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L0 Imtroduction

The smtisacal methods and mles described 1 this Stadstical Analysis Plan (SAT) are based on the post-
marker clmical smdy prowcol of Acybef IQ PapOpix mosocular lens (modsl: TEWNTH) m Chmess
populato

This document describes the miles and specifications for the repoming and analysis of post-market climical
smdy protocel of Acyiof I Panlpix inmacoular lens (model: TFWNTH) m Chiness population. This
document describes the dats to be suummanzed and analyzed, as well as the specific statisacal analysis o be
implemented The shells for the tables and lists w0 be presented in the Stzostical Analysis Feport (SAR) and
Climical Smdy Feport (C5F) will be elsborated and explained in a separate document

The objectve of this document is to provide guidance on the statistcal analysis of relevant study data. This
document will be compiled based on the exisang version of the protecol, and subsequent revisions mmst be
agreed by the biostatstician of Eun Too Medical Fesearch and Development (Beijing]) Co., Ld. {“Eun Tuo™)
mnd Alcon related project persoone]l. Im addition, some basic mformaton of thiz smdy (such as smdy
objective, study design) mvolved in the protocol will be listed m this decoment for readers” mndersanding.
This document must be finzlized and signed before the dambase = locked. This doroment will replace the
stafistical analysis secton involved in the protocol. If there is amy inconsistency betwesn the document and
the protecol it is required to be listed, described and explained i the docoment. Afier the document is
finalized any additonal exploratory or other non-conclusive analysis and its explanaton are requoired 1o be
elucidated in the SAF snd C5E. At this dme, thers 15 no need to change this Smtsncal Anabysis Plan. Afier
the database is locked, amy amalysis mconsistent with thizs document 15 requited o be agresd by the
bipstansocian of Eun Too and Alcon related project personnel and elsborated in the SAFR and C5EL

2.0 Objectives of Clinical Trial

The primary objecive of this clinicsl stedy is to assess the clinical performance of PanOptiz InTsocular Lens
{model: TEFRNTHY) in Chinese populatton, especially the observation of visnal sonity and visusl adverse
reactions. The data in this clinical stody will be submited 1o the Naoonal Medical Products Adminisoanon
for renewal of the registation of PanCpix Inwraccular Lens.

3.0 Study Design

31  General Description

This chmical study 15 a prospective, single-arm . mult-center, posi-markedng clinical smdy. The smdy 1s
desizned bazed on the Guidelines for Clmical Trials af Inmaccular Lenses (heremafier refemred to as the
Grticfeiimes), and refers wo the content about clinical mials in ISOI1878-7.

The product in this clinical study s PanOpix Inmeocular Lens (model: TEFRTO0), which is an ulraviolet and
blue light Sltering foldable nmltifecal 101 It s intended for implanmton m the capsular bag in the pesterior
chamber of the boman eye fo replace the uman eye lems. This position allows the IOL to fimction as a
refractive medium thersby comecang the aphakic swate. The IOL &= a buconvex optcal surface design and
its fromt surface includes an asphenc design and a diffractive stmomre. The difftactive souciwe divides the
incoming lizht to provide distance, miermediste. and near vision ranges. The IOL provides clinicians with
moTe options by increasing 3 +2 17 D addition power of intermediate visual acnity and a +3.25 D sddidon
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power of near visnal acnity. This product is snifable for aduli patients who reguire primary implantation of
an infraccular lens in the capsular baz in the posterior chamber after cafaract exmaction with distance,
intermediate and near visual sacnity requirements o 35 0 improve near, intermediate and distance visnal
acuify and reduce spectacle dependence.

In this clinical smdy, subjects will receive binocular implantaton of PanCptix Inraconlar Lens. In terms of
affectiveness, the study will mainly assess the visual performance at Month § after surgsry; in terms of safery,
the smdy will mamly assess the safety performance at Month 6 and Mooth 12 after surgery. All the
affectivensss and safety evaluation indicators will be followed up to Moath 12 afier surgery, and an mierm
amalysis will be performed on the dats when all subjects have completed the §-month follow-up.

3.1  Sample size

The smdy plans to recmait (signing of informed consent form) approximately 158 subjects af no more than §
sites in China in order to include 142 subjects (284 eyes). It is expected that 127 subjects (254 eyes) wall
complete the sudy.

According to the C5Fs summearized in PanOpiix DL Fesponse for China regisiration the oonlar SAE rate is
1.80%. A sample size of 127 subjects would ensure more than a 90% probability of observing at least one
AF for amy event that has a tree incidsoce of 1.8% or greater.

Allowing for a 10% screening failure rate, approximatsly 158 subjects will be enrolled fo obtaim about 142
subjects whe will underge 0L implantation in both eyes. Assuming a further 10% dropout rate at Month 12
of follow-up, if is expected that 127 subjects (254 eyes) will complete the smdy.

3.3  Report text
Please refer o Figure 7-1 Smdy Desizn Flowchart in the protocol for the izl flowchart.
34  Changes from the Protocol

Diemographics and baselinge charactenistics in the protocol will be summarized wsing FAS and PP. In this
amalysis plan, only FAS will bansad.

4.0 Planned Analysis

Thiz section will record the analysis of all study plans in order. This section will include the inferim analysiz
in the plan and the analysis of the final plan. All analysis of all plans will be implemented by the bipstagstcian
of Eun Twoe after the SAP is anthorized, the database iz locked and subject eligibility is determined by the
Sponsor.

Thiz smdy will implement the following analyses:

® Inferim Analysis
® Fmal Analysis

41  Imterim Analysis

This smady plans to conduct an mienm analysis of all data § months afer all subjects have their sacomd
aye Implanted.
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4.2  Final Analysis

The final analyzis of this project will be plnrmed 12 months after a1l subjects are implanted with the second
aye. Unless stated otherwize, all final planned analyses specified in this 5AP will be implemsanted by the
biostanstcian of Em Too.

50 Analysis Sets
51  Safety Set (55)

The safety analysis set includes all subjects who have mied the bmplantation of the myvestgational inraocular
lems (TOL) (successfolly implanted or aboried afier IOL contact with the eye).

5.1  Full Analvsis Set (FAS)

The full analysis sef (FAS) mcludes all subjects who have had the investgatonal IOL successfully implanted
in at least ome eye and have nodsrgone at least one postoperative effectivensss assessment (BCDVA
UCDVA).

53 Per Protocol Set (PF)

The per protecol analysis sa1 (PP) is a subset of FAS and sxcludes all data‘subjects that have met any of the
critical deviation or evalusbility criterta identifiad in the DEP.

6.0 General Considerations

6.1 Reference Start Date and Number of Study Days

The mamber of study days will be calonlated fom the reference start date and be wsed to indicate the number
of start'end days of the assessment and event.

The reference start date is defined as the date of the first weatment of the mvesdgational device (that is, the
day of surgery is Day (), and will sppesr in the list of all assessment'event dates.

®  If the event date 15 not earlier than the reference date:
MNumber of study days = (event date — reference dae) + 1

®  If the event date is earlier than the raference date:
Murmber of study days = (event date-reference date)

If the event date is mcomplete or missing, the date I the list will remam incomplete or missing, and the
mumber of smudy days and any corresponding duration will be presented based on the filling method specified
in Annex IT (Specifications for Incomplets Diates).
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6.2  Baseline

The baseline is defined as the last pon-missing messurement (ncleding unscheduled measarements) taken
before the reference start date Adverse events and device deficiency on the reference siart date will be

considered post-baseline.
6.3  Data on Repeated Tests, Unscheduled Visits and Early Withdrawal

The summary by visit gensrally only presents the data recorded by the roudne wisit. Unscheduled
measuremeants are not included in the sommeary by visit. For repeated tests (with the sames visit oomber), the
laest available measurement for that visit will be nsed for the summeary by visit Data on early withdrawal i=
ot incloded in the summary by visit The list will imclnde data on scheduled, unscheduled wisits and early
withdrawal.

6.4  Appointment of visit windows

According to protecol version 2.0, the following table describes the visit window for this smedy.

Visit EYE Diay
Wisit 0 Pre-Op Both eves Day -224
Wizit ) O 1zt Eye Surgery
Visit 1 1zt Eye Dy 1-2
Visit 2 1zt Eye Dy 7-14
WVisie 04 OF° Ind Eye Surgery
Visit 1A Ind Eye Dy 1-2
Vizit 14 Ind Eye Dy 7-14
Wizt 3JA Buoth eyes Dy 30-60(Post second eye implant)
Visit4 A Buoth syes Dy 80-120{Post second eve implant)
Wizt 3A Buoth eyes Cay 180-210{Post serond eye impland)
Visit 64 Both eyes Cay 360-390(Past sarond eye impland)
Early Withdrawal A A

1. Wisit 00 {15t eye sreery) nmst ecour within 2§ calendar days from Pre-operative Visit (Visit 0).
Wisit 004 (2nd eye surgery) must be performed within 7 o 28 calendar days after Visit 00 (15t eye surgery).

(=]
H

6.5  Statistical test
Mo inference is made aboui the primary endpoinis. Therefore, no hypothesis tests are formulated.

6.6  General Calculation

Continwons variables will be summarized using momber of observatons, mean, standard deviation (S5I),
median, minimum and maximum, a5 well as confidence interval {(C1s) or confidence limit, as applicable.

Frequency and percentage ate nsed for descripiive statstics of the categorical varishles.
For quantitative messurements, the calculation of the baseline change is as fiollows:

®  Tested value of visit X — baseline valne
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6.6.1  Eules for Calculating Precision (Number of Decimal Places)

® The mean, median, and CT precision are the precision of the original data +1. E.g.. the original data is
x %, and the mesn is x xx

® The precision of 5D and SE is the precision of the onginal data +2.

® The min‘'max precision is the same as the onginal data

7.0 Statistical Consideration

7.1 Covariate Adjustment and Factors Included in the Analysis
Mot Applicable.

1.2 Multicenter Study

Thiz smdy will be implemeanted by nultaple investzators in nmltple sites. Cenimal factors are not considered
in the analysis

Site combination is not performed for the analyses in this sdy.

1.3 Missing Data

Mizzing vahes will not be processed m this smady.

74 Examination of Sub-groups

Mo subgroup analysis will be performed in this study

8.0 Output Presentation

Appendix 1 describes the specifications for pressnting outpat data

The template provided with this 5AP describes the ouwipui pressntatdon of this sdy, and the format and
content of summary tables, fizures and lists are provided by the biostatistician of Kun Tuo.

9.0 Distribution and Withdrawal
All smlyjects enrolled in this stdy who provided informed consent are inchided in the caloulation.

Dhzcontnuation of the mial and the rezson for discontimnation before implantation of the lens, atempt to
implant the lens, successful implantation of the lens, completon of the trial discontinnation of the mial and
the reason for discontinuation after implantation of the lens, the oumber and'or percentags of the enrolled
subjects will be described.

In additon based on the foll analysis set, the mowber and percentage of subjects, the nomber and percentage
of subjects with missing causes, and the oomber and percentage of subjects with non-missing data will be
described in accordance with the first eye, second eye, and visit.

The number and percentage of subjects in each analysis set are summearized according to the firsteye, second
ave, all eyves, and all subjecis.
Wersion 1.0, Aug 27, 2021 1017
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The number and percentage of subjects undergoing I0Ls implantation, the nomber and percentage of subjects
with screening faihure, the number and percentage of subjects with mial termination befors lens mplantaton
after passing screening, and the number and percentage of all subjects are summarized by the investigator.

10.0 Demographic and Other Baseline Characteristics

Diemographic data and other baseline characteristics will be presented o FAS.

Thiz smdy will report the following demographic and other baseline charactenistics in terms of sample size,
mean, median standard deviation, maximum and mininuan:

Aga (years)

Anterior Chamber Depth (1)

Axial Length (mm)

Corneal curvamre (DY) (corneal astizmatism (D)= abs(E;- K1)
Monoolar BCDVA (loghIAR)

Binocular BCDVA (loghIAR)

The numbrer and perceniage of subjects will be described for:

®  Age group (< 65 years old; = 65 years old)
®  (Gender

11.0 Effectiveness Results

11.1 Effectiveness Analysis
Thiz smdy defines 4 primary effectiveness endpoints —-.n:I.E' primEary

effectiveness Eﬁiﬂr_ﬁ will be 5I:au5ncalli' snalyzed in the FAS and PP analysis sets. _

11.1.1 Primary Effectiveness Endpoint

The primary effectiveness endpoints of this smdy include the following, with the Month § resulis as the most
critical endpoints:

Percentage of eves with BCD'WA egual to or better than §0.3 logMAR

Mean monocular and binocualar BCDWVA

Mean monocnlar and binecnlar DICTW ALG0om)
® Mesn monoonlar and binecnlar DO AC40 com)

11.1.2  Amalysis Method of Primary Effectiveness

Al primary effectivensss endpoinis will be descriptively statistically summanized

The percentags of eyes with BCDW A egual to or better than 0.3 loghI AR will be usad as a catsgorical vanable
for summary: 0.0 Log? AR and better, 0.1 LoghIAR and betier, 0.2 Logh{AR and better, and 0.3 LoghIAR
and better, lower than 0.3 Logh AR incloding counts and percentages.

Monocular BCDWA, DCIVA and DWCHWA are presented by the first eye, the second eyve and all implanted
eyves; bmpoular BCOWVA DCIVA and DCRWVA are presented by subject, mcluding sample size, mean
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median, standard deviation, mazimom and minimum znd two-sided 5% confidence interval and categoncal

amalysis. If necessary, provide a listing of the fest resulis

11.2  Safety Analvsis

11.2.1 Primary Safety Endpoint
The primary safety endpoints of this stady are as follows, mainly assessing the safety performance at 6 and
12 months after surgery:

Incidence of ocular adverse events, incidence of secondary surgery, snd incidence of severs and most
bothersome visnal dismrbances as reported by the subjects nsing a guestonnaire (LI
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11.2.2 Primary Safety Analysis Method

There s no safefy hypotheses planned m this smdy. The focus of safety analysis is o condoct a
comprehensive descripive assessment of adverse events and other listed paramesters m the safety analysiz
saf, and list them if necessary.

All AB: oocwming from the time 3 subject signs informed consent o smdy ext will be accounted for in the
reporting. Subjects who have had AEs after signing the informed consent form and before exposurs fo IP
will be displayed in the form of a list; the AEs after exposure o I[P (TEAE, freament emargent advarss event)
will be summarized as follows:

1. All adverse svents (combined senions and non-seriows) form

a Ocular

b. Mon-ocnlar
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The types of device deficisnciss will be tabulated and a list will be provided.
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Appendix 1. Specifications for Incomplete Dates

The filled date is not displaved in the list.

Algorithm of adverse events during reamnent

Start Diate

End Date

Action

Found

Found

Ifthe stam datz is < the date of investizational IOL implantation, it will
oot be considered as a TEAE
If the start date is == the data of investizational IOL implantation., it
will be considered as a TEAE

Incomplste

It the stant date is < the date of investigational I0L implamtason, it will
mot be considered as a TEAE
If the start date is = the data of vestpadonal IOL implantation., &
will be considered as a TEAE

Ifthe stant datz is < the date of investizational IOL implantation, it will
oot be considered as a TEAE
If the start date is == the data of investizational IOL implantation., it
will be considered as a TEAE

Iwopmplse, i the kmown part
shows that it is umlikely to be the
same day o later than the st date
of the imvestisatonal dmg

Found

Nan-TEAE

Incompl

Nap-TEAE

Loss

Nap-TEAE

Inromplste, it may be the sme day
or laer than the st date of the
mvestipatonal dnez

Found

If the end date &5 comsidered as the date of imvestizatonal TOL
mplantaten, it will nt be considered as a TEAE

If the end date is == the data of investizational I0L inplanfation, it
will be considered as a TEAE

Incomplete

First. fill i the latest possibla date as the end date (that is, if the day &
miszing, fill m the last day of the month, if beth dry and month are
miszing, fill in December 31 of the current vear):

If the end date &5 considered as the date of iovestizabonal IOL
mplantaten, it will nt be considered as a TEAE

If the end date is == the dafa of investizational I0L mvplantation, it
will be considered as a TEAE

Aszumead it as a TEAE

Found

If the end date is considered as the date of iovestizatsomal IOL
mnplanfaten, it will not be considered az a TEAE

If the end date is == the dafa of imvestizatsonal I0L ivplantation, it
will be considered as a TEAE

Incomplste

First, fill im the latest possible date as the end date (that is, i the day is
missing, fll m the last day of the meonth. if both day and mooth are
missing, Gl in Cecember 31 of the current year):

If the end date & comsidered as the date of imestizatonal TOL
mplantaten, it will nt be considered as a TEAE

If the end date is == the data of investizational I0L inplanfation, it
will be considered as a TEAE

Aszumed it as a TEAE
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