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Executive Summary:

Key Objective:

To evaluate the percentage of AIR OPTIX plus HydraGlyde for Astigmatism soft contact 
lenses (AOHG toric) that orient within ± 30 degrees from the 90° axis (ideal location), 10 
min after lens insertion.

Decision Criteria:

A threshold value of 90% (as a minimum) for the percentage of lenses orienting within ±30 
degrees of the 90° axis has been established for AOHG toric, based on historical data.  
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1 St u d y O bj e cti v es a n d D esi g n

1. 1 St u d y O bj e cti v es

P RI M A R Y O B J E C TI V E

T o  e v al u at e t h e p er c e nt a g e of A O H G t ori c l e ns es t h at ori e nt wit hi n ± 3 0 d e gr e es fr o m t h e 9 0 ° 

a xis (i d e al l o c ati o n), 1 0 mi n aft er l e ns i ns erti o n.

1. 2 St u d y D es c ri pti o n

K e y  c o m p o n e nts of t h e st u d y ar e s u m m ari z e d i n Ta bl e 1 - 1.

Ta bl e 1 -1 St u d y  D es cri pti o n S u m m ar y

St u d y  D esi g n Pr os p e cti v e, r a n d o mi z e d, t w o-p eri o d cr oss o v er , d o u bl e -m as k e d , 

a cti v e c o ntr ol l e d

St u d y  P o p ul ati o n Vo l u nt e er s u bj e cts a g e d 1 8 or o v er w h o ar e a d a pt e d s oft c o nt a ct 

l e ns w e ar ers, h a v e at l e ast 3 m o nt hs of s oft c o nt a ct l e ns w e ari n g

e x p eri e n c e, a n d w h o w e ar t h eir h a bit u al l e ns es at l e ast 3 d a y s p er 

w e e k a n d at l e ast 8 h o urs p er d a y .

Ta r g et t o c o m pl et e: 3 0 ; Pl a n n e d t o e nr oll: ~3 5

N u m b er of Sit es 1 - 2, U S

Te st Pr o d u ct AI R O P TI X pl us H y dr a Gl y d e f or Asti g m atis m s oft c o nt a ct l e ns es 

( LI D0 0 9 9 4 1)

C o ntr ol Pr o d u ct AI R O P TI X ® f or Asti g m atis m s oft c o nt a ct l e ns es

D ur ati o n of T r e at m e nt Te st Pr o d u ct: ~ 3 0 mi n. ; C o ntr ol Pr o d u ct: ~ 3 0 mi n.

Wa s h o ut: 3 0 ( + 1 5) mi n.

Vi sits S u bj e cts will att e n d o n e of fi c e visit c o nsisti n g of

 B as eli n e/ S cr e e ni n g

 E x p os ur e P air 1 – P eri o d 1

 E x p os ur e P air 2 – P eri o d 2

 E xit

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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

S t a t i s t i c a l  A n a l y s i s  P l a n 1 1- D e c- 2 0 1 7
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A study design schematic is depicted in Figure 1–1.

Figure 1–1 Study Design

1.3 Randomization

A member of the Randomization Programming group at Alcon who is not part of the study 
team will generate the randomized allocation schedule(s) for study lens sequence assignment
for each subject (ie, 1 = AOHG toric → AO toric; 2 = AO toric → AOHG toric). 
Randomization will be implemented in iMedidata Balance.

1.4 Masking

This study is double-masked.

1.5 Interim Analysis

There are no plans to conduct an interim analysis and no criteria by which the study would be 
terminated early based upon statistical determination.

2 Analysis Sets

2.1 Safety Analysis Set

Safety analyses will be conducted using the safety analysis set on a treatment-emergent basis. 
As such, the safety analysis set will include all subjects/eyes exposed to any study lenses 
evaluated in this study. For treatment-emergent safety analyses, subjects/eyes will be 
categorized under the actual study lens exposed in the corresponding lens sequence.

Adverse events occurring from the time of informed consent but prior to first exposure to 
study lenses will be summarized in subject listings.
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2. 2 F ull A n al ysis S et

T h e f ull a n al ys is s et ( FA S) is t h e s et of all r a n d o mi z e d s u bj e ct s w h o ar e e x p os e d t o a n y  st u d y 

l e ns es e v al u at e d i n t his st u d y.

2. 3 P e r P r ot o c ol A n al ysis S et

T h e p er pr ot o c ol ( P P) a n al y sis s et is a s u bs et of FA S a n d e x cl u d es all d at a/s u bj e ct s w hi c h

h a v e m et a n y of t h e criti c al d e vi ati o n or e v al u a bilit y  crit eri a i d e ntifi e d i n t h e D e vi ati o n a n d 

E v al u a bilit y  Pl a n.

3 S u bj e ct C h a r a ct e risti cs a n d St u d y C o n d u ct S u m m a ri es

T h e f oll o wi n g t a bl es will b e pr es e nt e d:

 S u bj e ct Dis p ositi o n b y  L e ns S e q u e n c e

 A n al y si s S et s b y Le ns

 A n al y si s S et s b y Le ns S e q u e n c e

 S u bj e ct A c c o u nti n g b y L e ns S e q u e n c e

 D e m o gr a p hi cs C h ar a ct eristi cs b y L e ns S e q u e n c e

 B as eli n e C h ar a ct eristi cs b y L e ns S e q u e n c e

D e m o gr a p hi cs a n d s u bj e ct a c c o u nti n g t a bl es will b e s u m m ari z e d o n t h e s af et y , f ull, a n d P P 

a n al ys is d at as ets. B as eli n e c h ar a ct eristi cs will b e s u m m ari z e d o n t h e f ull a n d P P a n al ysis 

d at as ets .

I n a d diti o n, t h e f oll o wi n g s u bj e ct listi n gs will b e pr o vi d e d:

 Listi n g of S u bj e cts E x cl u d e d fr o m Pr ot o c ol D efi n e d A n al ys is S ets

 Listi n g of L e ns S e q u e n c e Assi g n m e nt b y  In v esti g at or

 Listi n g of S u bj e cts Dis c o nti n u e d fr o m St u d y

4  Eff e cti v e n ess A n al ysis St r at e g y

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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

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

T his st u d y  d efi n es 1 pri m ar y ,  

e n d p oi nts. All eff e cti v e n ess e v al u ati o ns will us e t h e F A S as t h e pri m ar y  a n al ysis s et. 

S u p p orti v e a n al y s es of t h e pri m ar y  eff e cti v e n ess e n d poi nts will b e 

c o n d u ct e d usi n g t h e P P A n al y sis S et o nl y if t h e n u m b er of s u bj e cts e x cl u d e d fr o m t h e P P 

A n al y sis S et e x c e e ds 5 % of t h e F A S.
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For all planned inferential analyses, alternative models/methods may be considered if 
convergence cannot be achieved. Furthermore, if significant carryover effects are noted 
(confounded with sequence effect), results will be examined by period, ie, exposure time 
point, to ensure the overall conclusion is valid.

All data obtained in evaluable subjects/eyes will be included in the analysis. No imputation 
for missing values will be carried out for the effectiveness analyses.

A listing of selected effectiveness data will also be provided.

4.1 Effectiveness Endpoints

Primary Endpoint

The primary endpoint is the percent of AOHG toric lenses with axis orientation within ±30 
degrees from the 90° axis (ideal location), 10 min. after lens insertion. This percentage is
calculated for the binary variable derived based on axis location of each lens as defined 
below:

Yes – if the absolute difference between the axis location and 90 is less than or equal 
to 30 (ie, lens located between the 60° and 120° axis inclusive); or

No – otherwise.
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4.2 Effectiveness Hypotheses

Primary Effectiveness

No inferences will be made on the primary effectiveness endpoint; therefore no hypotheses 
are formulated.

4.3 Statistical Methods for Effectiveness Analyses

4.3.1 Primary Effectiveness Analyses

Frequency and percentage of lenses classified as ‘Yes’ will be provided for AOHG toric and
AO toric, and two-sided 95% confidence intervals (CI) based on the exact binomial 
distribution will be calculated. The following SAS pseudocode will be used to obtain the 
confidence interval.
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proc freq data=effdata order=data;
by trtpn;
tables response_outcome/binomial (exact);
run;

A threshold of 90% (as a minimum) has been established for this endpoint based on historical 
data. Therefore, percent of ‘Yes’ for AOHG toric lenses will be compared numerically to 
90%.

4.4 Multiplicity Strategy

Since only one endpoint will be tested inferentially, there is no concern for multiplicity.

4.5 Subgroup Analyses and Effect of Baseline Factors

It is not expected that demographic or baseline characteristics will have an impact on the 
study results in this study. No subgroup analyses are planned.
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4. 6 I nt e ri m A n al ysis f o r  Effe cti v e n ess

N o i nt eri m a n al ys is is pl a n n e d f or t h e eff e cti v e n ess e n d p oi nts.

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

o c c urr e n c e of a d v ers e e v e nts as w ell as t h e ot h er list e d p ar a m et ers . T h er ef or e, no i nf er e nti al 

t esti n g will b e d o n e f or t h e s af et y a n al ys is.

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 d v ers e E v e nts ( A E) – o c ul ar a n d n o n o c ul ar

 Bi o mi cr os c o p y Fi n di n gs

o Li m b al h y p er e mi a

o B ul b ar h y p er e mi a

o C or n e al st ai ni n g

o C o nj u n cti v al st ai ni n g

o P al p e br al c o nj u n cti v al o bs er v ati o ns

o C or n e al e pit h eli al e d e m a

o C or n e al str o m al e d e m a

o C or n e al v as c ul ari z ati o n

o C o nj u n cti v al c o m pr essi o n/i n d e nti o n

o C h e m osis

o C or n e al i nfiltr at es

o Ot h er fi n di n gs

 D e vi c e D efi ci e n ci es

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

T h er e ar e n o s af et y h y p ot h es es pl a n n e d i n t his st u d y . 

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

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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

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

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. 1. 

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 st u d y l e ns es, i e, t h e 

B as eli n e/ S cr e e ni n g ass ess m e nt ti m e p oi nt d uri n g V isit 1. S af et y  v aria bl es will b e s u m m ari z e d 

d es cri pti v el y . 
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5. 3. 1 A d v e rs e E v e nts

T h e a p pli c a bl e d ef i niti o n of a n A E is i n t h e st u d y pr ot o c ol. All A Es o c c urri n g fr o m w h e n a 

s u bj e ct si g ns i nf or m e d c o ns e nt t o w h e n a s u bj e ct e xits t h e st u d y  will b e a c c o u nt e d f or i n t h e 

r e p orti n g.

P r e-tr e at m e nt A Es will b e s e p ar at e d fr o m tr e at m e nt -e m er g e nt A Es o c c urri n g d uri n g t h e st u d y 

p eri o d. A pr e -tr e at m e nt A E is a n e v e nt t h at o c c urs aft er si g ni n g i nf or m e d c o ns e nt b ut pri or t o 

e x p os ur e t o st u d y l e ns es. T h e p eri o d f or tr e at m e nt -e m er g e nt A E a n al ys is starts fr o m e x p os ur e 

t o st u d y l e ns es u ntil t h e s u bj e ct c o m pl et es or is dis c o nti n u e d fr o m t h e st u d y . E a c h A E will b e 

s u m m ari z e d u n d er t h e e x p os e d l e ns b as e d u p o n t h e e v e nt o ns et d at e/ti m e, u p u ntil t h e st art of 

t h e n e xt l e ns i n t h e cr oss o v er s e q u e n c e.

T h e f oll o wi n g t a bl es a n d s u p p orti v e listi n gs will b e pr o vi d e d:

 I nci d e n c e of All O c ul ar T r e at m e nt-E m er g e nt A d v ers e E v e nts

 I nci d e n c e of O c ul ar S eri o us Tr e at m e nt E m er g e nt A d v ers e E v e nts 

 I nci d e n c e of O c ul ar Si g nifi c a nt N o ns eri o us T r e at m e nt E m er g e nt A d v ers e E v e nts

 I nci d e n c e of All N o n o c ul ar Tr e at m e nt E m er g e nt A d v ers e E v e nts

 I nci d e n c e of N o n o c ul ar S eri o us Tr e at m e nt E m er g e nt A d v ers e E v e nts

 Listi n g of All O c ul ar T r e at m e nt-E m er g e nt A d v ers e E v e nts

 Lis ti n g of All N o n o c ul ar T r e at m e nt-E m er g e nt A d v ers e E v e nts

 Listi n g of All O c ul ar Pr e -Tr e at m e nt A d v ers e E v e nts

 Listi n g of All N o n o c ul ar Pr e -Tr e at m e nt A d v ers e E v e nts

5. 3. 2 Bi o mi c r os c o p y Fi n di n gs

E a c h bi o mi cr os c o p y p ar a m et er will b e t a b ul at e d b y its gr a d e. F or e a c h bi o mi cr os c o p y 

p ar a m et er , c o u nts a n d p er c e nt a g es of e y es t h at e x p eri en c e a n i n cr e as e of ≥ 2 gr a d es fr o m 

B as eli n e / S cr e e ni n g to a n y  s u bs e q u e nt ti m e p oi nt will b e pr es e nt e d. A s u p p orti v e listi n g will 

b e g e n er at e d w hi c h will i n cl u d e all bi o mi cr os c o p y d at a fr o m all ass ess m e nt ti m e p oi nts f or 

t h es e e yes e x p eri e n ci n g t h e i n cr e as e.

T h e f oll o wi n g t a bl es a n d s u p p orti v e listi n gs will b e pr o vi d e d:

 Fr e q u e n c y  a n d P er c e nt a g e f or Bi o mi cr os c o p y Fi n di n gs by Vi sit (B as eli n e, E xit)

 I nci d e n c e of I n cr e as e d S e v erit y b y 2 or M or e Gr a d es i n Bi o mi cr os c o p y Fi n di n gs 

 Listi n g of S u bj e cts W it h Ot h er Bi o mi cr o s c o p y Fi n di n gs
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 Listi n g of S u bj e cts W it h I n cr e as e d S e v erit y b y 2 or M or e Gr a d es i n Bi o mi cr os c o p y 

Fi n di n gs 

 Listi n g of S u bj e cts W it h I nfiltr at es

5. 3. 3 D e vi c e D efi ci e n ci es

T h e f oll o wi n g t a bl e a n d s u p p orti v e listi n gs will b e pr o vi d e d:

 Fr e q u e n c y  of Tr e at m e nt -E m er g e nt D e vi c e D efi ci e n ci es

 Listi n g of Tr e at m e nt -E m er g e nt D e vi c e D efi ci e n ci es

 Listi n g of D e vi c e D efi ci e n ci es Pri or t o E x p os ur e of St u d y  Le ns es

6 A n al ysis St r at e g y f o r Ot h e r E n d p oi nts

N ot A p pli c a bl e.

7 S a m pl e Si z e a n d P o w e r C al c ul ati o ns

Alt h o u g h i nf er e nti al t esti n g is n ot pl a n n e d f or t h e pri m ar y  eff e cti v e n ess e n d p oi nt, e x p e ct e d 

pr e cisi o n of t h e o bs er v e d r es ults is pr o vi d e d. A t w o-si d e d 9 5 % c o nfi d e n c e i nt er v al f or a 

si n gl e pr o p orti o n will e xt e n d a p pr o xi m at el y  0. 1 0 fr o m t h e o bs er v e d v al u e w h e n t h e e x p e ct e d 

pr o p orti o n is 0. 9 0, wit h a s a m pl e si z e of 3 0.

 

 

 

 

 

 

 

8 R ef e r e n c es
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9 Revision History

This is the original (Version 1.0) Statistical Analysis Plan for this study. This version of the 
Statistical Analysis Plan is based on Version 1.0 of the study protocol.
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1 0 A p p e n di x

T a bl e 1 0 – 1 S c h e d ul e of St u d y P r o c e d u r es a n d Ass ess m e nts

P r o c e d u r e/ Ass ess m e nt
B as eli n e/
S c r e e ni n g

E x p os u r e P ai r 
1 – P e ri o d 1

E x p os u r e P ai r 
2 – P e ri o d 2

E xit

I nf or m e d C o ns e nt  - - -

D e m o gr a p hi cs  - - -

M e di c al Hist or y  - - -

C o n c o mit a nt M e di c ati o ns  - - ( )

I n cl usi o n/ E x cl usi o n  - - -

H a bit u al l e ns i nf or m ati o n 
( br a n d, p o wer, a xis) * 

 - - -

V A w/ h a bit u al 
c orr e cti o n 
( S n ell e n dist a n c e) *

 - - 

M a nif est r efr a cti o n *  - - -

B C V A ( S n ell e n dist a n c e 
wit h m a nif est r efr a cti o n) *

 - - -

Bi o mi cr os c o p y
#  - - 

Fit st u d y l e ns es -   -

A xis ori e nt ati o n 1 0 ( + 2) mi n 
aft er i ns erti o n 1 -   -

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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

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



P a g e 1 6

P r o c e d u r e/ Ass ess m e nt
B as eli n e/
S c r e e ni n g

E x p os u r e P ai r 
1 – P e ri o d 1

E x p os u r e P ai r 
2 – P e ri o d 2

E xit

A d v ers e E v e nts    

D e vi c e d efi ci e n ci es    

E xit F or 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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

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



P a g e 1 7

( ) if a p pli c a bl e; 

* S o ur c e o nl y

 

 
1 D at a w ill b e us e d f or d eri vi n g pri m ar y eff e cti v e n ess e n d p oi nt. 

 

#

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:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 6 0 5

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

PI m a y  c h o os e t o t a k e p h ot o gr a p h or vi d e o of slit l a m p o bs er v ati o ns
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