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Executive Summary:

Key Objectives:

To describe effectiveness and safety of the AcrySof IQ PanOptix Intraocular Lens (IOL) 
Model TFNT00 when implanted to replace the natural lens following cataract removal. 

Decision Criteria for Study Success:

No formal decision criteria for study success are defined.
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1 Study Objectives and Design

1.1 Study Objectives

The objective of this study is to evaluate safety and effectiveness of AcrySof® IQ 
PanOptix™ IOL Model TFNT00 when implanted to replace the natural lens following 
cataract removal.

All analysis in this study will be performed for the descriptive purpose.  

1.2 Study Description

This is a prospective, single-treatment, open-label and interventional clinical study.  The 
investigational lens will be placed within the capsular bag after removal of the natural 
crystalline lens following phacoemulsification.  Bilateral implantation of the investigational 
lens is planned for all subjects. The lens is implanted first to the eye with more advanced 
cataract.  If both eyes have a similar degree of cataract, the surgery first for the right eye will 
be performed.  The time of surgery for the remaining eye (2nd eye) will be within 30days 
from the first surgery which will be decided by the investigators based on the results of the 
examination and observation at Visit 1 (1-2 days after 1st eye implantation).  Both eyes will 
be followed throughout the study. The 60 subjects (120 eyes) will be enrolled at 2 sites in 
Japan.  A total of 10 scheduled visits are planned including the Preoperative/Visit 0 and the 
Operative Visit/Visit 00, Visit 00A. Scheduled postoperative visits must occur at the 
following intervals: 1-2 days, 7-14 days, 30-60 days and 120-180 days. See Table 1-1
Schedule of Study Visits.

Table 1-1 Schedule of Study Visits

Time from Implantation Study Visit
Preoperative Visit 0
Operative (Day 0) Visit 00 / 00A
1-2 days Visit 1 / 1A
7-14 days Visit 2 / 2A
30-60 days Visit 3 / 3A
120-180 days Visit 4A
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1. 3 R a n d o mi z ati o n

T his is a si n gl e -tr e at m e nt st u d y. All s u bj e cts will b e i m pl a nt e d wit h A cr y S of ® I Q 

P a n O pti x ™ I O L  M o d el T F N T 0 0 i n b ot h e y es.

1. 4 M as k i n g

T his is a n o p e n l a b el st u d y.

1. 5 I nt e ri m A n al ysis

N o i nt eri m a n al ys es ar e pl a n n e d f or t his st u d y .

2 A n al ysis S ets

2. 1 Effi c a c y A n al ysis S ets

All I m pl a nt e d A n al ys is S et ( A A S):

All- I m pl a nt e d A n al y sis S et ( A A S) will i n cl u d e all e yes wit h s u c c essf ul t est arti cl e 

i m pl a nt ati on.

B est C as e A n al ys is S et ( B A S):

B est -C as e A n al y sis S et ( B A S) will i n cl u d e all e yes wit h s u c c essf ul t est arti cl e i m pl a nt ati o n 

t h at h a d

 at l e ast 1 p ost o p er ati v e visit;

 n o m a c ul ar d e g e n er ati o n at a n y  ti m e; a n d



A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

n o m aj or pr ot o c ol vi ol ati o n

A A S a n d B A S will b e us e d f or pri m ar y  eff e cti v e n ess a n alys is. T h e pri m ar y a n al ys is s et f or

pri m ar y  eff e cti v e n ess a n al ys es will b e t h e A A S.    
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2.2 Safety Analysis Set

The pre-treatment safety analysis set will include all subjects who consented to participate in 
the study.  The pre-treatment safety analysis set will be the set that will be used to summarize 
occurrence of adverse experiences prior to exposure to the test article.  The treatment-
emergent safety analysis set will include all eyes with attempted implantation with the test 
article (successful or aborted after contact with the eye).

The treatment-emergent safety analysis set will be used for all safety variables after contact 
with the test article.

2.3 Pharmacokinetic Analysis Set

Not Applicable.

3 Subject Characteristics and Study Conduct Summaries

Subject characteristics and study conduct summaries include tables and listings such as a 
subject disposition table, demographics and baseline characteristics tables (including sex, age 
[<60, 60-69, 70-79, ≥80], systemic complication [None/Yes, details] and past ocular surgery 
[None/Yes, details]), operation records*, summary of screen failures by reason and listing of 
subjects excluded from key analysis sets including reasons.

All descriptive summary statistics will be displayed with n and % for categorical data, and 
with mean, median, standard deviation, N, minimum, and maximum for continuous data.

Subject characteristics and study conduct summaries will be presented for the AAS (Overall 
and by site) and safety set (overall only).  Subject characteristics and study conduct 
summaries for the BAS (overall and by site) will be presented if the total N excluded exceeds 
10%.

* : Operative Eye, Problems During Surgery, Other Procedures at Surgery, Insertion Instrument, Incision Site, Final Incision 
Size, anterior capsulotomy size, and Lens Information.

4 Effectiveness Analysis Strategy

4.1 Effectiveness Endpoints

Primary effectiveness variables are as follows.
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 M o n o c ul ar p h ot o pi c b est c orr e ct e d dist a n c e vis u al a c uit y  ( 5 m)

 M o n o c ul ar p h ot o pi c dist a n c e c orr e ct e d i nt er m e di at e vis u al a c uit y ( 6 0 c m)



A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

M o n o c ul ar p h ot o pi c dist a n c e c orr e ct e d n e ar vis u al a c uit y  ( 4 0 c m) 
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4. 2 Effi c a c y H y p ot h es es

N o f or m al h y p ot h esis t esti n g is pl a n n e d.

4. 3 St atisti c al M et h o ds f o r Effi c a c y A n al ys es

Dist a n c e vis u al a c uit y  ( 5 m), i nt er m e di at e vis u al a c uit y  ( 6 0 c m) a n d i nt er m e di at e vis u al 

a c uit y  ( 8 0 c m) will b e c at e g ori z e d as f oll o ws.

 < 0. 5

 0. 5 - < 0. 7

 0. 7 - < 1. 0

 1. 0 ≤

N e ar vis u al a c uit y ( 4 0 c m) will b e c at e g ori z e d as f oll o ws.

 < 0. 4

 0. 4 ≤

T h e N a n d p er c e nt of e a c h c at e g or y  will b e pr o vi d e d b y visit. F or t h es e d e ci m al vis u al 

a c uit y, d es cri pti v e st atisti cs ( g e o m etri c m e a n, dis p ersi o n f a ct or ( D F), N, m e di a n, mi n a n d 

m a x) will b e pr o vi d e d b y visit.  D es cri pti v e st atisti cs ( arit h m eti c m e a n, st a n d ar d d e vi ati o n, N, 

m e di a n, mi n a n d m a x) will als o b e pr o vi d e d f or l o g M A R vis u al a c uit y b y vi sit.

I n or d er t o c o m p ut e t h e m e a n of d e ci m al vis u al a c uit y c orr e ctl y , t h e g e o m etri c m e a n m ust b e

us e d.  T h e f or m ul as f or tr a nsf or mi n g fr om d e ci m al a c uit y  t o l o g M A R s c or e a n d b a c k ar e as 

f oll o ws.

L o g M A R = -L o g 1 0 ( D e ci m al A c uit y )

D e ci m al A c uit y = a nti L o g ( -L o g M A R ) = 1 0 -L o g M A R

T h e m e a n of d e ci m al a c uit y  is d efi n e d as

M e a n of D e ci m al A c uit y = 1 0 m e a n of ( -L o g M A R) = 1 0

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

m e a n of L o g
1 0

( De ci m al A c uit y)
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For geometric means, dispersion factors (DF) corresponds to standard deviations and defined
as:

+DF = 10(mean of Log
10

(Decimal Acuity) + Log (SD)) - 10mean of Log
10

(Decimal Acuity)

-DF = 10(mean of Log
10

(Decimal Acuity)) - 10(mean of Log
10

(Decimal Acuity) - Log (SD))

where, Log (SD) is a standard deviation of Log10 (Decimal Acuity).
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4.4 Multiplicity Strategy

No hypothesis tests are planned.
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4. 5 S u b g r o u p A n al ys es a n d Eff e ct of B as eli n e F a ct o rs

S u b gr o u p a n al ys es f or n u m b er a n d p er c e nt a g e of c at e g ori z e d pri m ar y  e n d p oi nts as b el o w

will b e c o n d u ct e d t o ass ess t h e c o nsist e n c y  of tr e at m e nt eff e ct a cr oss v ari o us s u b gr o u ps.

M o n o c ul ar p h ot o pi c b est c orr e ct e d dist a n c e vis u al a c uit y ( 5 m) a n d M o n o c ul ar p h ot o pi c 

dist a n c e c orr e ct e d i nt er m e di at e vis u al a c uit y ( 6 0 c m)

 < 0. 5

 0. 5 - < 0. 7

 0. 7 - < 1. 0

 1. 0 ≤

M o n o c ul ar p h ot o pi c dist a n c e c orr e ct e d n e ar vis u al a c uit y  ( 4 0 c m)

 < 0. 4

 0. 4 ≤

T h e c o nsist e n c y  of t h e tr e at m e nt eff e ct of t h e pri m ar y  e n d p oi nts will b e ass ess e d 

d es cri pti v el y usi n g s u m m ar y  st atisti cs b y c at e g or y of t h e f oll o wi n g s u b gr o u p f a ct ors:

 A g e c at e g or y  (< 6 0, 6 0 - 6 9, 7 0-7 9, ≥ 8 0 y e ars)

 S e x ( F e m al e, M al e)

 I n v esti g at or

Als o, 5 m , 6 0 c m a n d 4 0 c m vis u al a c uit y  fr o m pri m ar y  effe cti v e n ess v ari a bl es 

will b e a n al y z e d i n t h e s a m e m a n n er b y  s u b gr o u p of p h ot o pi c p u pil si z e at Vi sit 4 A ( ≤ 2. 5 m m, 

> 2. 5 -< 4 m m, ≥ 4 m m) , r etr os p e cti v ely .

4. 6 I nt e ri m A n al ysis f o r  Effi c a c y

N o i nt eri m a n al ys is is pl a n n e d f or t his st u d y.

5 S af et y A n al ysis St r at e g y

5. 1 S af et y E n d p oi nts

T h e s af et y e n d p oi nts ar e:



A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

S e c o n d ar y  S ur gi c al I nt er v e nti o ns R el at e d t o t h e O pti c al Pr o p erti es of t h e I O L
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 A d v ers e E v e nts ( I n cl u di n g Se c o n d ar y  S ur gi c al Int er v e nti o ns N ot- R el at e d t o t h e O pti c al 

P r o p erti es of t h e I O L)

 D e vi c e D efi ci e n ci es

 F u n d us V is u ali z ati o n

 I ntr a o c ul ar Pr ess ur e

 Slit L a m p E x a mi n ati o n

 Dil at e d F u n d us E x a mi n ati o n

 I OL O bs er v ati o ns

 S u bj e cti v e P ost eri or C a ps ul e O p a cifi c ati o n

 P ost eri or C a ps ul ot o m y

 L e ns D e c e ntr ati o n a n d T ilt



 L as er Fl ar e M et er

 S u bj e cti v e S y m pt o ms

 Pr o bl e ms d uri n g S ur g er y

5. 2 S af et y H y p ot h es es

T h er e ar e n o f or m al s af et y  h yp ot h es es i n t his st u d y . T h e f o c us of t h e s af et y  a n al ysis will b e a 

c o m pr e h e nsi v e d es cri pti v e ass ess m e nt of s af et y e n d p oi nts list e d i n S e cti o n 5. 1. 

5. 3 St atisti c al M et h o ds f o r S af et y A n al ys es

E x c e pt ot h er wis e st at e d, t h e a n al ys is s et f or all s af et y a n alys es is t h e s af et y a n al ys is s et as 

d efi n e d i n S e cti o n 2. 2. B as eli n e will b e d efi n e d as t h e l ast m e as ur e m e nt pri or t o e x p os ur e t o 

i n v esti g ati o n al pr o d u ct, e x c e pt ot h er wis e st at e d.

5. 3. 1 S e c o n d a r y S u r gi c al I nt e r v e nti o ns R el at e d t o t h e O pti c al 

P r o p e rti es of t h e I O L

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

S e c o n d ar y  sur gi c al int er v e nti o n ( S SI) will b e r e c or d e d w h e n s e c o n d ar y  sur gi c al int er v e nti o n 

w as p erf or m e d.  N u m b er a n d p er c e nt a g e of e y es will b e s u m m ari z e d f or s ec o n d ar y  sur gi c al 

int er v e n ti o n rel at e d t o t h e o pti c al p r o p erti es of t h e I O L at a n y p ost - o p er ati v e visit w h er e t h e 
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d at a ar e c oll e ct e d , s e p ar at el y f or first i m pl a nt e d e y e a n d s e c o n d i m pl a nt e d e ye.  If s e c o n d ar y 

s urgi c al i nt er v e nti o n is p er f or me d, a s u bj e ct listi n g t h at c o nt ai ns s u bj e ct i d e ntifi c ati o n 

(i n v esti g at or n u m b er, s u bj e ct n u m b er) a n d visit will b e pr o vi d e d , s e p ar at ely f or first 

i m pl a nt e d e y e a n d s e c o n d i m pl a nt e d e y e.

5. 3. 2 A d v e rs e E v e nts (In cl u di n g S e c o n d a r y S u r gi c al I nt e r v e nti o ns 

N ot - Rel at e d t o t h e O pti c al P r o p e rti es of t h e I O L)

T h e n u m b er a n d p er c e nt a g e of e y es wit h o c ul ar a d v ers e e v e nts (i n cl u di n g s e c o n d ar y  sur gi c al 

int er v e nti o ns n ot-r el at e d t o t h e o pti c al p r o p erti es of t h e I O L) will b e pr es e nt e d. Als o, t h e 

n u m b er a n d p er c e nt a g e of s u bj e cts wit h n o n -o c ul ar a d v ers e e v e nts will b e pr es e nt e d.  A n e y e 

wit h m ulti pl e o c ul ar A Es of t h e s a m e pr ef err e d t er m is o nl y  c o u nt e d o n c e t o w ar d t h e t ot al of 

t his pr ef err e d t er m.  All i nf or m ati o n o bt ai n e d o n A Es will b e dis pl a y e d b y s u bj e ct.   

A d v ers e e v e nts will b e s u m m ari z e d i n t h e f oll o wi n g t a bl es:

 All A d v ers e E v e nts ( S eri o us a n d N o n -S eri o us C o m bi n e d)

o O c ul ar

o N o n -O c ul ar

 All A d v ers e D e vi c e Eff e cts 


o O c ul ar

o N o n -O c ul ar

 All S eri o us A d v ers e E v e nts (i n cl u di n g S eri o us A d v ers e D e vi c e Ef f e cts)

o O c ul ar

o N o n -O c ul ar

 S u bj e ct L isti n gs

o N o n -S eri o us O c ul ar

o N o n -S eri o us N o n -O c ul ar

o S eri o us O c ul ar

o

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

2 . 0 ;  M o s t - R e c e n t ;  E f f e c t i v e ;  C U R R E N TT D O C - 0 0 5 3 1 0 2

S t a t i s t i c a l  A n a l y s i s  P l a n 0 3- D e c- 2 0 1 7

S eri o us N o n -O c ul ar

Als o, p ati e nt listi n gs will b e pr o vi d e d f or a d v ers e e x p eri e n c es o c c urr e d fr o m i nf or m e d 

c o ns e nt t o e x p os ur e t o t h e t est arti cl e wit h pr e- tr e at m e nt s af ety a n al ys is s et.
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5.3.3 Device Deficiencies

The number and percentage of all device deficiencies will be tabulated. A listing of all 
device deficiencies, as recorded on the Device Deficiency Form, will also be provided.

5.3.4 Fundus Visualization

Fundus visibility will be assessed by mydriatic slit lamp examination.  Fundus visibility will 
be judged as no (no difficulty) or yes (difficulty).  The results of fundus visibility will be 
summarized in each category using the number and percentage of eyes by first and second 
implanted eye at each scheduled visit where the data are collected.  Eyes with difficulty in 
fundus visualization will be summarized and sorted by first or second eye, by subject 
identification (investigator number, subject number) and by visit.  Eyes with missing follow-
up values of fundus visualization will be summarized and sorted by first or second eye, by 
subject identification (investigator number, subject number) and by visit.  The listing will 
include the following variables: investigator, subject, age, sex, visit, eye and no 
difficulty/difficulty at the visit.

5.3.5 Intraocular Pressure

Intraocular pressure (IOP) measurements will be recorded in mmHg and rounded to the 
nearest whole mmHg. Descriptive summaries (mean, standard deviation, N, median, 
minimum and maximum) of observed values and change from baseline values will be 
presented at each study visit. Eyes with missing follow-up values of intraocular pressure will 
be summarized and sorted by first or second eye, by subject identification (investigator 
number, subject number) and by visit.  A listing will be provided which presents all eyes with 
an increase or decrease in IOP of more than 10 mmHg at any visit compared to the same eye 
at baseline. The listing will include the following variables: investigator, subject, age, sex, 
visit, eye, baseline value, value at the visit and a change from baseline value.

5.3.6 Slit Lamp Examination

For each slit-lamp parameter, number and percentage of each category will be provided by 
visit.  Also, number and percentages of eyes that experience abnormality at any post-
operative visit will be presented. Eyes with missing follow-up values of slit-lamp
examination will be summarized and sorted by first or second eye, by subject identification 
(investigator number, subject number) and by visit.  A listing will be provided which presents 
all eyes with an abnormality in any slit-lamp parameter at any post-operative visit. The 
listing will include all slit-lamp data from all visits with the following variables: investigator, 
subject, age, sex, visit, eye and normal/abnormal findings at the visit.
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5.3.7 Dilated Fundus Examination

For each dilated fundus parameter, number and percentage of each category will be provided 
by visit.  Also, number and percentages of eyes that experience abnormality at any post-
operative visit will be presented. Eyes with missing follow-up values of dilated fundus 
examination will be summarized and sorted by first or second eye, by subject identification 
(investigator number, subject number) and by visit.  A listing will be provided which presents 
all eyes with abnormality in any fundus parameter at any post-operative visit. The listing will 
include the following variables: investigator, subject, age, sex, visit, eye and 
normal/abnormal findings at the visit.

5.3.8 IOL Observations

IOL observations will be summarized using descriptive statistics, including frequency (N) 
and percent of eyes at any post-operative visit. The listing will include the following 
variables: investigator, subject, age, sex, visit, eye, IOL observation including specifying text 
of other IOL observation at the visit and evaluation of clinical significance.

5.3.9 Subjective Posterior Capsule Opacification

The number and percentage of eyes within each category of subjective posterior capsule 
opacification will be tabulated by visit.

5.3.10 Posterior Capsulotomy

The number and percentage of eyes with posterior capsulotomy will be tabulated.

5.3.11 Lens Decentration and Tilt

Tables which include the number and percent in each IOL position measurement category 
(Tilted > 10 degrees and Decentered > 0.5 mm) will be presented at any post-operative visit. 
For eyes with IOL tilting or decentering, a table listing the subject, investigator, visit and 
amount of decentering or tilting will be presented.
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5.3.13 Laser Flare Meter

Flare value will be measured by laser flare meter.  Descriptive statistics will be provided for 
flare value including mean, standard deviation, N, median, minimum and maximum at 
scheduled visit where the data are collected, separately for first implanted eye and second 
implanted eye.  The listing will include the following variables: investigator, subject, age, 
sex, visit, eye and value at the visit.
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5.3.15 Problems during Surgery

Surgical problems will be summarized using descriptive statistics, including number and 
percent of eyes, separately for first implanted eye and second implanted eye. A listing of 
eyes with surgical problems will be presented by subject identification (investigator number, 
subject number), surgical problem(s), separately for first implanted eye and second implanted 
eye.

5.4 Interim Analysis for Safety

No interim analysis is planned for this study.

6 Pharmacokinetic Analysis Strategy

Not Applicable.

7 Analysis Strategy for Other Endpoints

Not Applicable

8 Sample Size and Power Calculations

The 60 eligible subjects will be bilaterally implanted with the AcrySof IQ PanOptix IOL 
(TFNT00). The purpose of this study is to describe safety and effectiveness of the 
investigational lens. The sample size is not determined on the basis of a statistical power 
calculation. With a sample size of 60, a two-sided 95% CI for the mean based on the t-
statistic will extend 0.26*SD units from the observed mean. Also, a 95% confidence interval 
of 50% (30/60) is (36.8%, 63.2%) based on the exact method.

9 References

No references.
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