andthe cortrol ReSTOR®4 00 0L as
coin pare d to the FD & historical grid rates are provided in Table 31, [ fthe same event occurred multiple timesinan eyve,
only the firg occurrence is counted in the table below. The rate of secondary surgical interventions (S512) exceeded
the FDOA grid rate inthe ReSTOR® Toric +3.00 1OL group forthe first and second eyes. The rate of sscondary surgical
interventions exceededthe FD A grid rate for the control ReSTOR® +4.0 D |OL group inthe secondeves only. However,
azshownin Table 18, a majority of the secondary surgical interventions were unrelated to the |OL and were due to other
ocular pathalogy. Table 17 includes the number of eyves that underwent a 51 while Table 32 is the number of actual
==lz (i.e., a single eye could have had moare than 1 =51 that occurred during the study. Details of the dizscrepancies
in num bers are dizcussed in the footnotes of Takle 32, There was & single ocourrence of & persistent adverse event
(adverze eventzinthe FD A gridthat are obzervedatthe 12 month postoperative vizit) obzerved in one zubject implanted
with the ReSTORE Toric +3.0 D 1OL . The chaarved persistent sdverss event rates in each eye did not exceed the Safety
and Performance Endpoints (SPE) rates.

28

Alcon — Business Use Only



Document ID: Status: Approved, Version: 10.0 Page 144 of 172
V-CLN-0001270 Approved Date: 02 Sep 2020

Table 31: Serious and Persistent Adverse Events and SPE Rates

(Safety)
First implanted eye Second implanted eye
ReSTORE Toric ReSTORE ReSTORE Toric ReSTOR Toric
+3.0D +4.00 +3.00 +4.0D
(H = 386) H =188) (H = 383) (H=188)

H u, SI:;E H u, SBZE H a, S;E H u, SI::E
Serious Adverse E vents
Cystoid macular edema 1 o] 30 0 |om] so 3 |wos ] 30 1 |wms] 30
Endophthalmitis ] m.oyf o4 0 @o g 0d a o] 04 ] may] o4
Hypopyon a m.oyg o3 0 ooy 03 1] momy o3 1] oo 03

Lens dislocated from

bl o lombor | o Jom)os | o oo ] o Jom] o4

P Lpillary block O lomlor o |JomJot | o oot | o |om]| o
Retinal detachment 1T Jlonloz | o [aolos | z ooz | 1 @5 o3
Secondary surgical 12 lanlos | 4 laenlos ] v lea)os ]l & e os

intervention

Persistent Serfous Adverse

Events

Cornesl edema 1] maory 0.3 u] ooy 03 1] ooy 03 1] ooy 03
Cystoid macular edema 1 031 05 o ooy 0s 1 03] 05 a oo o5
Iritiz 1] maorf 0.3 u] ooy 03 a o) 03 1] ooy 03
Raised IOP requiring

tactm et 1] maoyf o4 o ooy 04 1] moy] o4 1] oo 04

ReSTOR®&Toric +3.00 = AcrySof@IQReSTOR &+3.0 D Multifocal TariclOL Models SNDITISSMDITASNOITSSHDITE
ReSTOR®@+4.0D0 = forySof@ ReSTORE®MuUltifocal 1OL (+4 0D Add) Model SA6003
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Table 32: Secondary Surgical Interventions - First and Second Eyves
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First Eye Second Eye
ReSTOR® ReSTORE ReSTORE® ReSTORE
Toric +3.00 +4.00 Toric +3.00 +4.0 D
(H=386) (H=188) (H=383) (H=188)
Secondary Surgical Intervention 15 5 13 b
1L repostioning due to 1OL misslignment 12 1] il o]
10L repositioning due to inacourate 100 i
40 1] u] o]
placement
1L repositioning due to haptic outside 1 o 0 0
of the hag
100 replacement due to visual disturbance s 1] 2 u]
LAZIK to correct residual refractive errar 1 1] 1
Astigmatic keratotomy to correct residual ] o 0 0
refractive errar (astigmatizm)
Lim bal relaxing incision to correct surgically
; : : 1 i 1 u]
induced astigmatism
Limbal relaxing incision to correct pre- o 1 0 1
exigding agigmatizm
M acular hale repair ] o 1 u]
YAG lazer capsulotomy farwrinkles, foldsor b
y 1 1] 3 u]
strands in capsule
Intraocular injection for wet age related d
: ] 2 u] u]
macular degeneration
Retinal detachment repair and prophylactic
; 2 1] 5¢ 1
retinopexy
Retained lensremoval 2 a 1 1
Corneal wound lesk repair 1] 1] 1 1
Anterior vitrectomy i ] o u]

3onesubject required an | OL repostioning surgery atthe & month visit. The Investigator conzideredthe event related to
the patient's eve anatom yandthe 1OL rotation was assumed to have ocourred withinthe first 24 hours folloving surgery.
B one subject experienced floppy iriz during surgery and required two repositioning procedures. The sam e subject also
experienced a YAG laser capsulotomy for wrinkled capsule inthe first eye.

% The DL wasz implanted at the incorrect axiz in two subjects.

4 one su bject wa s administered tvw intraocular injections for wet age related macular degeneration in the first eve.

2 0ne subject had one prophylactic retinopexy procedure performed in the frst eve and three retinopexy procedures
performed inthe second eve.

ReSTORE Toric+3.00 = AcrySof® | QReSTORE +3.0 0 Muttifocal Toric 10L Madels
SMDATHSNDITASNDATS/SMNDITE

ReSTOR®+4.00 = AcrySof® ReSTOR®Multifocs! 1OL (+4 .00 Add) Model SA6003

Visual Disturbances

A Patient Feported Outcomes instrument was developed and used in this dinical study to azsess visual digurbances
and digortions. The guestionnaire administered was not validated according to FDA's guidance document entitled
"Patient-reported outcome measures use in medical product development to support labeling claims", dated December
2009. Az demonstrated in Table 33, reports of vizual digurbancesidisortions were zimilar between the ReSTORE®
Taric+30 0 0L andthe control ReSTOR® +4 0 0 1OL groups at 1 year. The highed rate of "ssvere" reports of vizual
disturbancesidistortions at 1 year was for halos &t 75% for ReSTOR® Toric +3.0 D 1OL and 11.0% for the control
ReSTOR®+4.0D |OL.
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Table 33: Comparison of Visual Disturbanc es for
ReSTORE Toric +3.0 0 and ReSTORE +4.00
1 Year Postoperative (following second eye implantation)

ReSTOR®E Toric +3.0D ReSTOR® +4.0D
. Hone | Mild | Mod® | Severe Hone | Mild | Mod? | Severe

Vizual Distwrbance H o % o o H o 5 5% 5%

Glare a7z | a08 | 363 | 196 | 35 182 | 352 | 368 | 253 | 27
Halos ar2 | 226 | 384 | 315 | 7s 182 | 208 | s07 | 275 | 110
Starbursts a7z | z7a | z90 | 194 | 42 192 | 246 | 374 | 192 | s=s
Hazy vision arz | 554 | 331 | 105 | 13 182 | 516 | 308 | 170 | 05
Blurred vision a7z | ro7 | 194 | 94 03 182 | sa2 | 238 | 74 0a
Bisoric st siagn arz | ess | 22 | 14 00 182 | 929 | a9 | 22 oo

lines look tilted
Digtortion where fit lines

372 955 32 03 0o 182 94.0 49 14 oo

look curved

Doukble vision 3v2 §9.8 7.3 19 0.4 182 9.2 6.6 2d 0.0
Colar distartion rdl 943 2.1 0.5 0.0 182 951 38 1.1 0.0
Feeling sick due to visual

digtoian 37 95.4 1.3 0.3 o0 182 975 16 0o 05

3 Mod = M oderate

ReSTORE Totc +3.0 D = AomySof@ G ReSTOR® +3.0 D Multifocal Torc 10OL Models
SHD TISMOI THSHNDITSSMNDITE

ReSTOR® +4 00 = AcrySofe ReSTORE Multifocal 1OL (+4.0 D Add) Model SA5003

Spectacle Independence

A subjective gquestionnaire consigding of sponsor-developed guestions was used in the study to assess spectacle
independence following implantation swith the 1OL. However, the questionnaire was not determined to be a
paychom etrically valid assessment of "spectacle independence”. Responses to tems on this guestionnaire were not
meaningully different betveen the two groups.

Glistenings

957 % of ReSTOR® Totic and 37.3% of ReSTOR® subjects had no observation of glistenings in the first im planted
eye and 96.0% of ReSTOR® Taric and 97.53% of ReSTOR® subjects had no obzerwvation of glistenings in the second
implanted eve. Mone ofthe obzerved glitenings were reported as clinically significant bythe implanting surgeons.

HOW SUPPLIED
These apodized diffractive optic posterior cham ber irtraccular lenses aresupplied dry,in apackageterminally sterilized
with ethylene oxide. They mus be opened only under azeptic conditions (see DIRECTION S FOR USE section).

EXPIRATIOHN DATE

Sterility i= quararteed unless the pouch is dam aged or opened. The expiration date is clearly indicated on the outside
of the lens package. &ny lens held after the expiration date should be returned to Alcon Laboratories, Inc. (see
RETURMNED GOODS POLICY).

RETURHNED GOODS POLICY

Inthe United States, returned lenses will only be accepted in exchange for other products, not credit. Al returns must be
accompanied by an Alcon Laboratories, Inc., Returned GoodsMumber and should be shipped via traceable meansz &
Returned Goods Mumber is obtained by contading Alcon Lakaratories, Inc., Customer Service Department . [ssuance
ofthis number does not constitute inal acceptance of the returned products. For detailed policy guidelines induding
exchange, please contact your Sales or Customer Service R epresentative.

Outside the United States, contact your Local Alcon Laboratories, Inc., office or distributors regarding the Returned
Goods Palicy.

REFEREHNCE
Boettner EA Wiolker JR. Transmizzion ofthe ocular media. Invest Ophthalmol Yis Sci. 1962;1(6):776-83.
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SYMBOLS USED OH LABELING

SYMBOL EMNGLISH
oL Intraocular lens
PC P ogtetor chamber
PCL P osterior chamber lens
L% Uttraviolet

Diopter (Spherical Equivalent)

Cylinder Power
Body diameter (Optic diameter)
Crverall diam eter (Owverall length)

etz EEE

Do not rewse
Usze by
STERILE [EC | Sterilized by ethylene oxde
Setial Mumber
& Caution
d M anu facturer
J/'_"!q: Upper Limit of Temperature
A5
DE Consult instrudions for use
Caution: Federal (U5 &) Law restricts thiz deviceto sale by or onthe
order of @ physidan

o~

Alcon Laborataries, Inc.

6201 South Freeway

Faort wWarth, Texas 76134-2099 U 34
.5, Pat. wwanealconpatent s com

@ 2017 Movartis

Alcon

a Novartls company
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Appendix C: Directions for Use for ACRYSOF IQ RESTOR +2.5 D
Multifocal IOL (Model SV25T0)

ACRY 7 IQ
ReSTOR

STERILE UV and Blue Light Filtering Foldable
Single-piece Apodized Diffractive Aspheric Multifocal Posterior Chamber Lens

Caution: Federal (USA) law restricts this device to sale by or on the order of a physician.

DESCRIPTION

The AcrySof® |2 ReSTOR® +2.5 D Apodized Diffractive Aspheric Multifocal Posterior Chamber Intraocular Lens (FIL) is
an ultrawicket and blus light ftering foddable multfocal intraccular lens. The optical portion consists of a proprietary high
refractwe index hydrophobic acrylic material with a blue light filtering chromophore which filters light in a manner that
approcamates the human crystalline lens in the 400475 nm blue Bght wavelength range (Boetner and Wolter, 1962).
The optical portion is bicomrex and consists of a soft acrylc material capable of being folded prior to insertion, allowing
placement through an incision smaller than the optic diameter of the lens. After surgical insertion into the eye, the lens gently
unfolds to restore the optical perfformance. The biconvex optic contains an aspheric apodized diffractive structure with a
central refractive zone on the anterior surface. The apodized diffractve structure diwides incoming light to provide a range
of functional vision (defined as visual acuity of 2040 or better) from distance to near. The anterior surface of the AcrySofi
12 ReSTORE 2.5 D Multifocal 10L Model SW25T0 is designed with negative spherical abermration fo compensate for the
paositive spherical aberration of the comea. Compared to other Alcon AcrySof@ 12 ReSTORE Multifocal 10L models (Models
SHEADT, SNEADS, MN3GAD1), this IOL (Model SW25T0) provides an alternate option for clnicians to offer patients with the
near add power of +2.5 D, with optimal vision at 53 cm and greater distance dominance in the energy distribution between
near and far. The effects of this aspheric design feature hawve not been chnically assessed. The physical properties of these
lenses are described in Figures 1-3 and Table 1.

Figure 1: Physical Characteristics, AcrySof@ IQ ReSTOR®
+2.5 I Multifocal 10L Model SV25T0
[All dimensions in millimeters)
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Table 1: Physical Characteristies of AerySof® 10 Re5TORE +2.5 D Multifoeal 0L Model SY25T0

Physical Charaeteristic Description
Ot Tie Wit Genr Refarive Zoe
Optic Material Ultraviclet and bius light filiering AcnateiMethacniate Copolymer
UV cutcff at 10%: T 403 nrn for 21 D {See Figure 2)
Index Of Refrackion 155
Optic Powers +8.0 - +30.0 (0.5 diopter inm;mn;si za;dljﬂt: E;Tpmrﬂ diopter increments)
Haptic Configuration STABLEFORCE® Hapfic
Haptic Material Ultraviclet and blue light filkering Acryiate/Methacrylate Copolymer
Haptic Color ellow
Ojptic Diameter (mm) .0
Owerall Length (mm) 130
Hapdic Angle 0

Figure 2: Speciral Transmittance
imeasured in )

1000 |
£ 80.0
b
5 600
=
E 400
< 40 SV25T0
g 6.0-34.0 D range
< 200
o _ 4yr-53 yrold range,
0.0 crystalline |ens
300 400 500 600 700 800
WAVELENGTH (nm)

NOTE:
»  Human crystalline lens data from Boetiner and Wolter ( 1262).
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Figure 3: Theoretical Percentage of Light Energy at 350 nm Wavelength
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MODE OF ACTION

The AcryScof 1O ReSTORE +2.5 D Multifocal I0L is intended to be positicned in the posterior chamber of the eye, replacing
the natural crystalline lens. This position allows the lens to function as a refractve medium in the correction of aphakia. This
I0L has a biconwex oplic contaning an aspheric apodized diffractve structure with a central refractive zone on the anterior
surface. The apodized diffractive structure divides incoming Bght to provide a range of functional vision (defined as wvisual
acuity of 2040 or betier) from distance to near. This IDL provides an aliemnate option for clinicians to offer patients with an
add power of #2.5 D designed fo provide oplimal wision at 53 cm.

INDICATIONS

The AcrySof® 10 ReSTORE +2.5 D Multifecal 10U s ntended for primary implantation m the capsular bag of the eye for the
visual comection of aphakia secondary to removal of a cataractous lens in adult patients with and without presbyopia, who
desire near, intermediate, and distance vision with increased spectacle mdependence.

WARNINGS
1.  Some visual effects may be expected due hﬂﬁmpuﬂhmafbmﬁedardunﬁn-wsed multiple images. Thess
may include some pemep'hansufhdnrs or radial lines arcund point of light (starbursis) under nighttime

conditions, glare, double vision, haziness and blurmed wision. As with other multfocal 10Ls, there is a possibility
that wisual symptoms may be significant encwgh that the patient will request explant of the multifecal POL.

z A reduction m confrast sensidivity as compared to a monofocal 1IOL may be experienced by some patients and
may be more prewalent in low lighting conditions. Therefore, multifocal patients should exercise caution when
driving at night or in poor visibility conditions._

kR The physician should consider the following points that are unigue to the wse of AcrySofi 10 ReSTORE +2.5 D
Multifocal 10L-

= The surgecn must target emmetropia fo achieve optimal visual performanca.

- Patients with significant precperative (determined by keratometry) or expected postoperative astigmatism
2 1.0 O may not achieve optimal visual outcomes.

= Care should be taken to HJ:I'IIE'l'E 0L centration as lens decentration may result in a patient expenencing
wisual disturbances under 1 lighting conditions.

PRECAUTIONS

1. Prior to surgery, prospective patients showld be informed of the possible risks and benefits associated with the
AcrySofi® 10 ReSTORE +2.5 D Muliifocal 10L Model SW25TD. A Pafient Information Brochure can be found at
hitp-Vecatalog.alcon. comiiol_dfuwSV2ETO_us_en.pdf. Please provide a copy of the Patient Information Brochure
to the patient

2 #s with all multifocal 10Ls, spectacle mdependence rates will wary. Patients may need glasses when reading
smaill print or leoking at small objects.
Posterior capsule opacification (PCO) may significantly affect the vision of patients with mulifocal |OLs sooner in
its progression than patients with monofocal 10Ls. This may be due to the reduced confrast sensitivity observed
with multfocal 10Ls.

4. The safety and effectiveness of the AcrySof® 10 ReSTORE +2.5 D Multifocal 10L have not been substantiated
in patients with the folowing pre-existing and intracperative conditions.

3
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F‘m—emslrlg Conditions
Significant imregular comeal abemation
= Retmal condiions or predisposition to retinal conditions. previows hisiory of. or a predisposition o, retinal
detachment or profferative disbetic retinopathy, in which future treatment may be compromised by
implanting this lens
[This precaution is mcluded becawse multifocal KOLs may decrease the level of retinal detail on
axam or during treatment slightly and this could make laser and retnal surgenes and the diagnosis
of some conditioms more challengng (for example. early diabebc retinopathy when onfy 1 or
2 microaneuwrysms are present)].
=  Amblyopia
= Clinically sewerse comeal dystrophy (eg. epithelial, stromal, or endothelial dystroephy), keratitis,
keratoconpunciivitis, keratouweitis. keratopathy, or kerectasia
Any inflammation or edema (swelling) of the comea
Rubella. congendtal. traumatic, or complicated cataracts
Extremely shallow anteriocr chamber, not due to swollen cataract
Recwrent antenor or postenior segment mflammation of unknown eticlogy. or any disease producing an
inflarmmaiory reaction m the eye (eq. intis or vweitis)
= Anindia
= ris neowascularization
=  Glauwcoma (uncontrolled or controlled with medication)

Microphthalimos

=  Optic nerve atrophy

= Previous comeal tramsplant

=  Pre-existing occular conditions which may negatively impact stability of the implant

=  Color vision deficiencies
[Stwdies hawve shown that color vision discrimination is not adversely affected m individuals i
with the AcrySoffs Matural 1OL and normal codor wision. The effect of the AcrySof@ Matwral FOL
in subjects with hereditary color wision defects and acqured color wision defects secondary to
ocular disease (eg. glaucoma, diabsiic retnopathy, chronic uvestis, and other retinal or opfic nerve
diseases) has not been stedied].

=  Previous retinal detachment

= Diabetic retimopathy

= Previous refractive surgery

- Pregnancy .
Intrasperative Conditions
=  Other planned ocular surgery procedures, including but not limited to, LASIK, astigmatic keratotomy, and
limbal relaxing incisions
= Excessive iris mobility
Mechanical or surgical manipulafion required to enlange the pups
Dilated pupdl size less than 4.5 mm st prior to implantation
'h"renus loss (significant)

fi
i
i
i

pos pressure
Complications in which the DL stability could be compromised, imcluding zonular separation

£As with the implantation of any MOL, careful precperative evaluation and sound cinical judgrment showld be wsed
h‘jf.'dIE surgeon io decide the benefitiisk ratio before implanting a lens m a patient with one or more of these
conditions.

5. The cinéical study of the AcrySoff 10 ReSTOR® +2.5 D Multifocal 1OL Model SW25TD was conducted with the
lens intended for implantation in the capsular bag only. There are no clinical data to demonstrate its safety and
effectnreness for placement in the ciliary sulcus.

a. Patients with preoperative problems such as comeal endothelal disease. abnormal comea, macular
degeneration, retinal degeneration. glavcoma. and chronic dreg micsis may not achiewve the wisual acuity of
patients without such problems. The physician must determine the bensfits to be derfved from lens implantation
when such conditions exist

7. & hagh level of surgical skill is required for intraccular lens implantation. The surgeon should hawve obsereed
andlor assisted in numercas implantations and successfully completed one or more courses on niraccular lens
implantation before atternptng to mplant miraccular lenses.

a8 #As with any surgical procedure. there = risk inwoleed. Potential complications accompanying cataract or
implant surgery may include, but are not limided to, the following: comeal endothelal damage, infection
{endophthalmitis), retinal detachment, witritis. cystosd macular edema. corneal edema, pupillary block, cydlitic
membrane, iris prolapse, hypopyon, transient or persistent glaucoma, and secondary sungecal mtervention.
Secondary surgical interventions include. but are not Bmited to: lens repositioning. lens repl mert, witm
aspiration or indectomy for pupillary block, wound leak repair, and retinal detachment repair.

o Zare showld be taken to remowe wiscoelastic from the eye at the close of surgerny.

10. Do not re-sterifize these intraccular lenses by any method.

11. Do not store intraocular lenses at temperatures. over 45° C (1137 FL

12, Use only steride infraccular imgating sclutions (such as BS5E or BSS PLUSE solufion) io nnse andior soak
lenses.

4
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CALCULATION OF LENS POWER

Accurate biometry is essential for successful visual cutcomes. Preoperative calculafion of required lens power for the
ScrySof@ 1 ReSTORE +2.5 O Muiifocal 1OL should be determined by the surgecon™s experience and preference. &
reference SRMIT A-Constant walue for oplical biometry equipment such as IDLMaster™ or LenSiar™ is listed on the outer
Iabel. This reference A-Constant anticipates the use of both comeal power and axial length values from optical biometry
equiprment with standard settings for a typical patient population and a spectacle far point at & meters. 10L power calculation
methods are often included with biomeiry equipment, and they are also described in the references below. In general, lens
constants must be “personalized” to compensate for such things as diferences in mstrumentation, surgical technigues, and
I0OL power calculation methods that may exist between diferent clinical sites.

*|OLMaster is a trademark of Carl Zeiss; LenSiar is a trademark of HAAG-STREIT.

Hoffer K.J. The Hoffer QI formula: a comparison of theorefic and regression formulas. J Calaract Refract Surg.
1003, 196): T00-12.

Huolladay JT. Standardizing constants for ulirasonic biometry, keratometry, and intraccular lens power calculations.
J Cataract Refract Surg. 1887;23{8)-1358-70.

Dsen T. Calculaton of mtraccular lens power: a review. Acts Ophithalmol Scand. 2007, 85(5)472-B5.

Retzlaff J&, Sanders DR, Kraff M. Lens implant Power Calcwlstion. 3rd ed. Thorofare (MJ): Slack. Inc.; 1990,
hitpc e augenklind . uni-woerzburg . defulibfindex. hitm

DIRECTIONS FOR USE

1. Examine the lab=l on the unopened package for model, powers (base and add), proper configuration, and expiration date.

2. After opening the cardboard storage contamer, werify lens case information (eg, model, power, serial number} is
consistent with information on outer package labelng.

3. This device is sterile until the inner pouch s opened. Inspect the powch carefully for tears, culs, punciures,
or other signs that the pouch has been opened or damaged. DO NOT implant the 0L if the sterility has been
compromised (see RETURNED GOODS POLICY).

4. Toremove the lens, open the undamaged pouch and transfer the case o a sterile environment. Carefully open
the case to expose the lens.

To minimize the occurrence of marks on the lens due to handling, all instrurmentation showld be scrupulously
clean. Any forceps used for lens handling rmust have round edpges and smooth surfaces.

When remowing the lens from the case, DO NOT grasp the optical area with forceps. The 0L should only be
handled by the haptics. Handle lenses carefully to awced damage o lens surfaces or hapiics. DO NOT atternpt
to reshape hapiics in any way.

7.  Rinse the lens thorcughly using sterde intraccular rrigating solution such as BS5® or BSS PLUSE solution. Pricr

to msertion, the lens should be carefully examined to ensure that particles have not adhered during handling.
Alcon recommends that the AcrySef® 12 Re5TORE +2.5 D Multifocal 10Ls be used with an Alcon approwved
delveny system.
There are vanous surgical procedures that can be used, and the surgeon should select a procedure that is
appropriate for the patient. Current technigues, appropriate instrumentation, amd a Bst of their equivalents for
defvery and implantation are available from Alcon. Swrgeons should verify that appropriate instrumentation is
available prior to surgeny.

10, DO NOT rewse this IOL. This devics is for single use only.

PATIENT REFPORTING AND REGISTRATION

Ewenis that reasonably suggest that the lens may have caused or confribuied to death or serious mjury, including events
occcurring as a result of failure of a medical device to meet its perfformance specifications or otherwrse perform as intended,
should be reported o Alcon Laboratories, Inc. This information is being requested from all surgeons in order o document
potential long-term effects of intraccular lens mplantation. Surngeons in the Unied States should use the following address
and telephone number for reporiing adverse events inwolving these infraccular lenses:

Alcon Laboratories, Inc.

Medical Safety (4B 2-8)

8201 South Freeway

Fort Whaorth, TX T6134-2088

Call Toll free: 1-800-757-E780 in the United States

Dutside the United States, contact local Alcon offices or distnibutors regarding any reporis of adverse evenis.

The Patient ldentfication Card mcluded in the package is to be completed and given to the patient. together with instructions
o keep the card as a permanent record to be shown o any eye care practitioner that the patient consults in the future.

In the United States, each patient must be registered with Alcon Laboratores, Inc., mmediately following implantation of
one of these lenses. Registration is accompliished by completing the Implant Registration Card that is enclosed in the lens
beoe amd miailing it to Alcon Laboratories, Inc. Patient regestration is essential for the long-term patient follow-up program and
will assist &lcon Laboratories, Inc., in responding o reports of adwerse events.

CLIMICAL STUDIES
The data from a recent clinical study of the AcrySof@ 10 ReSTORE +2.5 D Multifocal 10L Model SW25T0, and data from two
relevant prior clinical studies are included in this section:

5
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1. A clinical study was conducied to assess the safety and effectiveness of the AcryScof® IQ ReSTORE +2.5 D
Multifocal IOL Model SWV25TD.

2. A prior clinical study, including assessment of color perception, was conducted to demonsirate the safety and
effectiveness of the AcrySof® Natural single-piece monofocal I0L Model SB30AL. The AcrySof® I ReSTOR®
+2.5 D Multifocal 10L Model SV25TD0 is also a single-piece 0L using the same material mechanical platform and
the same blue fittering chromophore, as the Model SBADAL. The data showed the blue fikering chromophore
did not hawe an effect on color perception in subjects with normal color vision prior to surgery. These results
prowide an expanded description of the safety profile expected of the AcrySofl 10 ReSTORE® +2.5 D Multifocal
10L Model 5W25T0.

3. Apror cinical study, incfuding a night driving simulator sub-study, was conducted to demonstrate the safety and
effectiveness of the non-blue-filtering multi-piece and single-piece AcrySof® ReSTOR® Models MASDIDS and
SAB0D3. The AcrySof® 2 ReSTOR® +2.5 O Multifocal 10L Model SW25TD uses an apodized diffractive oplic
as n Models MAGBOD3 and SAB0D3. The safety data (adverse events and night driving simulation results) from
this study prowide an expanded description of the safety profie expected of the AcrySof@ IQ ReSTORE +2.5 D
Multifocal IOL Moded SWV25TO.

Summaries of these chnical studies are provided below. Please use caution when comparing these results with results from
similar device studies due to potential differences in patient cohoris, test metheds, etc.

1. Acry5of® 1 ReSTORE +2.5 D MULTIFOCAL INTRACCULAR LENS (IOL) (Model SV25T0)

The AcrySof® IQ ReSTORE +2.5 D Multifocal Infraccular Lens {I0L) study was a prospective, multicenter. randomized,
masked (to sulbjects and vision examiners), confrolled clinical investigation designed to assess the safety and effectveness
of the AcrySef® 12 ReSTORE +2.5 D Multifocal Intraccular Lens Mode! SV25T0 in adult subjects secondary to removal of a
cataractous lens with and without presbyopia. A total of 320 subjects were implanted in this clinical study, with 155 subjects
receiving IOL Model S\25T0 and 185 subjects receiving the monofocal control lens Model SNB0OWF. In the data tables in
this section. “+2.5 D Multifocal® refers to Model SW25T0 and “Monofocal” refers to Model SNBOWF.

The study population consisted of 80.3% females and 39.7% males. Subjects were 81.3% White, 8.6% Black or African
Amerncan, 0.8% Asian, 0U6% American Indian or Alaska Mative, 0.3% muli-race. and 0.3% designated “Crther” Five
percent (59%) of the study population designated ethnicity as Hispanic. A Best Case cohort (subjects with no precperative
ocular pathology or postoperative macular degeneration and no major protocol deviations) consisted of 145 AcryScfi IQ
ReSTOR® +2_5 D Multifocal 10L Model SW25TD subjects and 148 Monofocal Control subjects. The mean age for the study
population was 89.0 + 8.0 years. The length of subject follow-up was & months.

Mean Visual Acuity

Monocular visual acuity results are presented for first implanted eyes. AcrySof® 10 ReSTORE +2.5 D Multfocal 10L
subjects experienced a significant increase in distance comected photopic monocular near vision (at 40 em) as compared to
monofocal control subjects. The mean photopic monecular distance cormected visual acusty at 40 cm for subjects implanted
with the AcrySofl 102 ReSTOR® +2.5 D Multifocal IOL was 0.208 logMAR (~2 lines on an ETDRS wisual acuity chart) better
than those implanted with the monofocal lens (p < 0.001).

AcrySof |0 Re5TORE +2.5 O Mulifocal 0L subjects also experienced a significant increase in distance comected
photopic monocular intermediate wision (at 53 cm) as compared to the monofocal control subjects. The mean photopic
moncular distance comected visual acuity at the 53 cm test distance for subjects implanted with the AcrySof® 12 ReSTOR®
+2.5 D Multifocal 10L was 0.190 logMAR better (~2 lines) than for those implanted with the monefocal lens (p < 0.0001).
Descriptive statistics for monocular {first eye implanted) and binocular mean distance corrected near (33 cm and 40 cm),
mntermediate {53 cm and 60 cm), and distance {4 m) visual acuity (\VA) are shown in Table 2. AcrySof® 10 ReSTORE +2.5
D Multifocal 10L subjects achiewed wncomected and best comrected mean distance visual acuities similar to those of the
muonofocal control subjects.

Table 2: Distance Corrected Visual Acuity (logMAR) at & Months Postoperative, All Implanted

+2.5 D Multifocal Monofocal
[N=1533) [N=185)
n Mean 5D n Mean 5D
Vi 4 m Maonocular - First Eye 163 Doz 0122 160 0.00 o107
Binocular 163 -0.04 0100 168 -0.08 0102
Vi @ 60 cm Maonocular - First Eye 163 033 0174 160 043 0188
Binocular 163 023 0143 168 034 D182
Vi 53 cm Maonocular - First Eye 153 0oz 0172 158 0.52 D.182
Binocular 163 0224 0.145 158 040 0181
Vi @ 40 cm Maonocular - First Eye 163 D43 0170 160 0.64 0.184
Binacular 163 024 0151 158 062 0.182
VA 33 cm Maonocular - First Eye 163 056 0175 160 070 0188
Binocular 163 047 0168 158 060 0180
i
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Categorical Binocular Visual Acuity

Categoncal binoccular visual acusty (WA) results for subjects at 8 months postoperative are summarnized in Tables 3-4 below.
Each column shows the propertion of subjects achieving the mdicated visual acuity for each test condition. Table 3 provides
pEnocular photopic visual acuity at 40 cm, 53 cm, 60 cm, and at best distance. The best distance is the near distance at
whhich each subject held the near wisual acuity chart to obtain his or her best visual cutcome. Table 4 provides binocular
photops: wisual acuity at distance (4 m). The percentage of subjects achieving 20020 visual acuity at distance (4 m) was

similar between the tao 10Ls.

Table 3: Categorical Binocular Photopic Visual Acuity (80, 53, and 40 cm, and Best Distance)
by Lens Model, All Implanted, & Months Postoperative

Len Sample Worse

s Model ample | 20120 | 20125 | 20032 | 20040 | 2050 | 20063 ;l';‘_aar;

N % | % % % | % | % %

Distance Comected at 60 cm | +2.50 Mulifoeal | 153 | 111 | 222 | 288 | 203 | 118 | 48 1.3
Monofocal 150 | 44 | 8 | 220 | 184 | 280 | 128 | &0

Uncomected 3t 60 cm | +2.50 Mulifocal | 153 | 92 | 10.0 | 268 | 242 | 124 | 7.2 1.3
Monofocal 150 | 83 | 201 | 226 | 180 | 145 | 88 | =8

Distance Comected at 53 cm | +2.50 Multifocal | 153 | 02 | 222 | 242 | 106 | 157 | 72 | 20
Menofoeal 158 | 13 | 38 | 148 [ 158 | 272 | 228 | 148

Uncomected st 53 em | +2.50 Multifocal | 153 | 02 | 157 | 255 | 222 [ 176 | 7.8 | 20
Monofocal 158 | 32 | 70 | 215 | 247 | 177 | 148 | 114

Best Comecled at40em | +250 Multifocal | 153 | 204 | 204 | 200 [ 124 | 72 | oo | o7
Monofocal 150 | 522 | 201 | 151 | o4 | 13 | 13 | o8

Distance Comected at 40 cm | 250 Multifoeal | 153 | 13 | 72 | 222 | 268 [ 235 | 08 | a2
Menofoeal 1580 | oo | 1o | as [ 138 | 105 | 208 | 402

Uncomected at40 em | +2.50 Multifocal | 153 | 20 | 131 | 157 | 248 | 200 | 144 | o2
Menofoeal 150 | oo | a1 | 122 | 151 [ 188 | 170 | =27

Distance Comected atbest | 5 & guitifocal | 153 | 78 | 150 | 203 | 200 | 137 | 150 | 72

distance

Menofoeal 1580 | o8 | 50 | 17 | 180 [ 11 | 214 | 314

Uncomrected at best distance | +2.5 D Multifoeal | 153 | 48 | 131 | 120 | 255 | 183 | 85 | 11.1
Menofocal 150 | 44 | 75 | 128 [ 170 [ 151 | 200 | 220
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Table 4: Categorical Binocular Photopic Distance Visual Acuity (4 m)
by Lens Model, All Implanted, 8 Months Postoperative

Sample Waorse
Lens Model 5i 20120 | 20725 | 2N32 | 20/40 | 20/30 | 20V63 than
ize
20163
M % % o % %a k] %
Best Comected +2.5 D Multifocal 153 BB2 8.2 1.3 1.3 oo 0.0 0.0
Monofocal 158 08 6.8 1.3 06 oo 0.6 0.0
Uncomecied +2.5 D Multifocal 153 758 18.0 0.7 26 13 0.0 0.7
Monofocal 158 Tr4 151 8.3 1.3 (V1] 0.0 0.0

Categorical Monocular Wisual Acuity

The following s a summary of categorical monocular wisual acuity (VA) results for the first eyes implanted with the AcryScfi
I3 ReSTORE +2.5 D Mulifocal 1OL Model SW25TD and moncfocal control HOL Model SNEBIWF at & months postoperative.
The data are summarized in Tables 5-8 below. Each column shows the categorical proportion of subjects achieving the
indicated wisual acuity for each test condition. Table 5 provides categorical monocular photopic visual acuity at 40 om,
53 cm, and at best distance. The best distance is the near distance at which each subject held the near visual acuity
chart to obtain his or her best visual outcome. Mean monocular distance cormected VA for the +2.5 D multifocal 10L was
approamately 2 lines better than the monofocal control 10L at 53 em and 40 cm. Table & provides categorical monocular
photopic wisual acuity at distance (4 m). The percentage of subjects achieving 20V20 visual acwty at distance (4 m) was fairly
similar between the +2.5 D Multifocal and Monofocal 10Ls.

Table 3: Categorical Monocular Photopic Visual Acwity (33 cm, 40 cm, and Best Distance)
by Lens Model, Primary Eye, All Implanted, & Months Postoperative

Worse
,ﬁ;:’l s;'.““"’ 20020 | 20025 | 20032 | 20040 | 20050 | 20062 | than
e

20063
N % % % ™ % % ™

. +2.50
Distance Comrected at 53 om | #4-20 153 20 | 144 | 100 | 275 | 127 | 183 | 72
Monofocal 150 0.0 13 | 62 | 113 | 157 | 258 | 208

+2.50
Uncorrected at 53 cm Milfocsl 153 28 52 | 150 | 2601 | 248 | 118 | 144
Monofocal 150 0.0 5.0 o4 | 164 | 182 | 195 | 314

+2.50
Best Comected at 40 cm it 153 1832 | 231 | 208 | 170 | os 2.6 33
Menofocal 160 306 | 331 | 183 | 81 A3 2.5 25

. +2.50
Distance Comected at 40 om | | ween = 153 1.3 29 | w5 | 182 | 275 | 183 | 202
Menofocal 160 0.0 0.0 25 | 28 | 100 | 144 | eo4

250
Uncorrectad at 40 em Milfocsl 153 0.7 48 | 11 | 1Ma | 48 | 2o | 242
Menofocal 160 0.0 0.0 62 | 83 | 183 | 144 | s8g

Distance Comected at +2.5D
e M 153 23 78 | 170 | 182 | 218 | 121 | 208
Moncfocal 160 0.0 13 | 44 | o4 | 183 | 219 | 469

i +2.50
Uncorrected at best distance | | +40 0 153 20 65 | w5 | 242 | 170 | 178 | 222
Menofocal 160 0.8 5.0 BE | 113 | 121 | 188 | 425

Alcon — Business Use Only



Document ID: Status: Approved, Version: 10.0 Page 161 of 172
V-CLN-0001270 Approved Date: 02 Sep 2020

Takle &6: Categorical Monocular Photopic Distance Visual Acuity (4 m)
by Lens Model, Primary Eye. All Implanted, & Months Postoperative

Lens Model 5;’!;:"* zarz0 | 2025 | 2oz | 2000 | 20050 | 20083 | Worse than 20063
N % % % % =% % %
Best Comected | +2.5 D Multifocal 153 718 | 170 | 72 28 | 0.7 0.0 07
Monaofocal 180 750 | 183 | 75 0E | 08 0.0 0.0
Uncomected | #2.5 D Multifocal 153 222 | 353 | 127 | 58 | 48 o7 o7
Monofocal 180 480 | 250 | 188 | 81 25 | oo 0.6

Binocular Defocus Curves

A bnocular refraction defocus curve shows two peaks, with one at the zero baseline position, which conre mds to the
distance cormmected binocular visual acuity obtamed at the di e focal point of the lens, and one near the —2.0 D) position,
which comesponds o the distance comected binocular visual acuity obitained at the intermediate focal point of the lens (53
cm). The distance peak of this curve demonstrates that AcrySof® 12 ReSTORE [OL subjects achiewed a mean distance
wisual acuity of 20020 or better with an addiional increased depth of focus from +2.0 O to -2.75 D, as compared o monofocal
control subjects. This additicnal increased depth of focus translates to a mean intermediate visual acuity of 2032 or better
at the intermediate distances, most pronounced arcund 53 om, with almost a two line visual acwsty improvement for subjects
implanted with a AcryScff 1Q ReSTOR® +2_5 D Multifocal 1Ol versus the monofocal control {Figure 4.

Figure 4: Mean Defocus Curves by Lens Model, Binocular, Best Case, 1 Month Postoperative

laghis Sneallen
0.0 20420
0.1 20025
0.2 20032
0,3 20040
0.4 20050
0.5 20063
0.6 - 20080
0.7 20100
0.8 200125
0.3 solem P - 20180
1.0 EZ om 200200

o.bo -0.50 -1.bo -1.50 -2.00 -Z.50 =3.00

Rafraction (D)
[ = =+2.5 DMuliifocal (N=145) = Monofocal (M=143) |

Conirast Sensitivity

Binocular best oorrected distance comtrast sensitivity was performed using a sine wawve grating chart (WectorWision
CSW1DDOE) at the 4-3 month exam under four condiions: photopic without glare, photopic with glare, mesopic without
glare, and mesopic with glare.

Descriptive statistics including mean and median confrast scores,. standard deviations (SD), ranges (Min. Max}. and fwo-
sided B0% confidence mtervals are provided for the AcrySoff 10 ReSTORE®E +2.5 D Mulsfocal HOL Model SW25TD group
and for the Model SMEDWF monofocal KOL group under each photopic lighting condition and spatial frequency (Tabde 7) and
each mesopic lighting condition and spatial frequency (Table B). For some measurement conditions, one or more patients
could not see any contrast gratings for a specific spatial frequency. therefore the values shown with "<~ are overestmates
and the standard dewiations shown with *=" are underestimates. The number and t of subjecits unable o see an
gratings for each specfic measurement condition/spatial frequency are shown table in the “Wumber Scorimg ¢—1F
rows. 1The percentage of subjects who could not see any gratings ranged from 0.8% (3 opd, photopic withouwt glare) to
31.8% (12 cpd. mesopic with glare) in the AcryScof 10 ReSTORE +2.5 D Multifecal 10L Model SW25TD growp and from 0%
{2 and 6 cpd, photopec without glare) to 20.4% (12 cpd, mesopic with glare) in the Model SNEWF monofocal KDL grougp.
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Table T: Descriptive Statistics for Binocular Photopic Contrast Sensitivity at Visit 48
[4-6 months postoperative, Best Case Population)

Without Glare With Glare
Il::iguial Monofocal H:Izli?n-[::al Monofoeal
Frequency (N=133) (M=137) (N=133) (N=137)
3 CPD Mot Ascecsed 1 (0.B%) 4 (2.89%) 1 (0LB%G) 4 (2.8%)
Mumber Assessed 132 (BB.2%%) 133 (B7.1%%) 132 (BB %) 133 (B7.1%)
Mumber Scoring (-1) 1 (0.8%) 0 (00%) 2(1.5%) 2 {1.5%)
Mumber with Data for Analysis 131 (BB.5%) 133 (BT.1%) 130 (BT .T3%) 131 (B5.E7%)
Ilaan <1876 1.743 <1.608 <1602
Iedian <1 833 1.785 <1633 =1_TES
s =258 0203 =0.307 =0_2T4
[ MiEn, Mlao) (=0.70, 2.08) {1.18. 2_.08) [=0.70, 2.DB) [=0_70, 2_.DB)
Cl (<1830, 1.714) (1. 714, 1.773) {=1.563, 1.653) | (=1.852, 1.732)
& CPD Mot Assessed 1 (0.B%) 4 [2B%) 1 (0.B%:) 4 (2.8%)
Number Assessed 132 (20.27%) 133 (B7.1%) 132 (BB 2% 133 (B7.1%)
MNumber Scoring {-1) 2 (1.5%] 0 (0.0%:) 15 (11.3%) 8 (5.8%)
Mumber with Data for Analysis 130 (B7.77%) 133 (B7.1%%) 117 (88.0%) 125 (B1.2%)
Iean =1.816 1038 =1 8B4 =1 844
Median <1845 1006 ] <1 845
s =0 256 0251 =>0.316 =>0.308
[Min, Max) (=080, 2.28) {1.20, 2.28) {=0.20, 2.28) (=080, 2.28)
Cl (=1.778, 1.853) (1802, 1.874) {=1.836, 1.733) | (=1.78E, 1.880)
12 CPD Mot Assessed 1 (0.8%) 4 [(2.8%) 1 (0.B%) 4 (2.8%)
Mumber Assessed 132 (2B.29%) 133 (B7.19%) 132 (8B.2%) 133 (BT 1%)
Mumber Scoring (-1) 3 (2.3%) 1 (0.7%) 16 (11.3%) B4 4%
MNumber with Data for Analysis 1208 (87.07%) 132 (9847 117 (83.0%) 127 [82.7%)
tean <1.480 <1 5585 «1.334 <1475
Iedian =1.544 <1.544 <1.288 =1 544
5D =0.312 =0.312 =0.321 =0.2336
[Min, Max) (=080, 2.000) (=080, 2.007) =080, 2 ) (=080, 2.00)
| (=1.414, 1.505) | (=1.510, 1.580) | (<1285, 1.383) | (=1.426, 1.524)
18 CPD Mot Assessed 1 (0.8%C) 4 [2.9%) 1 (0.8%) 4 (2.8%)
MNumber Assessed 132 (80.27%) 133 (B7.17%) 132 (80 .27%) 133 [B7.1%)
Mumber Scoring {-1) 2 (1.5%) 2 {1.5%) 13 (8.8%) 5 (3.6%)
MNumber with Data for Analysis 130 (37.79%) 131 (B5.8%) 118 (89.5%) 12B [83.47%)
Iean <0970 <1108 =0.814 =1.043
tedian <0978 =1.114 <0878 =1.114
5D =0.348 ={.325 =»0.333 =381
{Min, Max) {=0.18, 1.58) {=0.18, 1.58) {=0.18, 1.58) (=018, 1.58)
iCl (=<oD.913, 1.021) | (<1.082, 1.158) | (<=0.883, D.084) | (<D.200, 1.05E6)

SD = Standard Deviation

Cl = Two-sided B0% Confidence Interval
CPD = Cycles Per Degree

The score was set to (-1} when a subject could not complete a sensitivity measurement.
For mean and varability estimations, scores of (-1) were excluded from the calculations. Hence the cormesponding mean
and median measures are overestimated and wariability measures are underestimated.

Caolumn header is nimber of subjects in the best case population

Mumber assessed s number in the best case population manus number not assessed.
Mumber with data for analysis is number assessed minus number scoring (-1}
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Table 8: Descriptive Statistics for Binocular Mesopic Contrast Sensitivity at Visit 4A
[4-6 months postoperative, Best Case Population)

Without Glare With Glare
u:ﬁi?-ugm Monofocal M:ftifﬁn?:al Monofocal

Frequency (N=133) (N=137) [N=133) MN=137)

1.5 CPD Mot Assessed 1 {0.B%) 4 (2.8%) 1 {D.B9%) 4 [Z2.879%)
Mumber &ssessed 132 (BBZWR) 133 (B7.1%) 132 (88_2%) 133 (B7_1%)
Number Scorng (-1} 4 {3.0%]) 2(1.5%) B (3.8%) 4 [2.879%)
Mumber with Data for Analysis 128 (B6 27%) 131 (B5.6%) 127 (B5.5%) 120 (B4 2%)
Mean =1.504 <1622 =1.538 =1.508
Median <1.5B05 <1585 <1.520 =1.6870
5D =0.224 =0_204 =0.237 =0.238
(Min. Max) (=083, 1.87) (=1.07, 1.87) (=0.80, 1.87) (=0.88. 1.87)
CI (=1.562, 1.627) | (=1.583, 1.652) (=1.501, 1.570) | (=1.561.1.631)

3 CPD Mot Assessed 1 (0UB%%) 4 (2.8%) 1 (0.8%) 4 (Z2.879%)
Mumber &ssessed 132 (BBZHR) 133 (BT 1%) 132 (88.2%) 133 (B7.1%)
Mumber Scoring (-1} 1 (0.B%) 1 {0.7%) 4 (3.0%) 3 (2.2%)
Mumiber with Data for Analysis 131 (BB .5%) 132 (BE.4%) 128 (BE.2%) 130 (B4 8%)
Mean =1.563 <1.618 <1.542 =<1.600
Median =1.564 <1.633 =<1.562 <1.508
5D =0.267 =0 226 =022 =0_206
(Min. Max) {=0.70, 2.08) (=1.00, 2.08) (<0.70, 2.08) (=-0.35, 2.08)
CI (=1.525, 1.802) | (=1.586, 1.651) [=1.4B8, 1.585) (<1567, 1.643)

& CPD Mot Assessed 1 (0.B%) 4 (2.8%) 1 (0.B%) 4 (2.8%)
Mumber Assessed 132 [80.2%) 133 (BF 1% 132 (BB.Z%) 133 [BTF. 1%)
Mumber Scoring (-1} 10 {7.5%) 3 (2°2%) 18 {13.5%) 7 (5.1%)
Mumber with Data for Analysis 122 [81.7%) 130 (B 8% 114 [B5.7%) 128 (B2.0%)
Mean =1.5B1 <1673 <1.543 <1817
Median =<1.828 <1663 =1.558 <1620
5D =0 206 =0.2T5 =0.328 =0 277
(Min, Max) (=020, 2.29) (=080, 2.28) (=080, 2_28) (=080, 2_28)
CI (=1.537, 1.825) | {=1.633, 1.713) [=1.482, 1.584) [=1.577. 1.658)

12 CPD Mot Assessed 1 (0.6%] 4 (2.0%) 1 (0.6%) 4 (2.9%)
Humber Assessed 132 [30.2%) 133 (BF 1% 132 (BB 133 (BF. 1%
Mumber Scoring (-1} 30 [22.6%) 21 (15.3%) 42 (31.6%) 2B (20.4%)
Mumiber with Data for Analysis 102 [78.79%) 112 {(31.8%) B0 (87_7%) 105 (TE.8%)
Mean =1.077 <1208 <1.043 <1153
Median =1.078 <1167 <0.828 <1.078
5D =383 =0.345 =0.3BE =0.3TE
(Min, Maoc) {=0_60, 2.00) (=080, 2.00) (=060, 2.00) (=060, 2.00)
[} (=1.017, 1.128) | {=1.154, 1.262) (=0.975. 11100 | (=1.082, 1.214)

5D = Standard Dewiation

C| = Two-sided B80% Confidence Intendal

CPD = Cycles Per Degree

The score was set to (-1) when a subject could not complete a sensitivity measurement.

For mean and varability estimations, scores of {-1) were excluded from the calculations. Hence the comesponding mean

and median measures are owerestimated and variability measures are underestimatad.

Column header is number of subjects i the best case population

Mumber assessed s number in the best case population mnus number not assessad.

Mumber with data for analysis is number assessed minus number scoring (-1).

Mesopic contrast tests were conducted twice and the official sensitivity was defined as the mean of the two individual

measures. The mean score was (-1) if either or both of the individual scores were {-1).
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Adverse Events

The safety of the AcryScfl IQ ReSTORE® +2.5 D Multifecal 1OL Medel 5WV25T0 is based in part on the safety
demonstrated by its parent Model MABDO02 and Model SAG003.
Mo unanticipated seripus adverse device effects were ocbserved in any subjects implanted with Models SV25TO or SMEDIWF.
There were no reports of explants during this clinical study. Adverse events shown in Table 2 were reported as unrelated

to thie POIL.

Table 3: Cumulative and Persistent Adverse Events and SPE Rates, Safety, & Months Postoperative

First implanted eye Second implanted eye
+2.3 D Multifocal Monofocal +2.3 D Multifocal Monofocal
[N = 155) {N = 165) {N = 155) [N = 163)

n | % S‘I;E p-value®| n | % SE..E p-value*| n | % S‘I;E p-value®| n | % S:E p-value*
Cumulative Adverse
Events
Cystoid macular 2 (13| 20 | 05484 |0 00| 20 | 10000 |2 |12 3.0 [ 00484 |0|00| 3.0 | 1.0000
oedama
Endophthaimitis oloo| o1 [1.0000 | o foo| o1 1.0000] 0 fco]o1|1.0000 [ofcof o1 1.0000
Hypopyon oloo| o3 (10000 o foo|ea] 10000 0fco o2 1.0000 [0fco| oz 1.0000
Lens dislecated from | o 1l o4 | 10000 [0 |00 0.1 | 1.0000 |0 {00 |04 | 1.0000 [0 |00| 0.1 | 1.0000
posterior chamber
Pupilary block oloo| o1 (10000 0 foo| o1 10000 0 {oo 01| 10000 [0{co| o1 1.0000
Retinal detachment | 0 (00| 0.3 [ 1.0000 |0 [00| 03 | 1.0000 |0 {00 |02 | 1.0000 |0]00| 022 | 1.0000
Secondary surgscal o|oo| oa 10000 | 0 |oo|oa | 10000 | 0|00 08| 10000 |3]18| 08 | 01432
infensention
Persistent Adwverse
Events
Comeal stroma cedema| 0 |0.0| 0.3 | 1.0000 |0 |00| 0.2 [ 10000 [0 {0002 1.0000 [0foo| 02| 1.0000
Cystoid macular 1|08| 05 |05402 (0 |oo| 05 | 10000 1|06 |05 | 05402 (0|00| 05 | 1.0000
':E{hlra
Iits 1|og| 03 |o2723 |0 ool o2 | 100001 |0e|02 02722 |0]|oo| 02 | 1.0000
Raised IOF requiring | 1np| p4 |1.0000 [ 1 |06| 0.4 | 04838 |0 {00 |04 | 1.0000 |1 |08| 0.4 | 04707
treatment

SPE = Safety and Performance Endpoints
* One-sided exact binomial test (alpha = .05)

Yisual Disturbances

& new Patient Repored Ouicomes instrument (Assessment of Photic Phenomena & Lens EffectS, abbreviated APFLES)
was developed and used in this cinical study. The nstrument adménistered was not validated according to FOA's guidance
document entitled “Patient-reported cutcome measures: use in medical product development to support labefing claims®,
dated December 2009. Patient reported rates of visual disturbances are presented in Table 10 stratified by rating (Mone,
Mild, Moderate, and Severe].
At Wisit 44 (@ months), there were more reports of severe halos and starbursis i the AcrySof® 12 ReSTOR® +2.5 O
Multifecal 10L group while other categornies of reports of severe visual disturbance were the same or lower compared to

the monofecal 10L group.
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Table 10: Wisual Disturbances, Safety. 5 Months Postoperative

+2_3 D Multifocal Monofocal
M Mone Mild Mod | Sewere | M | Mone | Mid | Mod

% % % % % % % %
Glare 153 | =00 50 0.0 33 180 | 484 | 338 | 131 3B
Halos 153 | 373 20.1 222 10.5 160 | 612 | 269 75 3e
Starbursts 153 | 558 24.8 11.8 78 160 | 612 | 269 75 3B
Hazy wision 153 | e6.0 26.8 6.5 0.7 160 | 662 | 244 75 1.3
Blurred vision 163 | 730 10.8 6.5 0.0 180 | 710 | 231 5.0 0.0
Erli'ff'ﬂ m’e straight 153 | ooE 72 2.0 0.0 180 | @31 5.6 0.0 1.3
E‘f&mmm fatiines | 4055 | o5 2.6 20 0.0 180 | @50 3.1 0.6 1.3
Diculle wisicn 153 | o2E 4.6 20 o7 160 | 058 25 0.6 1.3
Color distortion 153 | o4 5.2 o7 0.0 180 | o3E 5.8 0.6 0.0
:i‘;":'uir’;f;i“ due to 153 | o054 3o 0.7 0.0 180 | o1 8.3 1.0 0.0

Glistenings
AcrySofid 10Ls had a low rate of reported glistenings: 25.5% of all 824 mplanted lenses demonstrated no glistenings at &
months. For the 4.5% that reported gistenings, mone were reported to be clinically significant by the implanting surgeon.

2. AcrySof® NATURAL SINGLE-PIECE HOL CLINICAL STUDY (Model SB30AL)
A chndcal study was conducted on subjecis recening the monocfocal AcrySof® Matural Sngle Piece 100 Model SB20AL
comparad to the moncfocal AcrySof@® LW Single Piece 1OL Model S8304L . Subjects were followed for a mmamurm of ocne
year posioperatively and the results provided reasonable assurance of the safety and effectiveness of AcrySoff Matwral
Single Piece DL Model SB30AL for the visual comrection of aphakia.

LColor Perception

Color perception ftesting wsing the Famsworth D-15 Panel Test was conducted on all subjects at the 120 to 180 day
postoperative pericd. OF the 109 subjects with normal color wision implanted with a3 AcrySof® Matwral 10L Model SB30AL
the first operative eye and examined at the 120 to 180 day postoperative visit, 107 (B8.29%) passed the color perception test
Of the 102 subjects with normal color vision implanted with a AcrySof@ UV 1OL Model S430AL in the first cperative eye and
examined at the 120 to 180 day posioperative wisit, B7 {25.1%) passed the color perception test. There were no statistically
significant differences between AcrySoff Matural 10L Medeal SBA0AL and AcrySof® LW KDL Model SAZ0AL for the percent
of subjects that passed the color perception test at the 120 to 180 day postoperative wisit. Therefore, the addition of the
proprietary chromogphore did not negatively affect color wision in patients with mnormal color wision.

3. AcrySof® ReSTORE APODIZED DIFFRACTIVE OPTIC FPOSTERIOR CHAMBER IOL CLIMICAL STUDIES
Multicenter clnical studies were conducted in the United Siates and Ewcpe to establish the safety and effectivenass of
the multifocal AcrySof ReSTORE Apodized Diffractive Optic 10L (Models MAGDD3 and SAG003). An All Implanted cohort
consisted of a total of 566 first-eye implanted ReSTOR® 1OL (440 MASDID3 and 128 SAS003) subjects and 184 AcrySoff
Modeal MAGDOBEM moncfocal 1OL subjects. A& Best Case cohort (subjects with no clnically significant precperative ocular
pathology or postoperative macular degeneration) consisted of 281 Model MASDDSE and 102 Model S48003 ReSTORE 0L
subjects and 172 Modad MASDEM monofocal 1OL subjects. Demographically, these studies consisted of 65.3% female and
34 7% male subjects. Stratified by race, subjects were B3 8% Cawcasian, 2.8% Black, 0.99% Asian, and 2.5% designated
“Orher” The mean age for the total study population was 68.8 years_

5 F Diriyi Sub-stud
Might driwing performance was fested wsing the NDS (Might Driwing Simulator), dewveloped and walidated by Wision
Sciences Research Corp., in bilaterally implanted subjects {23 subjects implanted with ReSTOR® OL Model MAGDDE
and 25 subjects implanted with monofocal comtred Model MAaAGDEM). Might driving perfformance was tested to determane
wisibility distances for the detection and idendification of mad waming signs. message signs. and road hazards under
wvarows conditions {clear [normal], inclement weather [fog], and glare conditions). The simulated driving scenes using the
MDS {(Might Driwing Simudator) were a city street at night with streetlights and a rural highway with low beam headlights.

It is important to realize that there are no absolute detection and identfication distances for all targets o determine safety
and efficacy. Actual visibility distances, excluding individual differences, will depend wpon the target size, contrast (sign age,
clean or dirty sign), background clutter ([oncoming wvehicle headlights, street and siore Eghis) and wehicle headlight condition
(lows or high beams, clean or dirty lens). The MDES was designed to provide similar visibity distances to that of simiar
targets reported n the literature. One could use other targets in the real world and obtain other visibility distances; howewer,
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those distances would be relevant only for the conditicns noted abowe, such as age and condition of the target, and would
change owver time. Therefore, safety and efficacy analysis can onfy be based on relative differences between the lenses,
not absolute values. Viskbdity distance walues could be biased to alow 3 wery large difference bebtaeen lenses fo satisfy
stopping distance requirements by making the simulator targets wisible at wery large distances or, conversely, wisibility
distance walues could be biased to allow a very small difference between lenses to satisfy siopping distance requiremenis
by making the simulator targets wvisible at wery small distances. With this in mind, further analysis uses the acbual tarpet
wisibility distance examples first reported in the validation study literature for the NDS.

The abiity of subjects implanted with ReSTORE 1OL Models MAGDD3 and SAG0D3 to detect and identify road signs and
hazards at night was similar to that of subjects mplanted with the moncfocal control Model MASDBM wnder noomal visibility
driving conditions.

Sign Mdentification

Ruwral Driving Conditions

The mean wisibility distances, standard deviations, and percentage differences between monofocal (Model MASDEN)
subjects and ReSTOR® OL (Model MABDD3) subjects for sign identification under normal. fog, and glare conditions in
thie rural scene are shown in Table 11.

Bath fiog and glare are seen to cause larger diferences in performance between the monofocal subjects and the ReSTOR®
10L Model MASDID3 subjects than the clear night condition. Howsewer, in all mstances the mean diferences were less

than 15%.
Table 11: Mean (& 5D) Sign ldentification Distances in Rural Scene
Lens
Identification Distance Monofocal Difference % Loss
ifeet) Control IOL Model | PESTOREI0L ower Conirol
MAGOE R Model MASODS
Wisibiliny
Conddion Targets
Text 248 £ 57 230 £ 41 14 7.5 %
Mormal -
Warning 523 £ 88 476 + 81 47 B9 %
E Text 248 £42 215+ 50 33 13.4 3%
o Warning 512 £8P 453 + 88 aa 11.8 %
Text 228 £ 56 185 £ 52 33 141 %
Glars - .
Warning 512 £ 88 448 + 83 a4 125%
City Driving Conditions.

The mean wisibility distances, standard deviations, and percentage differences betaeen moncfocal (Model MASDBM)
subjects and ReSTOR® OL (Model MABDD3) subjects for sign identification under normal. fog, and glare condiions n
the city scense are shown in Table 12

Under glare conditicns, the abity of the ReSTOR®E 10OL Model MAGDD3E subjects to identify the text sign was reduced on
awerage by Z8%; howewver, there was only a small difference under these conditions for the warming sagn.

Table 12: Sign ldentification Distances in City Scene

Lens
Identification Distance Mionofocal . ¥ Loss
Difference
ifeet) Control 0L Maodel E‘Eﬂ%ﬂ?& Chwer Caontrol
KMAGDEM
Wisibity Condition Targets

Text 160 £ 30 143 £ 31 17 10.8 %

Monmal
Warning 21 +28 201 £ 25 10 47 %
E Text 155 + 24 138 £ 34 21 13.2%
- Warning 208 £ 23 184 £ 31 24 1.7 %
&l Text 142 + 33 102 £ 48 40 28 %

Zlare
Warning 184 £ 28 170+ 28 24 12.5 %
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Detecting Hazards

Rural Conditions.

The mean wisibility distances, standard dewiations, and percentage differences between moncfocal (Model MASDBEM)
subjects and ReSTORE IOL (Model MASDD3) subjects for hazard detection under mormal, fog, and glare conditions in the
rural scene are shown in Tabde 13, In rural conditions, all differences for detecting hazards were less than 20%.

Table 13: Hazard Detection Distances in Rural Scene

Lens

Dietection Distance Monofocal %% Loss

(feet) Control L :Eg-ﬁi‘ﬁ.ﬁ':}%; Difference Cheer Control
ode
Model MAGODEM

Visib@ty Condition

Morma! 511 + 8D 474 = 87 ar T2%
Fog 507 £ 82 485 £ 101 42 8.5 %
Glare 480 + BE 366 + 150 B4 18.7 %

City Conditions

The mean hazard detection, standard dewviations, and percentage differences for control (Model MASOBEM) subjects and
ReSTOR® ICOL (Model MAGDD3) subjects for hazard detection under normal, fog, and glare conditions in the city scene are
shown in Table 14. For city conditions, in all instances the mean diferences were bess than 15%.

Table 14: Hazard Detection Distances in City Scene

Lens

Dietection Distance Monofocal % Loss

(feet) Controd MOL Eeg-ﬁ?‘ﬂiégg Difference Crheer Control
odel
Model MAGOEM

Visibiity Condition

MNormas 200 + 52 183 £ 38 17 8.5 %
Fog 278 + 66 211 + 85 i8 TR
Glare 180 + &7 188 £ 48 24 128 %

Retinal Detail
Mo difficufties in retinal treatment were encountered by any imvesbgator in the study. Howewer, one inwestigator had 20
reports of loss of retinal detail {i.e., the fundus appeared more anterior).

Adwerse Events

The incidences of cumulative adwerse events for the ReSTORE OL as compared to the FDA historical grid rates are
provided in Takle 15. A single occcumrence of retinal detachmentrepair, single occumence of pupilary block, and surgical
reimterventions exceeded the FDA Grid rate. Mo ooccurmences of persistent adwerse events (adverse ewvents in the FDOA grd
that are chsenved at the 12 month postoperative wisit) were observed in any patients implanted with the ReSTOR® IOL.
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Table 13: ReSTORE IOL versus FDA Historical Grid, First Eye — Safety

Page 168 of 172

ReSTORE ReSTORE
MASDD3 (M=440) | SAS0D3 (N=126) | FDA Grid rate™
M FH M % %
Cumulative Adverse Ewvents

Endophthalmitis o 0.0 o 0.0 0.1
Macular Edema 12 27 1 [VR:} 3.0
Retinal Detachment/Repair o.o 1 0.3 o3
Hyphema o 0.0 ] 0.0 2.2
Pupillary block 1 02 o 0.0 0.1
Lens Dislocation o 0.0 ] 0.0 0.1
Surgical reintenvention 10 23 2 1.8 0.8
2L replacement for biometry ermor 2 (1R 1] 0o A

IO picsmen o st powe 2 [os [0 oo |
2L replacement for visual disturbance 1 0.2 (1] 0o A
2L replacement for decentered 10OL due to frauma 1 o2 (1] oo A
0L replacement due to patient dissatisfaction o 0.0 1 (i} ] A
Laser treabment 3 o i [E]E:] A
Fibein remowal 1 o2 o oo A

Persistent Adwverse Events:

Macular Edema ] 0.0 o oo 0.5
Raised 10F Reguiring Treatment o 0.0 1] oo 0.4
Comeal Edema ] 0.0 o oo 03
Iritis. o] 0.0 1] oo 03

"FO& draft guidance on Monofocal Infraccular Lenses, Annex B (October 14, 1000)

Visual Disturbances

With the exception of blumed near vision and problems with color perception, the monofecal control patients had a lower
rate of severe observations than the ReSTORE IOL patients [Table 18). Of the 440 subjects implanted with ReSTORE IOL
Model MASDD3 and 126 subjects implamted with Model S5AG003, one subject mplanted with ReSTOR® 10L Model MAGDD2

required lens explantation due to wisual disturbances.

Table 16: Visual Disturbances, & Months Postoperative
[Following second eye implantation)

ReSTORE ReSTOR®

. Model MASOD3 Model SA8003 Monofocal Control

Wisual Disturk
o % o T % %

Moderate Seawers Moderate Severe Moderate Severs

Glare/Flare 201 4.9 232 4.3 TA1 1.8
Problems with Maght Wision 8.5 4.1 10.1 2.9 3.8 1.9
Halos 18.0 4.4 23.2 T.2 1.9 1.3
Distorted Mear Vision 0.8 0.8 0.0 0.0 0.8 oo
Distorted Far Wision 1.0 0.3 0.0 0.0 0.8 0.0
Blurred Near Wision 5.9 0.8 T2 0.0 12.8 38
Blurred Far Vision 5.9 1.0 5.8 0.0 3.2 0.6
Double Vision in both eyes 1.5 0.8 14 0.0 1.3 oo
Problems with Color Perception 0.5 0.0 oo 0.0 0.0 oo
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HOW SUPFPLIED
These apodized diffractve optic posterior chamber intraoccular lenses are supplied dry, in a packages terminally sterilized with
ethylene cuwide. They must be opened only under aseptic conditions (see DIRECTHZ2NS FOR USE section).

EXPIRATION DATE

Sterility is guarantesd until the pouch = damaged or ocpened. The expiration date is clearly indicated on the outside of
the lens package. Any lens held after the expiation date should be retumed to Alcon Laboratories, Inc. (s RETURNED
GOODS POLICY).

RETURNED GOODS POLICY

In the United Siates. returmed lenses will only be accepted n exchange for other products, not credit. All returns must be
accompanied by an Alcon Laboratories, Inc., Retumed Goods Mumbsr should be shipped wia traceable means_ A Retumed
Goods Mumber is obiained by cor ing Alcon Laboratories, Inc., Customer Service Department. Issuance of this number
does not constibute final acceptance of the retumed products. For detailed policy guidelines including exchange, please
contact your Sales or Customer Service Representatve.

Ourtside the Uinited States. contact your Local Alcon Laboratories, Inc., office or distribuiors regarding the Retumed Goods
Paolicy.

REFERENCE
Boetiner EA, Wolter JR. Transmission of the ccular media. mvest Ophihalimeol Wis Sci. 1982;1{8kx778-33.
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SYMBOLS USED ON LABELING

SYMBOL EMGLISH
1oL Intraccular lens
PC Posterior chamber
PCL Posterior chamber lens
v Ultraviclet
O Diopter
@, Body diameter (Optic diameter)
&, Orwerall diameter (Dwerall length)

@ Do mot reuse

Use by

Sterilized by ethylene oxide

Serial Mumber

Attention: See instructions for use

[End
M
d Manufacturer

12¥ Upper Limit of Temperature
45 %

eaal

Alcon Laboratores, Inc.

8201 South Freeway

Fort Worth, Texas 76134-2099 USA
U.5. Pat. Mo. 7,870,089,

& 2015 Novartis
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