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The purpose of this Statistical Reporting and Analysis Plan is to describe the planned analyses 
and outputs to be included in the Clinical Study Report for Protocol 209442. 

1 Summary of Key Protocol Information 
A cosmetic product that is freely available to the consumer must be safe when applied under 
normal or reasonably foreseeable conditions of use. Thus, as a general requirement, the safety 
of a developmental formulation should be confirmed before it is marketed. 
Acceptability ‘in-use’ studies are useful clinical models with which to determine the irritation 
potential (local tolerance) of a cosmetic formulation to provide confidence the finished product 
is suitable for general sale. 
The objective of this clinical study is to determine the local cutaneous and ocular tolerance of 
a developmental cosmetic facial serum in healthy females with sensitive facial skin under 
normal conditions of use.  

1.1 Study Design 
This is a randomized, evaluator-blind (dermatologist and ophthalmologist), 2-arm, 
parallel-group, single-center, non-comparative clinical ‘in-use’ study to determine the local 
cutaneous and ocular tolerance of a developmental cosmetic facial serum formulation in healthy 
female subjects aged 18 to 65 years (inclusive) with clinically evaluated sensitive skin, as 
determined by a positive response to a Lactic Acid Sting Test (LAST), with minimal signs or 
symptoms of cutaneous irritation and no signs or symptoms of ocular irritation. A reference 
product, proven to be suitable for use in a sensitive skin population, is included to enable the 
study to be conducted in a randomized and blinded manner, rather than as a single-arm or open-
label study, to minimize bias and ensure a robust outcome.  
A sufficient number of subjects will be screened (approximately 180) to randomize 90 subjects 
to ensure that at least 60 subjects (30 per arm) complete the study.  
At Visit 1 (screening), subjects who agree to participate in the study by signing the informed 
consent will be assessed by a qualified dermatologist for baseline clinical assessments of the 
signs and symptoms of cutaneous irritation and by a qualified ophthalmologist for baseline 
clinical assessments of the signs and symptoms of ocular irritation. Following these 
assessments, a LAST will be conducted in the nasolabial region to confirm whether the subject 
has sensitive skin. Subjects will only be considered eligible to continue in the study if they 
present a positive response to the LAST. Medical history, Fitzpatrick skin type, prior, current 
and concomitant medication will also be recorded at this visit. Subjects will be asked to self-
assess baseline signs and symptoms of cutaneous and ocular irritation prior to the LAST and 
any product application. 
Subjects will only be considered eligible to continue in the study if they have a dermatologist 
signs and symptoms cutaneous irritation score of greater than or equal to 0.5 (very slight) for 
erythema and a score of greater than or equal to 0.5 (very slight) for dryness, a score of 0 (none) 
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or 0.5 (very slight) for scaling and 0 (none) or 0.5 (very slight) for edema. Any subject with a 
score of 3 (severe) in any cutaneous irritation attribute will exclude the subject from the study, 
as this does not reflect the target population for the product. Any ophthalmologist signs and 
symptoms attribute score of greater than 0 (none) will exclude the subject from the study.  
For subjects who continue to be eligible to participate in the study, the first application of their 
assigned product will be at the investigational site, under the supervision of a trained technician. 
Subjects will be asked to complete further self-assessment questions of the signs and symptoms 
of cutaneous and ocular irritation they are experiencing, 1 to 2 hours after first application. 
Subjects will then be instructed to apply their assigned product at home again the same evening 
and twice-daily for 21 (+2) days as part of their normal skin care routine. A paper diary will be 
provided to each subject to record the number of daily applications of product, from first 
application at site to final application at home. The final application of product will be at home 
on the morning of the final visit (Visit 2). 
At Visit 2 (final visit), the dermatologist and ophthalmologist will conduct final clinical 
assessments of the signs and symptoms of cutaneous and ocular irritation, respectively. Subjects 
will also be asked to conduct a final self-assessment of the signs and symptoms of cutaneous 
and ocular irritation. Subjects will return their completed diary and supplied product and will 
subsequently be discharged from the study. 

1.2 Study Objectives 
The objectives of this study are as follows: 
 
Objectives Endpoints 
Primary Objective Primary Endpoint 
To determine the local cutaneous 
tolerance profile of the investigational 
product in healthy females with sensitive 
facial skin under normal conditions of 
use 

Change from baseline (prior to any product 
application) in dermatologist visual 
assessment scores of signs and symptoms of 
cutaneous irritation to 21 (+2) days of 
product use 

Secondary Objectives Secondary Endpoints 
To determine the local ocular tolerance 
profile of the investigational product in 
healthy females with sensitive facial skin 
under normal conditions of use 

Change from baseline (prior to any product 
application) in ophthalmologist visual 
assessment scores of signs and symptoms of 
ocular irritation to 21 (+2) days of product 
use 

To determine the local cutaneous and 
ocular tolerance of the investigational 
product from the perspective of the 
subject in healthy females with sensitive 
facial skin under normal conditions of 
use 

Change from baseline in subject self-
assessment scores of signs and symptoms of 
cutaneous and ocular irritation to 1 to 2 hours 
after first product application and following 
21 (+2) days of use 
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O bj e cti v es  E n d p oi nts  
S af et y O bj e cti v e  S af et y E n d p oi nt  
T o e v al u at e t h e g e n er al s af et y of t w o 
c os m eti c f a ci al s er u ms  

Fr e q u e n c y  a n d s e v erit y of A d v ers e E v e nts  

1. 3   Tr e at m e nt s 

T h e  f oll o wi n g  st u d y  pr o d u cts  will  b e  s u p pli e d  b y  t h e  Cli ni c al  S u p pli es  D e p art m e nt, 
Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e ( G S K C H):  

T a bl e 1- 1 D et ail s of St u d y Pr o d u ct s  

 I n v esti g ati o n al P r o d u ct  R ef e r e n c e P r o d u ct  

P r o d u ct N a m e  D e v el o p m e nt al S er u m  
P h ysi o g el C al mi n g R eli ef 

A nti -R e d n ess S er u m  

( K or e a n m ar k et pl a c e pr o d u ct) 

P r o d u ct 
F o r m ul ati o n 
C o d e ( M F C)  

  

P r o d u ct F o r m at  3 0 ml B ottl e wit h pist o n p u m p  

Dis p e n si n g 
D et ails  

A kit will b e dis p e ns e d t o e a c h s u bj e ct c o nt ai ni n g 2 b ottl es  

A p pli c ati o n 
Q u a ntit y  

T o b e us e d as p er n or m al h o m e us e a p pli c ati o n 

R o ut e of 
A d mi nist r ati o n  

T o pi c al d er m al (f a ci al) a p pli c ati o n  

A p pli c ati o n 
I n st r u cti o n s  

A p pl y t wi c e - d ail y t o fr es hl y cl e a ns e d s ki n i n pl a c e of y o ur c urr e nt 
s er u m a n d b ef or e y o ur m oist uri z er  

R et u r n 
R e q ui r e m e nts  

All us e d/ u n us e d s a m pl es t o b e r et ur n e d t o t h e st u d y sit e 

Ot h er it e ms t o b e s u p pli e d b y t h e cli ni c al i n v esti g ati o n al sit e:  

•  A q u e o us L a cti c A ci d s ol uti o n ( 1 0 %) – F or L A S T .  

•  S ali n e s ol uti o n ( 0. 9 M ol ar) – F or L A S T . 

•  C ott o n B u ds - F or L A S T .  

1. 4   S a m pl e Si z e C al c ul ati o n 

C CI

A s uffi ci e nt n u m b er of s u bj e cts will b e s cr e e n e d ( a p pr o xi m at el y 1 8 0) t o r a n d o mi z e 9 0 s u bj e cts 
t o e ns ur e t h at at l e ast 6 0 s u bj e cts ( 3 0 p er ar m) c o m pl et e t h e st u d y. It is d e e m e d t h at 3 0 s u bj e cts 
p er ar m ar e c o nsi d er e d s uffi ci e nt t o ass ess t h e pri m ar y e n d p oi nt: d er m at ol o gist ass ess m e nt of 

C CI
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signs and symptoms of cutaneous irritation total score. The sample size for this study has been 
selected based on clinical considerations and to ensure compliance with the Agência Nacional 
de Vigilância Sanitária (ANVISA) Guideline for the Safety Evaluation of Cosmetic Products 
(ANVISA, 2012) which mandates an investigational product be tested on at least 30 subjects. 

2 Planned Analyses 

2.1 Interim Analysis 
No interim analysis is planned for this study. 

2.2 Final Analyses 
The final planned primary analyses will be performed after the completion of the following 
sequential steps: 

1. All subjects have completed the study as defined in the protocol. 
2. All required database cleaning activities have been completed and database has been 

locked. 
3. All criteria for unblinding the randomization codes have been met and the 

randomization codes have been distributed. 

3 Considerations for Data Analyses and Data Handling 
Conventions 

3.1 Baseline Definition 
For all endpoints, the baseline value will be the (non-missing) value obtained prior to any 
product application.  

3.2 Subgroups/Stratifications 
There are no subgroup/stratifications for this study. 

3.3 Center Pools 
Since this is single center study, pooling of centre is not applicable. 

3.4 Timepoints and Visit Windows 
The timepoints and visits for this study are defined in the section “Schedule of Activities” of 
the protocol. Any deviation from the study schedule will be reviewed on case-by-case basis to 
identify any major deviations. A listing of subjects who are non-compliant with the protocol 
specified time-window for study visits will be produced for the Blinded Data Review Meeting 
(BDRM).  
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4 D at a A n al y si s  

D at a a n al ysis will b e p erf or m e d b y S y n e os H e alt h. T h e st atisti c al a n al ysis s oft w ar e us e d will 
b e S A S ( St u di o) v ersi o n 9. 4 or hi g h er.   

Pri or t o d at a b as e cl os ur e a B D R M will b e c o n d u ct e d , d uri n g w hi c h v ari o us as p e cts of t h e tri al 
will b e dis c uss e d a n d a gr e e d.   

U nl ess ot h er wis e d es cri b e d, all listi n gs will b e pr o d u c e d f or all r a n d o mi z e d s u bj e cts.   

4. 1   P o p ul ati o n s f or An al y si s  

T a bl es d es cri b e d i n t his s e cti o n will b e pr o d u c e d f or all r a n d o mi z e d s u bj e ct s.   

4. 1. 1  S u bj e ct D i s p o siti o n 

S cr e e n f ail ur es ar e d efi n e d as s u bj e cts w h o c o ns e nt t o p arti ci p at e i n t h e cli ni c al st u d y b ut ar e 
n ot s u bs e q u e ntl y r a n d o mi z e d. A s u m m ar y will b e pr o vi d e d f or t h e n u m b er of s u bj e cts s cr e e n e d 
a n d t h e n u m b er a n d p er c e nt a g e of s cr e e n f ail ur es wit h r e as o ns w h y s u bj e cts ar e n ot r a n d o mi z e d 
( ).  P er c e nt a g es  f or  s cr e e n  f ail ur e  s u bj e cts  will  b e  b as e d  o n  n u m b er  of  s cr e e n e d 
s u bj e cts. T h e n u m b er of s u bj e cts e nr oll e d f or t his st u d y will als o b e pr es e nt e d. A s u bj e ct w h o 
h as si g n e d i nf or m e d c o ns e nt a n d is eli gi bl e t o pr o c e e d b e y o n d t h e s cr e e ni n g visit is c o nsi d er e d 
t o b e e nr oll e d.  

S u bj e ct dis p ositi o n will b e s u m m ari z e d b y  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 ( o ut of t h e 
n u m b er of r a n d o mis e d s u bj e cts), w h o c o m pl et e t h e st u d y a n d t h os e w h o dis c o nti n u e t h e st u d y 
(br o k e n  d o w n  b y  r e as o n  f or  dis c o nti n u ati o n ,  if  a n y)  ( ). T h e  t a bl e  will  als o 
s u m m ari z e  t h e  n u m b er  a n d  p er c e nt  of  s u bj e cts  assi g n e d  t o t h e  Saf et y P o p ul ati o n. T h e 
p er c e nt a g es will b e  b as e d o n t h e t ot al n u m b er of s u bj e cts r a n d o mi z e d. 

S u bj e ct dis p ositi o n i n cl u di n g t h e s u bj e ct st at us ( c o m pl et e d st u d y, Y es/ N o), d e m o gr a p hi c d at a 
( a g e, g e n d er a n d r a c e), s cr e e ni n g d at e, d at e of st u d y c o m pl eti o n or wit h dr a w al, st u d y pr o d u ct  
st art d at e a n d ti m e, d ur ati o n (i n d a ys) i n t h e st u d y ( d efi n e d as [( d at e of c o m pl eti o n or wit h dr a w al 
– st art d at e of st u d y pr o d u ct ) + 1],  a n d pri m ar y r e a s o n of dis c o nti n u ati o n  (f urt h er d et ails if a n y) 
will b e list e d b y pr o d u ct gr o u p ( ).  

S u bj e ct  dis p ositi o n  i nf or m ati o n  f or  n o n -r a n d o mi z e d  s u bj e cts  will  i n cl u d e  s u bj e ct  n u m b er, 
d e m o gr a p hi c i n f or m ati o n, s cr e e ni n g d at e a n d d et ails (if a n y) r e g ar di n g t h e r e as o n f or s cr e e n 
f ail ur e ( ). 

4. 1. 2  P r ot o c ol D e vi ati o n s  

Pr ot o c ol d e vi ati o ns will b e tr a c k e d b y t h e st u d y t e a m t hr o u g h o ut t h e c o n d u ct of t h e st u d y. D at a 
will  b e  r e vi e w e d  pri or  t o  u n bli n di n g  a n d  cl os ur e  of  t h e  d at a b as e  t o  e ns ur e  all  i m p ort a nt 
d e vi ati o ns ar e c a pt ur e d a n d c at e g oris e d.  

I m p ort a nt d e vi ati o ns of t h e pr ot o c ol pr o c e d ur es i d e ntifi e d as li a bl e  t o i nfl u e n c e t h e pri m ar y 
t ol er a bilit y 

P P D

o ut c o m e m a y i n cl u d e, b ut will n ot n e c ess aril y b e li mit e d t o:  

P P D

P P D

P P D
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•  Vi ol ati o n of i n cl usi o n or e x cl usi o n crit eri a at s cr e e ni n g t h at m a y aff e ct pri m ar y 
t ol er a bilit y. 

•  N o n -c o m pli a n c e wit h p r o d u ct a p pli c ati o n . 

•  Us e of pr o hi bit e d tr e at m e nt or m e di c ati o n b ef or e or d uri n g t h e st u d y w hi c h will aff e ct t h e 
pri m ar y t ol er a bilit y . 

•  Vi ol ati o n of t h e visit wi n d o w. 

F urt h er d e vi ati o ns li a bl e t o i nfl u e n c e t h e pri m ar y t ol er a bilit y  will b e gi v e n i n t h e R e vi e w Listi n g 
R e q uir e m e nt ( R L R) d o c u m e nt w h er e i m p ort a nt d e vi ati o ns will b e i d e ntifi e d at t h e B D R M.  

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 a n i m p ort a nt pr ot o c ol d e vi ati o n ( o v er all a n d b y 
t y p e  of  d e vi ati o n)  will  b e  pr es e nt e d  b y  pr o d u ct  gr o u p ( )  a n d  list e d  i n 

.  

All pr ot o c ol d e vi ati o ns c a pt ur e d o n t h e c as e r e p ort f or m will b e list e d i n . T h e 
listi n g will pr es e nt d at e of d e vi ati o n, d e vi ati o n t y p e a n d d e vi ati o n d es cri pti o n.   

4. 1. 3  A n al y si s P o p ul ati o n s 

T h e a n al ysis p o p ul ati o n i n t his st u d y is d efi n e d as t h e f oll o ws 

 

P o p ul ati o n  D efi niti o n / C rit e ri a  A n al ys es E v al u at e d  

S af et y  •  C o m pris e of all s u bj e cts w h o r e c ei v e at 
l e ast o n e d os e of st u d y pr o d u ct. 

•  T his p o p ul ati o n will b e b as e d o n t h e 
pr o d u ct t h e s u bj e ct a ct u all y r e c ei v e d.  

•  T ol er a bilit y a n d 
S af et y  

E x cl usi o n of a n y s u bj e cts fr o m t h e s af et y p o p ul ati o n will b e r e vi e w e d d uri n g a B D R M pri or t o 
d at a b as e l o c k a n d a p pr o v e d pri or t o u n bli n di n g.  will dis pl a y all r a n d o mis e d 
s u bj e cts i n cl u d e d a n d e x cl u d e d fr o m t h e s af et y p o p ul ati o n .  

4. 2   S u bj e ct D e m o gr a p hi c s a n d O t h er Ba s eli n e C h ar a ct eri sti c s  

D e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs s u m m ari es will b e pr o d u c e d f or t h e Saf et y P o p ul ati o n 
a n d t h e listi n g will b e pr o d u c ed o n all r a n d o mi z e d s u bj e cts. 

4. 2. 1  D e m o gr a p hi c C h a r a ct e ri sti c s  

D es cri pti v e st atisti cs ( n u m b er of s u bj e cts ( n), m e a n, st a n d ar d d e vi ati o n ( S D), m e di a n, mi ni m u m 
a n d m a xi m u m ) f or c o nti n u o us v ari abl es a n d  fr e q u e n c y c o u nt ( n) a n d p er c e nt a g e ( %) of s u bje cts 
f or  c at e g ori c al  v ari a bl es will  b e  pr es e nt e d  f or  d e m o gr a p hi c  v ari a bl es  b y pr o d u ct  gr o u p a n d 
o v er all

P P D
. C o nti n u o us v ari a bl e  will i n cl u d e a g e (i n y e ars) a n d c at e g ori c al v ari a bl e s i n cl u d e g e n d er 

a n d  r a c e.  All  d e m o gr a p hi c  i nf or m ati o n  will  b e  t a b ul at e d  i n  a n d  list e d i n 
. P P D

P P D

P P D

P P D

P P D
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4. 2. 2  G e n e r al M e di c al H i st or y 

M e di c al hist or y d at a will b e list e d ( ) wit h st art d at e a n d e n d d at e (or o n g oi n g at 
t h e st art of st u d y pr o d u ct ). A d at a listi n g will als o b e pr o d u c e d f or t h e e v al u ati o n of pr ot o c ol 
vi ol ati o ns at t h e B D R M .  

4. 2. 3  C h a r a ct e ri sti c s of Di s e a s e  

Fit z p atri c k  s ki n  t y p e  a n d  t h e  b as eli n e  d at a  of  pri m ar y  a n d  s e c o n d ar y  v ari a bl es will  b e 
s u m m aris e d b y 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 (b y pr o d u ct gr o u p a n d o v er all) i n  

 a n d list e d i n . 

4. 3   Tr e at m e nt s ( St u d y Pr o d u ct, Re s c u e M e di c ati o n, ot h e r 
C o n c o mit a nt T h er a pi e s, C o m pli a n c e) 

4. 3. 1  St u d y P r o d u ct  C o m pli a n c e  a n d E x p o s ur e  

C o m pli a n c e  d at a  ( b as e d  o n  t h e  s u bj e ct  di ar y  d at a)   will  als o  b e  s u m m ari z e d  f or t h e  S af et y 
P o p ul ati o n as t h e p er c e nt a g e of s u bj e cts i n e a c h st u d y pr o d u ct gr o u p w h o t o o k 8 0 %  ~ 1 2 0 % of 
t h e n u m b er of pr es cri b e d us es of st u d y pr o d u ct gr o u p ( ).  

T h e c o m pli a n c e ( % ) will b e c al c ul at e d as [ a ct u al n u m b er of pr o d u ct us e ∕ e x p e ct e d n u m b er of 
pr o d u ct us e × 1 0 0],  

W h er e , 

E x p e ct e d  n u m b er of pr o d u ct us e = 2 × n u m b er of d a ys b et w e e n t h e t w o visits;  

A ct u al  n u m b er  of  pr o d u ct  us e  =  e x p e ct e d  n u m b er  of  pr o d u ct  us e − miss e d pr o d u ct  us e  + 
a d diti o n al pr o d u ct us e. 

St u d y  pr o d u ct  c o m pli a n c e  will  b e  list e d  ( ).  S u p er vis e d pr o d u ct  a p pli c ati o n 
(s u bj e ct  n u m b er,  d at e  of  visit  a n d  ti m e  of  t h e  s u p er vis e d  pr o c e d ur e)  will  b e  list e d 
( ).  

T h e ra n d o mi z ati o n i nf or m ati o n will b e list e d i n . Kit list  all o c ati o n  will b e list e d 
i n . 

4. 3. 2  P ri or a n d C o n c o mit a nt M e di c ati o n  

Pri or or c o n c o mit a nt m e di c ati o n t a k e n b y or a d mi nist er e d t o a s u bj e ct will b e r e c or d e d i n t h e 
c as e  r e p ort  f or m.  T h e  pri or  a n d  c o n c o mit a nt  m e di c ati o ns  will  b e  c o d e d  usi n g  a n  i nt er n al 
v ali d at e d m e di c ati o n di cti o n ar y, G S K Dr u g. 

As  j ustifi e d  wit hi n  S e cti o n   5,  th e  c urr e nt  a n al ysis  st a n d ar ds  f or  d efi ni n g  c o n c o mit a nt 
m e di c ati o ns will b e us e d r at h er t h a n t h os e pr o vi d e d i n t h e pr ot o c ol ( w hi c h d efi n e d c o n c o mit a nt 
b as e d o n t h e ti mi n g of pr o vi di n g i nf or m e d c o ns e nt): 

•  

P P D

Pri or m e di c ati o ns ar e d efi n e d as t h os e w hi c h st o p p e d b ef or e t h e first a p pli c ati o n of t h e 
st u d y pr o d u ct. 

P P D

P P D

P P D

P P D

P P D

P P D

P P D
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•  C o n c o mit a nt m e di c ati o ns ar e d efi n e d as t h e m e di c ati o n o n g oi n g or st art e d o n or aft er t h e 
first a p pli c ati o n of t h e st u d y pr o d u ct. 

Pri or  a n d c o n c o mit a nt m e di c ati o n will b e list e d (  a n d ) b y s u bj e ct, wit h 
dr u g n a m e, G S K dr u g s y n o n y m, d os e, d os e f or m, fr e q u e n c y, r o ut e, st art d at e/  st u d y d a y r el ati v e 
t o first st u d y pr o d u ct a d mi nistr ati o n,  a n d  o n g oi n g or e n d d at e / st u d y d a y r el ati v e t o first st u d y 
pr o d u ct a d mi nistr ati o n.  

U n k n o w n d at es will n ot b e i m p ut e d, h o w e v er , if t h e st art or st o p d at e is u n k n o w n, t h e n it will 
b e  ass u m e d  t o  b e a c o n c o mit a nt  m e di c ati o n ( u nl ess  a p arti al  st art  d at e / st o p  d at e  i n di c at es 
ot h er wis e) . 

4. 4  A n al y si s of T ol er a bilit y  

4. 4. 1  P ri m a r y T ol e r a bilit y  En d p oi nt  

4. 4. 1. 1  P ri m a r y T ol e r a bilit y  En d p oi nt D efi niti o n  

T h e pri m ar y e n d p oi nt will b e t h e c h a n g e fr o m b as eli n e ( pri or t o a n y pr o d u ct a p pli c ati o n) i n 
d er m at ol o gist si g ns a n d s y m pt o ms of c ut a n e o us irrit ati o n t ot al s c or e f oll o wi n g 2 1 ( + 2) d a ys of 
pr o d u ct us e. 

T his st u d y will b e c o nsi d er e d a s u c c ess if at l e a st 9 0 % of c o m pl et e d s u bj e cts d o n ot h a v e a 
si g nifi c a nt  i n cr e as e  (i. e.  a  u nit  i n cr e as e  s c or e  of  1  i n  t h e  t ot al  s c or e)  fr o m  b as eli n e  i n 
d er m at ol o gist ass ess e d si g ns a n d s y m pt o ms of c ut a n e o us irrit ati o n f oll o wi n g 2 1 ( + 2) d a ys of 
i n v esti g ati o n al pr o d u ct us e. 

C al c ul ati o n  of  d e r m at ol o gist  ass ess m e nt  of  si g n s  a n d  s y m pt o ms  of  c ut a n e o u s  i r rit ati o n 
t ot al s c o r e a n d c h a n g e f r o m b as eli n e i n t ot al s c o r e : 

T h e c ut a n e o us irrit ati o n t ot al s c or e will b e c al c ul at e d i n t h e f oll o wi n g w a y: 

C ut a n e o us irrit ati o n tot al s c or e = d er m al r es p o ns e s c or e of er yt h e m a  + d er m al r es p o ns e s c or e 
of dr y n ess + d er m al r es p o ns e s c or e of s c ali n g + d er m al r es p o ns e s c or e of e d e m a  

W h er e, t h e d er m al r es p o ns e s c or e is d es cri b e d i n T a bl e 4 - 1. 

 
 

T a bl e 4- 1 D er m at ol o gi c al E v al u ati o n  

Att ri b ut e  D es c ri pti o n ( S c o r e)  

Er yt h e m a  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Dr y n e ss  N o n e ( 0) V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

S c ali n g  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

E d e m a  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

P P D P P D
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F or e x a m pl e, if t h e d er m al r es p o ns es s c or e of er yt h e m a  = 2, d er m al r es p o ns es s c or e of dr y n ess 
= 0. 5, d er m al r es p o ns es s c or e of s c ali n g = 1 a n d d er m al r es p o ns es s c or e of e d e m a  = 0. 5.  

T h e n  t h e c ut a n e o us irrit ati o n t ot al s c or e will b e:  

T ot al  s c or e = 2 + 0. 5 + 1 + 0. 5 = 4. 

C h a n g e fr o m b as eli n e i n d er m at ol o gist si g ns a n d s y m pt o ms of c ut a n e o us irrit ati o n t ot al s c or e  = 
tot al s c or e at d a y 2 1  − tot al s c or e at b as eli n e.  

4. 4. 1. 2  St ati sti c al H y p ot h e si s, M o d el, a n d M et h o d of A n al y si s  

T h e d er m at ol o gist si g ns a n d s y m pt o ms of c ut a n e o us irrit ati o n t ot al s c or e will b e c al c ul at e d as 
t h e s u m of t h e i n di vi d u al d er m al r es p o ns e attri b ut es ( er yt h e m a, dr y n ess, s c ali n g, a n d e d e m a). 
T h e c h a n g e fr o m b as eli n e i n t h e t ot al s c or e will b e s u m m aris e d b y n u m b er a n d p er c e nt a g e of 
s u bj e cts b y visit f or e a c h pr o d u ct  gr o u p ( ). A d diti o n all y t h e c h a n g e fr o m b as eli n e 
s c or e gr e at er t h a n 1 will b e s u m m aris e d b y n u m b er a n d p er c e nt a g e of s u bj e cts b y visit f or e a c h 
pr o d u ct gr o u p. N o f or m al st atisti c al i nf er e n c e will b e p erf or m e d.  

T h e i n di vi d u al attri b ut e r es p o ns es, t ot al s c or e a n d c h a n g e fr o m b as eli n e i n t ot al s c or e will b e 
list e d f or e a c h s u bj e ct b y visit a n d b y pr o d u ct gr o u p  ( ). 

4. 4. 2  S e c o n d a r y T ol e r a bilit y  Va ri a bl e s  

4. 4. 2. 1  S e c o n d a r y T ol e r a bilit y  Va ri a bl e 1  

T h e k e y s e c o n d ar y e n d p oi nt will b e t h e c h a n g e fr o m b as eli n e ( pri or t o a n y pr o d u ct a p pli c ati o n) 
i n t h e o p ht h al m ol o gist si g ns a n d s y m pt o ms of o c ul ar irrit ati o n t ot al s c or e f oll o wi n g 2 1 ( + 2) 
d a ys of pr o d u ct us e.  

C al c ul ati o n s of o c ul a r i r rit ati o n t o t al s c o r e a n d c h a n g e f r o m b as eli n e i n t ot al s c o r e: 

T h e o c ul ar irrit ati o n t ot al s c or e will b e c al c ul at e d i n t h e f oll o wi n g w a y:  

O c ul ar irrit ati o n t ot al s c or e = o c ul ar r es p o ns e s c or e of e c z e m a of t h e e y eli d + o c ul ar r es p o ns e 
s c or e of c o nj u n cti vitis + o c ul ar r es p o ns e s c or e of f olli cl es + o c ul ar r es p o ns e s c or e of c h e m osis 
c o nj u n cti v a e 

C h a n g e  fr o m  b as eli n e  i n o c ul ar  irrit ati o n  t ot al  s c or e = tot al  s c or e  at d a y  2 1   −  tot al  s c or e  at 
b as eli n e.  

W h er e, t h e o c ul ar r es p o n s e s c or e is d es cri b e d  i n t h e T a bl e 4 - 2. 

Att ri b ut e  D es c ri pti o n ( S c o r e)  

E c z e m a of t h e e y eli d  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

C o nj u n cti vitis  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

P P D

P P D
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Table 4-2 Ophthalmological Evaluation 

4.4.2.2 Secondary Tolerability Variable 2 
The other secondary endpoints will be change from baseline in subject self-assessment scores 
of signs and symptoms of cutaneous and ocular irritation to 1 to 2 hours after first product 
application and following 21 (+2) days of product use. 
Calculations of subject self-assessment of cutaneous irritation total score and change from 
baseline in total score: 
Subject self-assessment of cutaneous irritation total score = redness + dryness + itching + 
stinging/burning + tightness 
Change from baseline in subject self-assessment of cutaneous irritation total score = total score 
at 1 to 2 hours (and day 21) − total score at baseline 
Calculations of subject self-assessment of ocular irritation total score and change from 
baseline in total score:  
Subject self-assessment of ocular irritation total score = redness + dryness + stinging/ burning 
+ Itching 
Change from baseline in subject self-assessment of ocular irritation total score = total score at 
1 to 2 hours (and day 21) − total score at baseline 
Where, the subject self-assessment of cutaneous irritation score is as described in the  
Table 4-3, and the subject self-assessment of ocular irritation score is as described in the Table 
4-4. 
 
 

Follicles None (0) Very Slight (0.5) Slight (1) Moderate (2) Severe (3) 
Chemosis 
conjunctivae 

None (0) Very Slight (0.5) Slight (1) Moderate (2) Severe (3) 
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T a bl e 4- 3 S u bj e ct S elf -A s s e s s m e nt S c al e f or Si g n a n d S y m pt o m s of C ut a n e o u s 
I rrit ati o n 

Att ri b ut e  D es c ri pti o n ( S c o r e)  

R e d n es s  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Dr y n e ss  N o n e ( 0)  V er y Sli g ht ( 0. 5) Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Sti n gi n g/ B ur ni n g  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

It c hi n g N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Ti g ht n e ss  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

T a bl e 4- 4 S u bj e ct S elf -A s s e s s m e nt S c al e f or Si g n s a n d S y m pt o m s of O c ul ar 
I rrit ati o n 

Att ri b ut e  D es c ri pti o n ( S c o r e)  

R e d n es s  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Dr y n e ss  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

Sti n gi n g/ B ur ni n g  N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

It c hi n g N o n e ( 0)  V er y Sli g ht ( 0. 5)  Sli g ht ( 1)  M o d er at e ( 2)  S e v er e ( 3)  

4. 4. 3  H a n dli n g of M i s si n g V al u e s/ C e n s ori n g/ D i s c o nti n u ati o n s 

Missi n g  d at a  will  n ot  b e  r e pl a c e d  or  i m p ut e d.  S u bj e cts  w h o  wit h dr a w  fr o m  t h e  st u d y 
pr e m at ur el y will b e i n cl u d e d i n t h e st atisti c al a n al ys es u p t o t h e p oi nt of di s c o nti n u ati o n. 

4. 5  A n al y si s of S e c o n d ar y O bj e cti v e s  

4. 5. 1  T ol e r a bilit y  ( Se c o n d ar y)  

T h e o p ht h al m ol o gist ass ess m e nt of si g ns a n d s y m pt o ms of o c ul ar irrit ati o n t ot al s c or e will b e 
c al c ul at e d  as  t h e  s u m  of  t h e  i n di vi d u al  o c ul ar  r es p o ns e  s c or es  ( e c z e m a  of  t h e  e y eli d, 
c o nj u n cti vitis, f olli cl es, c h e m osis c o nj u n cti v a e). T h e c h a n g e fr o m b as eli n e i n t h e t ot al s c or e 
will  b e s u m m aris e d  b y  n u m b er  a n d  p er c e nt a g e  of  s u bj e cts  b y  visit  f or  e a c h pr o d u ct 
( ). A d diti o n all y t h e c h a n g e fr o m b as eli n e s c or e gr e at er t h a n 1 will b e s u m m aris e d 
b y n u m b er a n d p er c e nt a g e of s u bj e cts b y visit f or e a c h pr o d u ct . N o f or m al st atisti c al i nf er e n c e 
will b e p erf or m e d. 

T h e i n di vi d u al attri b ut e r es p o ns es, t ot al s c or e a n d c h a n g e fr o m b as eli n e i n t ot al s c or e will b e 
list e d f or e a c h s u bj e ct b y visit a n d b y pr o d u ct gr o u p ( ). P P D

T h e s u bj e ct s elf-ass ess m e nt o n  Visit 1  will  b e  m e as ur e d  t wi c e:  o n c e  pri or  t o  t h e  L A S T  a n d  
pr o d u ct a p pli c ati o n a n d o n c e 1 t o 2 h o urs aft er first s u p er vis e d pr o d u ct a p pli c ati o n. Als o S u bj e ct 
s elf-ass ess m e nt  will  b e  m e as ur e d  o n  D a y 2 1 as  w ell . T h e  c h a n g e  fr o m  b as eli n e  i n  t h e  t ot al 
s u bj e ct  s elf -ass ess m e nt  s c or es  f or  si g ns  a n d  s y m pt o ms  of  c ut a n e o us  irrit ati o n  a n d  o c ul ar 
irrit ati o n s c or e at 1 t o 2 h o urs aft er first pr o d u ct a p pli c ati o n a n d f oll o wi n g 2 1 ( + 2) d a ys of us e 

P P D
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will  b e s u m m ari z e d  b y  n u m b er  a n d  p er c e nt a g e  of  s u bj e cts  b y  visit  f or  e a c h  pr o d u ct  
( ).  

T h e i n di vi d u al attri b ut e r es p o ns es, t ot al s c or e a n d c h a n g e fr o m b as eli n e i n t ot al s c or e will b e 
list e d f or e a c h s u bj e ct b y visit a n d b y pr o d u ct gr o u p ( ). 

All  s e c o n d ar y a n al ys es will b e p erf or m e d usi n g t h e S af et y P o p ul ati o n. 

4. 5. 2  P h a r m a c o ki n eti c  ( Se c o n d a r y)  

N ot A p pli c a bl e.  

4. 6  A n al y si s of S af et y  

All s af et y d at a will b e r e p ort e d f or t h e S af et y P o p ul ati o n as p er a ct u al pr o d u ct r e c ei v e d.  T h e 
s af et y pr ofil e of t h e st u d y pr o d u ct will b e ass ess e d wit h r es p e ct t o A d v ers e E v e nts ( A Es ). 

4. 6. 1  A d v e r s e E v e nt s a n d S e ri o u s A d v e r s e E v e nt s  

All A Es will b e r e vi e w e d b y t h e Cli ni c al R es e ar c h S ci e ntist or D esi g n e e pri or t o d at a b as e l o c k 
a n d will b e c o d e d t o a s yst e m or g a n cl ass ( S O C) a n d pr ef err e d t er m ( P T) usi n g t h e M e di c al 
Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A). D uri n g t his r e vi e w st a g e, A Es will b e f urt h er 
c at e g ori z e d as s ki n or n o n-s ki n. 

Tr e at m e nt e m er g e nt a d v ers e e v e nts ( T E A Es) ar e d efi n e d as n e w A Es t h at o c c ur o n or aft er t h e 
first pr o d u ct  a p pli c ati o n.  A d v ers e  e v e nts  wit h  a n  o ns et  d at e/ti m e  pri or  t o  t h e  first pr o d u ct 
a p pli c ati o n will b e c o nsi d er e d as n o n- tr e at m e nt e m er g e nt. 

Tr e at m e nt  e m er g e nt  a d v ers e  e v e nts  will  b e  s u m m ari z e d  b y  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 h a vi n g a n y A E , a n a d v ers e e v e nt i n e a c h S yst e m Or g a n Cl ass, a n d e a c h Pr ef err e d T er m. 
T h e f oll o wi n g s u m m ar y t a bl es a n d listi n gs will b e pr es e nt e d b y pr o d u ct:  

•  T a bl e of T E A Es b y S O C  a n d P T  ( ). 

•  T a bl e of T E A Es b y S O C, P T a n d s e v erit y ( ). 

•  T a bl e of T E A Es b y s ki n/ n o n-s ki n a n d P T ( ). 

•  T a bl e of tr e at m e nt e m er g e nt tr e at m e nt -r el at e d A E s b y S O C a n d P T ( ). 

•  T a bl e of tr e at m e nt e m er g e nt tr e at m e nt -r el at e d A E s b y S O C, P T a n d s e v erit y 
( ). 

•  T a bl e of tr e at m e nt e m er g e nt tr e at m e nt -r el at e d A E s b y s ki n/ n o n-s ki n a n d P T 
( ).   

•  T a bl e of tr e at m e nt e m er g e nt tr e at m e nt -r el at e d s eri o us a d v ers e e v e nts ( S A E s) b y S O C a n d 
P T ( ) [ o nl y pr o d u c e d if t h er e ar e m or e t h a n 5 tr e at m e nt e m er g e nt S A Es] .  

•  T a bl e of tr e at m e nt e m er g e nt tr e at m e nt -r el at e d no n-s eri o us S A Es b y S O C a n d P T 
( ) [o nl y pr o d u c e d if t h er e ar e m or e t h a n 5 tr e at m e nt- e m er g e nt S A Es ].  

•  P P DListi n g of all A Es (  f or all r a n d o mi z e d s u bj e cts;  f or 
n o n-r a n d o mi z e d s u bj e cts). 

P P D
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•  L isti n g of d e at hs ( ). 

•  Listi n g of n o n- f at al S A E s ( ). 

•  Listi n g of tr e at m e nt  e m er g e nt A Es l e a di n g t o st u d y or pr o d u ct dis c o nti n u ati o n (  
). 

•  Listi n g of tr e at m e nt -e m er g e nt A Es cl assifi e d as s ki n ( ). 

I n t h e e v e nt t h at t h er e is n ot hi n g t o r e p ort, a n ull listi n g will b e pr o d u c e d.   

4. 7  A n al y si s of Ot h er V ari a bl e s 

N o ot h er a n al ys es will b e p erf or m e d f or t his st u d y. 

5 C h a n g e s t o t h e Pr ot o c ol D efi n e d St ati sti c al A n al y si s Pl a n  

A n y  c h a n g es  fr o m  t h e  ori gi n a ll y  pl a n n e d  st atisti c al  a n al ysis  s p e cifi e d  i n  t h e  pr ot o c ol  ar e 
o utli n e d i n T a bl e 5 - 1. 

T a bl e 5- 1 C h a n g e s t o Pr ot o c ol D efi n e d A n al y si s Pl a n  

Pr ot o c ol  R e p orti n g & A n al y si s Pl a n  
St ati sti c al A n al y si s s e cti o n  St ati sti c al A n al y si s Pl a n  R ati o n al e f or C h a n g e s  

•  S e cti o n 6. 8:  

M e di c ati o n/tr e at m e nt s  t a k e n  wit hi n 
3 0  d a ys  of  si g ni n g  t h e  i nf or m e d 
c o ns e nt f or m will b e d o c u m e nt e d as a 
pri or  m e di c ati o n/tr e at m e nt. 
M e di c ati o ns/tr e at m e nts  t a k e n  aft er 
si g ni n g  t h e  i nf or m e d  c o ns e nt  f or m 
will  b e  d o c u m e nt e d  as  c o n c o mit a nt 
m e di c ati o n/tr e at m e nt s.  
 

•  T h e c urr e nt st a n d ar d 
d efi niti o n of t h e pri or 
m e di c ati o n a n d 
c o n c o mit a nt m e di c ati o ns 
h as b e e n us e d i n t h e 
R e p orti n g a n d A n al ysis 
pl a n : 

         Pri or m e di c ati o n s ar e 
d efi n e d as t h o s e w hi c h 
st o p p e d b ef or e t h e fir st 
a p pli c ati o n of t h e st u d y 
pr o d u ct. C o n c o mit a nt 
m e di c ati o n s ar e d efi n e d as 
t h e m e di c ati o n o n g oi n g or 
st art e d o n or aft er t h e fir st 
a p pli c ati o n of t h e st u d y 
pr o d u ct.  

 

•  T o m ai nt ai n t h e c urr e nt 
st a n d ar d d efi niti o n of pri or 
m e di c ati o n a n d 
c o n c o mit a nt m e di c ati o ns  

•  I m p ort a ntl y, all 
m e di c ati o n s/t h er a pi es 
c o n c o mit a nt t o st u d y  
p arti ci p ati o n will b e  
pr o vi d e d .  

•  F or t his st u d y, si g ni n g t h e 
i nf or m e d c o ns e nt f or m a n d 
th e fir st a p pli c ati o n of t h e 
st u d y pr o d u ct  will b e o n t h e 
s a m e d a y. T h u s, th e  
v ari a n c e i n d efi niti o ns will 
n ot i m p a ct t h e o v er all 
a n al ysis of t h e pri or a n d 
c o n c o mit a nt m e di c ati o ns.  
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