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T h e p ur p os e of t his St atisti c al A n al ysis Pl a n  is t o d es cri b e t h e pl a n n e d a n al ys es a n d o ut p uts t o 
b e i n cl u d e d i n t h e Cli ni c al St u d y R e p ort f or Pr ot o c ol  3 0 0 1 0 9 ( v ersi o n 2 . 0, d at e d 13- O ct - 2 0 2 3). 

1 S u m m ar y of K e y Pr ot o c ol I nf o r m ati o n  

T his will b e a r a n d o mi z e d, si n gl e -bli n d, si n gl e -c e nt er, c o ntr oll e d, t w o ar m, str atifi e d ( cli ni c all y  
di a g n os e d D H ( Y/ N)), p ar all el gr o u p st u d y t o e v al u at e t h e effi c a c y of a n e x p eri m e nt al d e ntifri c e  
c o nt ai ni n g 5 % p ot assi u m nitr at e ( K N O 3), 1 % al u mi n a a n d 5 % s o di u m tri p ol y p h os p h at e ( S T P),  
t o m ai nt ai n t o ot h c ol or a n d r e d u c e t h e a c c u m ul ati o n of e xtri nsi c t o ot h st ai n f oll o wi n g p er o xi d e 
t o ot h bl e a c hi n g c o m p ar e d t o a r e g ul ar fl u ori d e-c o nt ai ni n g d e ntifri c e. T h e st u d y will r e cr uit  
g e n er all y h e alt h y s u bj e ct s w h o wis h t o u n d er g o p er o xi d e t o ot h bl e a c hi n g. 

A p pr o xi m at el y 1 6 0 s u bj e cts ( 8 0 p er tr e at m e nt gr o u p) will b e r a n d o mi z e d t o st u d y tr e at m e nt t o 
e ns ur e 1 2 8 e v al u a bl e s u bj e cts c o m pl et e t h e st u d y b y  ass u m i n g dr o p o ut r at e of 2 0 % . S u bj e cts 
will b e str atifi e d a c c or di n g t o t h eir cli ni c all y di a g n os e d D H St at us ( Y/ N). 
 
T h e pri m ar y ai m of t his st u d y is t o e v al u at e w h et h er a n e x p eri m e nt al d e ntifri c e c o nt ai ni n g 5 % 
p ot assi u m nitr at e ( K N O 3 ), 1 % al u mi n a a n d 5 % s o di u m tri p ol y p h os p h at e ( S T P) m ai nt ai ns 
t o ot h c ol or aft er p er o xi d e t o ot h bl e a c hi n g c o m p ar e d t o r e g ul ar fl u ori d e d e ntifri c e . 

1. 1   St u d y De si g n  

T his will b e a r a n d o mi z e d, si n gl e -bli n d, si n gl e -c e nt er, c o ntr oll e d, t w o -ar m, str atifi e d ( cli ni c all y  
di a g n os e d D H ( Y/ N)), p ar all el gr o u p st u d y t o e v al u at e t h e effi c a c y of a n e x p eri m e nt al d e ntifri c e  
c o nt ai ni n g 5 % p ot assi u m nitr at e ( K N O 3), 1 % al u mi n a a n d 5 % s o di u m tri p ol y p h os p h at e ( S T P),  
t o m ai nt ai n t o ot h c ol or a n d r e d u c e t h e a c c u m ul ati o n of e xtri nsi c t o ot h st ai n f oll o wi n g p er o xi d e 
t o ot h bl e a c hi n g c o m p ar e d t o a r e g ul ar fl u ori d e-c o nt ai ni n g d e ntifri c e. T h e st u d y will r e cr uit  
g e n er all y  h e alt h y  s u bj e cts  of  a g e d  1 8- 6 5  i n cl usi v e  w h o  wis h  t o  u n d er g o  p er o xi d e  t o ot h  
bl e a c hi n g. 
P ot e nti al s u bj e cts will att e n d a s cr e e ni n g visit  ( Visit 1, D a y 1) t o d et er mi n e t h eir s uit a bilit y t o 
p arti ci p at e.  H a vi n g  o bt ai n e d  t h eir  writt e n  i nf or m e d  c o ns e nt,  r el e v a nt  d et ails  of  t h eir  
d e m o gr a p h y, m e di c al hist or y a n d c urr e nt m e di c ati o ns will b e r e c or d e d, f oll o w e d b y O S T a n d 
O H T e x a mi n ati o ns.  

S u bj e cts m e eti n g all st u d y crit eri a, will b e c o nsi d er e d as eli gi bl e t o pr o c e e d, str atifi e d ( b as e d  
u p o n  t h eir  cli ni c all y  di a g n os e d  D H  st at us  [ Y/ N])  a n d  r a n d o mi z e d  t o  tr e at m e nt  gr o u p.  
R a n d o mi z e d s u bj e cts will t h e n c o m pl et e t h e t o ot h s e nsiti vit y q u esti o n n air e. S u bj e cts will b e  
dis p e ns e d t h eir st u d y pr o d u cts (i n cl u di n g di ar y a n d s u n dr y it e ms) a n d u n d ert a k e a s u p er vis e d  
br us hi n g wit h t h eir all o c at e d d e ntifri c e at t h e cli ni c al sit e a n d b e s c h e d ul e d t o att e n d Visit 2 ( 2  
w e e ks ± 2 d a ys aft er S cr e e ni n g/ R a n d o mi z ati o n). S u bj e cts will c o nti n u e t o us e t h eir all o c at e d  
st u d y pr o d u cts (t wi c e -d ail y) t hr o u g h o ut t h e st u d y a n d will r e c or d t his us a g e i n t h eir st u d y  di ar y.  

D et ail e d i nf or m ati o n  is pr o vi d e d i n s e cti o n 4. 1 of Pr ot o c ol ( v 2. 0 d at e d 1 3- N o v - 2 0 2 3).  

Fi g ur e 1- 1  pr es e nt s t h e k e y st u d y ass ess m e nts. 
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1. 2   St u d y Obj e cti v e s  

St u d y o bj e cti v es a n d e n d p oi nts ar e d efi n e d i n  T a bl e 1 - 2 

T a bl e 1- 1 St u d y O bj e cti v e s a n d E n d p oi nt s  

O bj e cti v e s  E n d p oi nt s  
Pri m ar y O bj e cti v e  Pri m ar y E n d p oi nt  
T o c o m p ar e t o ot h c ol or aft er 2 4 w e e k s t wi c e 
d ail y u s e of a ‘ 5 %  K N O 3 / 1 % al u mi n a/ 5 % S T P’ 
d e ntifri c e  c o m p ar e d  t o  a  r e g ul ar  fl u ori d e 
d e ntifri c e  f oll o wi n g  p er o xi d e  t o ot h  bl e a c hi n g  
a s  m e a s ur e d  b y  VI T A  Bl e a c h e d  g ui d e  3 D -
M a st er.  

M e a n VI T A s h a d e s c or e at 2 4  w e e k s aft er t o ot h 
bl e a c hi n g.  

S e c o n d ar y O bj e cti v e s  S e c o n d ar y  E n d p oi nt s  
T o c o m p ar e t o ot h c ol or aft er 1 2 w e e k s t wi c e 
d ail y u s e of a ‘ 5 %  K N O 3 / 1 % al u mi n a/ 5 % S T P’ 
d e ntifri c e  c o m p ar e d  t o  a  r e g ul ar  fl u ori d e 
d e ntifri c e  f oll o wi n g  p er o xi d e  t o ot h  bl e a c hi n g  
a s  m e a s ur e d  b y  VI T A  Bl e a c h e d  g ui d e  3 D -
M a st er.  

M e a n VI T A s h a d e s c or e at 1 2  w e e k s aft er t o ot h 
bl e a c hi n g.  

T o c o m p ar e e xtri n si c d e nt al st ai n aft er 1 2 a n d 
2 4 w e e k s, t wi c e  d ail y u s e of a ‘ 5 % K N O 3 / 1 % 
al u mi n a/ 5 %  S T P’  d e ntifri c e  c o m p ar e d  t o  a  
r e g ul ar  fl u ori d e  d e ntifri c e  f oll o wi n g  p er o xi d e  
t o ot h  bl e a c hi n g a s  m e a s ur e d  b y  M o difi e d  
L o b e n e St ai n I n d e x.  

M e a n M L SI at 1 2 a n d 2 4  w e e k s aft er t o ot h 
bl e a c hi n g i n : 

•  T ot al M L SI ( Ar e a ( A) x  I nt e n sit y (I)) 
•  Gi n gi v al sit e s ( A xI)  
•  I nt er pr o xi m al sit e s ( A xI) 
•  B o d y sit e s ( A xI)  
•  M L SI ( A)  
•  M L SI (I)  

E x pl or at or y O bj e cti v e s  E x pl or at or y E n d p oi nt s  
T o c o m p ar e s u bj e ct -p er c ei v e d t o ot h 
s e n siti vit y d uri n g p er o xi d e  t o ot h bl e a c hi n g 
wit h t wi c e d ail y u s e of a ‘ 5 % K N O 3 / 1 % 
al u mi n a/ 5 % S T P’ d e ntifri c e c o m p ar e d t o a 
r e g ul ar fl u ori d e d e ntifri c e, a s m e a s ur e d b y 
s u bj e ct -c o m pl et e d s e n siti vit y  q u e sti o n n air e 
o v er all a n d wit hi n str at a ( cli ni c all y -di a g n o s e d 
D H  [Y/ N ]) 

M e a n s e n siti vit y q u e sti o n n air e  s c or e s pr e a n d 
p o st p er o xi d e  t o ot h bl e a c hi n g i n: 

•  Vi s u al a n al o g u e s c al e  ( V A S) 
•  L a b ell e d M a g nit u d e s c al e s  (I nt e n sit y, 

D ur ati o n , T ol er a bilit y, D e s cri pti o n) –   
•  B ot h er s o m e n e s s s c or e -N R S  

T o  e x pl or e  s u bj e ct’ s  e x p eri e n c e  of  p er o xi d e  
t o ot h  bl e a c hi n g  w h e n si m ult a n e o u sl y  u si n g  
eit h er a ‘ 5 % K N O 3 / 1 % al u mi n a/ 5 % S T P’ 
d e ntifri c e or a r e g ul ar fl u ori d e d e ntifri c e.  

P o st -w hit e ni n g q u e sti o n n air e  

T o  c o nfir m  t h e  t o ot h  w hit e ni n g  effi c a c y  of  
p er o xi d e  t o ot h  bl e a c hi n g  wit h  c o n c urr e nt,  
t wi c e d ail y u s e of ‘ 5 % K N O 3/ 1 % al u mi n a/ 5 % 
S T P’ d e ntifri c e a n d a r e g ul ar fl u ori d e  d e ntifri c e 
a s  m e a s ur e d  b y  VI T A  Bl e a c h e d  g ui d e  3 D  
M a st er.  

C h a n g e i n m e a n VI T A s h a d e  s c or e fr o m pr e t o 
p o st t o ot h  bl e a c hi n g  

S af et y  
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O bj e cti v e s  E n d p oi nt s  
S af et y  

T o a s s e s s t h e s af et y a n d t ol er a bilit y of a ‘ 5 % 
K N O 3 / 1 % al u mi n a/ 5 % S T P’ d e ntifri c e . 

Tr e at m e nt e m er g e nt a d v er s e  e v e nt s  

 
T hi s st u d y will b e c o nsi d er e d s u c c essf ul if t h e T est d e ntifri c e c o nt ai ni n g 5 % K N O 3 , 1 % 
al u mi n a a n d 5 % S T P d e m o nstr at es st atisti c all y si g nifi c a nt w hit h er t e et h as m e as ur e d b y VI T A  
Bl e a c h e d  g ui d e S h a d e i n c o m p aris o n wit h t h e r ef er e n c e d e ntifri c e 2 4 w e e k s aft er p er o xi d e 
t o ot h bl e a c hi n g. 

1. 3   T r e at m e nt s 
T h e st u d y pr o d u ct will b e T est D e ntifri c e w hi c h i s D e ntifri c e c o nt ai ni n g 5 % w/ w K N O 3 , 1 % 
al u mi n a, 5 % S T P a n d 1 1 5 0 p p m fl u ori d e as s o di u m fl u ori d e a n d R ef er e n c e pr o d u ct will b e 
D e ntifri c e c o nt ai ni n g 1 1 5 0 p p m fl u ori d e as s o di u m fl u ori d e. S u bj e cts will br us h f or t w o ti m e d 
mi n ut es t wi c e d ail y ( m or ni n g a n d e v e ni n g).  

1. 4   S a m pl e Si z e C al c ul ati o n 
T h er e w er e n o pr e vi o us dir e ctl y c o m p ar a bl e st u di e s t h at h a v e e v al u at e d t h e eff e ct of d e ntifri c e 
o n m ai nt ai ni n g t o ot h w hit e n ess aft er p er o xi d e bl e a c hi n g u p o n w hi c h t o b as e a n esti m at e of 
s a m pl e si z e. H o w e v er, b a s e d o n a pr e vi o us st u d y e v al u ati n g t h e t o ot h w hit e ni n g a biliti es of t h e 
t est d e ntifri c e (H al e o n Cli ni c al St u d y 3 0 0 0 2 4, 2 0 2 3 ), a m e a n c h a n g e ( S D) of VI T A s c or es of 1 
( ± 2) w as ass u m e d. S uffi ci e nt i n di vi d u als will b e s cr e e n e d t o e nr oll a p pr o xi m at el y 1 6 0 s u bj e cts  
( a p pr o xi m at el y 8 0 p er gr o u p) ass u mi n g a n esti m at e d 2 0 % dr o p o ut  r at e;  a p pr o xi m at el y 1 2 8  
c o m pl et e d s u bj e cts ( a p pr o xi m at el y 6 4 p er gr o u p) ar e d e e m e d s uffi ci e nt t o d et e ct a diff er e n c e  
b et w e e n t h e T est a n d R ef er e n c e D e ntifri c es at 2 4 w e e ks wit h 8 0 % p o w er . 

2 Pl a n n e d A n al y s e s  

2. 1   I nt eri m A n al y si s 

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

2. 2   Fi n al A n al y s e s 

T h e fi n al pl a n n e d pri m ar y a n al ys es will b e p erf or m e d aft er t h e c o m pl eti o n of t h e f oll o wi n g 
s e q u e nti al st e ps:  

1.  All s u bj e cts h a v e c o m pl et e d t h e st u d y as d efi n e d i n t h e pr ot o c ol . 

2.  All r e q uir e d d at a b as e cl e a ni n g a cti viti es i n cl u di n g a n y e xt er n al d at a r e c o n cili ati o n h a v e 
b e e n c o m pl et e d a n d d at a b as e h as b e e n l o c k e d. 

3.  All crit eri a f or u n bli n di n g t h e r a n d o mi z ati o n c o d e s h a v e b e e n m et a n d t h e r a n d o mi z ati o n 
c o d es h a v e b e e n distri b ut e d. 
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3  C o n si d er ati o n s f or D at a A n al y s e s  a n d D at a  H a n dli n g 
C o n v e nti o n s  

3. 1   B a s eli n e D efi niti o n 

T h er e will b e n o c h a n g e- fr o m-b as eli n e ass ess m e nts d o n e f or t his st u d y. 

3. 2   S u b gr o u p s/ Str atifi c ati o n s 

S u bj e cts w h o s atisf y all s el e cti o n crit eri a will b e r a n d o mi z e d i nt o t h e st u d y. R a n d o mi z ati o n  
n u m b ers will b e assi g n e d i n as c e n di n g n u m eri c al or d er as e a c h s u bj e ct is d et er mi n e d t o b e f ull y  
eli gi bl e.  

S u bj e cts will b e  str atifi e d b as e d o n cli ni c all y di a g n os e d D H  st at us ( Y es/ N o). T h e str atifi c ati o n 
f a ct or will gi v e ris e t o t w o str at a. 

•  St r at u m 1 : D e nti n e H y p ers e nsiti vit y Pr es e nt  

•  St r at u m 2 : De nti n e H y p ers e nsiti vit y  N ot Pr es e nt  

Wit h e a c h str at u m , s u bj e ct will b e r a n d o mi z e d t o T est D e ntifri c e a n d R ef er e n c e D e ntifri c e  wit h 
1: 1 all o c ati o n r ati o.  

I n t h e e v e nt of mis-str atifi c ati o n, t h e c orr e ct str at a a c c or di n g t o C R F i nf or m ati o n will b e us e d 
i n t h e a n al ysis (i. e., d eri v e d str atifi c ati o n v ari a bl e fr o m A D S L will b e us e d f or a n al ysis ). 

3. 3   C e nt er s P o ol s 

Si n c e t his is si n gl e c e nt er  st u d y, p o oli n g of c e nt ers is n ot a p pli c a bl e. 

3. 4   Ti m e p oi nt s a n d Vi sit Wi n d o w s 

T h e ti m e p oi nts a n d visits f or t his st u d y ar e d efi n e d i n  “ S c h e d ul e of A cti viti es ”  d efi n e d i n s e cti o n 
1. 2 of st u d y Pr ot o c ol  ( v 2. 0 d at e d 1 3-N o v - 2 0 2 3). A n y d e vi ati o n fr o m t h e st u d y s c h e d ul e m a y 
b e r e vi e w e d o n c as e - b y-c as e b asis at t h e Bli n d e d D at a R e vi e w M e eti n g ( B D R M) t o d et er mi n e 
w h et h er t h e d at a s h o ul d b e e x cl u d e d fr o m t h e P er- Pr ot o c ol ( P P) a n al ys es . 

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  wit h o v ersi g ht fr o m H al e o n . 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 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 i n 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. 

O n e as p e ct t h at will b e c o nsi d er e d pri or t o or d uri n g t h e B D R M is t h e ass ess m e nt of t h e n u m b er 
of s u bj e cts w h o h a v e dr o p p e d or dis c o nti n u e d fr o m t h e st u d y d u e t o p a n d e mi c r el at e d e v e nts 
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a n d t h e p ot e nti al n e e d of a s e nsiti vit y a n al ysis. A n y  m aj or c h a n g es  t o pl a n n e d  a n al ys es  will  
n e e d  a n  a m e n d m e nt  t o S A P.  

E x c e pt as d es cri b e d b el o w, 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 n e nr oll e d s u bj e ct is 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. 

T h e n u m b er of s u bj e cts s cr e e n e d, e nr oll e d, a n d r a n d o mi z e d will b e pr es e nt e d i n T a bl e 1 4. 1. 1. 

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 e s u bj e cts (s u bj e cts n ot r a n d o mi z e d) wit h r e as o ns 
w h y s u bj e cts ar e n ot will b e dis pl a y e d. P er c e nt a g e s 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 
t h e t ot al n u m b er of s u bj e cts s cr e e n e d. 

T h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d s u bj e cts w h o c o m pl et e a n d 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 b y st u d y pr o d u ct a n d o v er all will als o b e dis pl a y e d. 
T h e p er c e nt a g es will b e b as e d o n t h e n u m b er of s u bj e cts r a n d o mi z e d. 

T a bl e 1 4. 1. 1 will als o pr es e nt 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 i n e a c h of t h e d efi n e d 
a n al ysis p o p ul ati o ns ( as d efi n e d i n S e cti o n 4. 1. 3 ) b y st u d y pr o d u ct a n d o v er all. P er c e nt a g es will 
b e b as e d o n t h e 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 d e m o gr a p hi c d at a ( a g e, s e x, r a c e a n d et h ni cit y), s cr e e ni n g d at e, 
st u d y  pr o d u ct  st art  d at e  a n d  ti m e,  s u bj e ct  st at us  ( c o m pl et er,  Y es/ N o),  st u d y  c o m pl eti o n  
/ wit h dr a w al d at 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 t h e pri m ar y r e as o n f or wit h dr a w al will b e list e d ( Listi n g 
1 6. 2. 1. 1) b y st u d y pr o d u ct f or all r a n d o mi z e d s u bj e cts . 

S u bj e ct dis p ositi o n i nf or m ati o n will b e list e d f or n o n -r a n d o mi z e d s u bj e cts ( Listi n g 1 6. 2. 1. 2), 
dis pl a yi n g s u bj e ct n u m b er, d e m o gr a p hi c i nf or m ati o n ( a g e, s e x, r a c e a n d et h ni cit y), s cr e e ni n g 
d at e,  r e as o n  f or  s cr e e n  f ail ur e  a n d  a n y  f urt h er  d et ails  of  r e as o n  f o r  s cr e e n  f ail ur e  a n d  
dis c o nti n u ati o n st at us. 

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. S u bj e cts wit h i m p ort a nt pr ot o c ol d e vi ati o ns li a bl e t o 
i nfl u e n c e t h e effi c a c y o ut c o m es will h a v e aff e ct e d d at a e x cl u d e d fr o m t h e P P a n al ys es . S u bj e cts 
m a y als o b e i d e ntifi e d as h a vi n g i m p ort a nt pr ot o c ol d e vi ati o ns n ot l e a di n g t o e x cl usi o n of d at a 
fr o m t h e P P a n al ys es . 
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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 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 t h e f oll o wi n g: 

•  C o ns e nt pr o c e d ur es 

•  I n cl usi o n/ E x cl usi o n crit eri a 

•  St u d y pr o c e d ur es 

•  R a n d o mi z ati o n pr o c e d ur es 

•  N o n -c o m pli a n c e wit h pr o d u ct a d mi nistr ati o n  

•  I n a d missi bl e c o n c o mit a nt m e di c ati o n 

•  Visit s c h e d ul e/i nt er v al  

•  Ot h er  

T h e s p e cifi c d et ails of t h e i m p ort a nt pr ot o c ol d e vi ati o ns will b e list e d i n Pr ot o c ol D e vi ati o n 
M a n a g e m e nt Pl a n a n d as s ess m e nt pr o c ess will b e s p e cifi e d i n t h e Bli n d D at a R e vi e w Pl a n a n d 
s u bj e cts wit h i m p ort a nt pr ot o c ol 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 at l e ast o n e i m p ort a nt pr ot o c ol d e vi ati o n, at l e ast 
o n e i m p ort a nt pr ot o c ol d e vi ati o n n ot l e a di n g t o e x cl usi o n  of d at a  fr o m P P a n al ys es  ( o v er all a n d 
b y e a c h d e vi ati o n r e as o n) a n d at l e ast o n e  i m p ort a nt pr ot o c ol d e vi ati o n l e a di n g t o e x cl usi o n of 
d at a  fr o m t h e P P a n al ys es  ( o v er all a n d b y e a c h d e vi ati o n r e as o n) will b e pr es e nt e d b y st u d y 
pr o d u ct  ( T a bl e 1 4. 1. 2) a n d list e d i n Listi n g 1 6. 2. 2. 1. 

All pr ot o c ol d e vi ati o ns c oll e ct e d o n t h e pr ot o c ol d e vi ati o n c as e r e p ort f or m p a g e will b e list e d 
i n Listi n g 1 6. 2. 2. 2. T h e listi n g will pr es e nt d at e of d e vi ati o n, t y p e of d e vi ati o n, 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  

 A n al ysis p o p ul ati o ns ar e d efi n e d as    

 
P o p ul ati o n  D efi niti o n / Crit eri a  A n al y s e s E v al u at e d  

S af et y  

C o m pri s e of all r a n d o mi z e d s u bj e cts w h o 
c o m pl et e at l e ast o n e us 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 *. 

A n y s u bj e ct w h o r e c ei v e s a r a n d o mi z ati o n 
n u m b er will b e c o nsi d er e d t o h a v e b e e n 
r a n d o mi z e d. 

D e m o gr a p hi cs 

S af et y   

M o difi e d I nt e nt -
T o -Tr e at 
( mI T T) 

C o m pris e all r a n d o mi z e d s u bj e cts w h o 
c o m pl et e at l e ast o n e us e of st u d y pr o d u ct a n d 
h a v e at l e ast o n e ass ess m e nt of t o ot h c ol or 

aft er t h e bl e a c hi n g p eri o d . 

D e m o gr a p hi cs 

C o m pli a n c e 

Effi c a c y A n al ysis  

E x pl or at or y A n al ysis  
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P o p ul ati o n  D efi niti o n / Crit eri a  A n al y s e s E v al u at e d  

T hi s p o p ul ati o n will b e b as e d o n t h e st u d y 
pr o d u ct t o w hi c h t h e s u bj e ct w as r a n d o mi z e d.  

A n y s u bj e ct w h o r e c ei v e s a r a n d o mi z ati o n 
n u m b er will b e c o nsi d er e d t o h a v e b e e n 
r a n d o mi z e d. 

 

P er - Pr ot o c ol 

C o m pris e all s u bj e cts i n t h e mI T T  p o p ul ati o n 
w h o h a v e at l e ast o n e ass ess m e nt of effi c a c y 
c o nsi d er e d u n aff e ct e d b y pr ot o c ol vi ol ati o ns. 

Pr ot o c ol d e vi ati o ns t h at m a y e x cl u d e s u bj e cts 
fr o m t h e P P p o p ul ati o n ar e d efi n e d i n S e cti o n 
4. 1. 2  ( Pr ot o c ol D e vi ati o n s). 

T his p o p ul ati o n will b e b as e d o n t h e st u d y 
pr o d u ct t o w hi c h t h e s u bj e ct w as r a n d o mi z e d.  

Effi c a c y A n al ysis   

R e p e at a bilit y 
P o p ul ati o n 

T o ot h C ol or R e p e at a bilit y P o p ul ati o n: 
s u bj e cts w h o h a v e at l e ast o n e r e p e at t o ot h 
c ol or cli ni c al ass ess m e nt at a n y visit.  
M L SI R e p e at a bilit y P o p ul ati o n: S u bj e cts w h o 
h a v e at l e ast o n e  r e p e at M L SI cli ni c al 
ass ess m e nt at a n y visit.  

R e p e at a bilit y 
Ass ess m e nt A n al ysis  

N O T E S:  

* T h e tr e at m e nt a ct u all y r e c ei v e d will b e a s s u m e d t o b e t h e s a m e a s t h e r a n d o mi z e d tr e at m e nt 
u nl e s s a pr ot o c ol d e vi ati o n i s r e c or d e d t o i n di c at e t h at i n c orr e ct tr e at m e nt w a s di s p e n s e d t o t h e 
s u bj e ct.  

Pl e a s e r ef er t o  A p p e n di x 1 : Li st of D at a Di s pl a y s w hi c h d et ail s t h e p o p ul ati o n t o b e u s e d f or e a c h 
di s pl a y b ei n g g e n er at e d.  

T h e  n u m b ers  of  s u bj e ct s  i n cl u d e d  i n  e a c h  of  t h e  a n al ysis  p o p ul ati o ns,  will  b e  s u m m ari z e d  
(T a bl e 1 4. 1. 1). S u bj e cts e x cl u d e d fr o m a n y of t h e a n al ysis p o p ul ati o ns will b e list e d i n Listi n g 
1 6. 2. 3. 1. 

T h e pri m ar y p o p ul ati o n f or ass ess m e nt of effi c a c y will b e t h e mI T T P o p ul ati o n. A P P a n al ysis 
will b e p erf or m e d o n t h e pri m ar y e n d p oi nt o nl y if m or e t h a n 1 0 % of mI T T s u bj e cts ar e e x cl u d e d  
fr o m t h e P P P o p ul ati o n. A d e cisi o n o n w h et h er a P P a n al ysis will b e p erf or m e d will b e m a d e 
pri or t o st u d y u n bli n di n g (r el e as e of t h e r a n d o mi z ati o n c o d es).  

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 S af et y a n d  mI T T 
P o p ul ati o n. 
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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 a bl 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 bj e 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 st u d y pr o d u ct . T h es e 
v ari a bl es i n cl u d e a g e, s e x , r a c e, et h ni cit y, a n d  str atifi c ati o n gr o u p a n d will b e pr es e nt e d f or t h e 
S af et y p o p ul ati o n ( T a bl e 1 4. 1. 3. 1 ), a n d t h e mI T T p o p ul ati o n ( T a bl e 1 4. 1. 3. 2 ). 

D e m o gr a p hi c i nf or m ati o n will b e list e d ( Listi n g 1 6. 2. 4. 1 ) f or all r a n d o mi z e d s u bj e cts. 

 

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

M e di c al a n d s ur gi c al hist or y (i n t h e l ast y e ar) i n cl u di n g all er gi es or dr u g  s e nsiti vit y  will b e 
list e d i n Listi n g 1 6. 2. 4. 2, 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 

4. 3   T r 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) 

R a n d o mi z ati o n d et ails will b e list e d, i n cl u di n g t h e r a n d o mi z ati o n n u m b er, str atifi c ati o n gr o u p, 
t h e pl a n n e d st u d y pr o d u ct, t h e a ct u al st u d y pr o d u ct t h e s u bj e ct w as r a n d o mi z e d t o a n d t h e 
r a n d o mi z ati o n d at e (Listi n g 1 6. 1. 7. 1 ) f or all r a n d o mi z e d s u bj e cts. 

T h e st u d y pr o d u ct kit all o c ati o ns will b e list e d ( Listi n g 1 6. 1. 7. 2), i n cl u di n g kit n u m b er a n d 
st u d y pr o d u ct i nf or m ati o n.  

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 will als o b e s u m m ari z e d f or t h e mI T T p o p ul ati o n a n d will b e ass ess e d b y 
n u m b er of br us hi n gs. 

N u m b er  of  br us hi n gs,  br us hi n g  c o m pli a n c e  ( %),  n u m b er  of  miss e d  br us hi n gs,  n u m b er  of  
a d diti o n al br us hi n gs will b e s u m m ari z e d usi n g d e s cri pti v e st atisti cs as s e p ar at e c at e g ori es b y 
st u d y pr o d u ct i n T a bl e 1 4. 2. 1. 1 b y c u m ul ati v e visit.  

N u m b er of br us hi n gs is d efi n e d as: [( d at e of Visit  N – d at e of Visit 1 ) m ulti pli e d b y 2 – n u m b er 
of missi n g br us hi n gs + n u m b er of a d diti o n al br us hi n gs]. 

Br us hi n g c o m pli a n c e ( %) is d efi n e d as: [ 1 0 0 x ( N u m b er of br us hi n gs / E x p e ct e d n u m b er of 
br us hi n gs)], w h er e e x p e ct e d n u m b er of br us hi n gs i s d efi n e d as: [( d at e of Visit N – d at e of Visit 
1) m ulti pli e d b y 2]. 

St u d y pr o d u ct c o m pli a n c e ( n u m b er of br us hi n gs / br us hi n g c o m pli a n c e [ %] / n u m b er of miss e d 
br us hi n gs / n u m b ers of a d diti o n al br us hi n gs) will b e list e d i n Listi n g  1 6. 2. 5. 1 f or all r a n d o mi z e d 
s u bj e cts b y st u d y pr o d u ct. 
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4. 3. 2  Bl e a c hi n g  C o m pli a n c e a n d E x p o s ur e  

Bl e a c h i n g C o m pli a n c e will b e s u m m ari z e d f or mI T T P o p ul ati o n w h er e n u m b er of bl e a c hi n g, 
bl e a c hi n g  c o m pli a n c e ( %)  a n d miss e d/ a d diti o n al  bl e a c hi n g  o c c urr e n c e  will  b e  s u m m ari z e d 
usi n g  d es cri pti v e  st atisti cs  as  s e p ar at e  c at e g ori es  b y  st u d y  pr o d u ct  i n  T a bl e  1 4. 2. 1. 2  b y 
c u m ul ati v e visit.   

N u m b er of bl e a c hi n g is d efi n e d as: [( d at e of Visit 3 – d at e of Visit 2) – n u m b er of missi n g 
bl e a c hi n g + n u m b er of a d diti o n al bl e a c hi n g ]. 

Bl e a c hi n g c o m pli a n c e ( %) is d efi n e d as: [ 1 0 0 x ( N u m b er of bl e a c hi n g / E x p e ct e d n u m b er of 
bl e a c hi n g )], w h er e e x p e ct e d n u m b er of bl e a c hi n g is d efi n e d as: ( d at e of Visit 3 – d at e of Visit 
2).  

Bl e a c hi n g  c o m pli a n c e ( n u m b er of b l e a c hi n g / b l e a c hi n g c o m pli a n c e [ %] / n u m b er of miss e d 
b l e a c hi n g / n u m b ers of a d diti o n al b l e a c hi n g) will b e list e d i n Listi n g 1 6. 2. 5. 2 f or all r a n d o mi z e d 
s u bj e cts b y st u d y pr o d u ct. 

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

Pri or  m e di c ati o ns/tr e at m e nts,  i n cl u di n g  pr es cri pti o n  a n d  n o n -pr es cri pti o n  dr u gs,  di et ar y  
s u p pl e m e nts a n d h er b al r e m e di es, t a k e n i n t h e l ast 2 8 d a ys a n d pri or t o 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 i n t h e C R F. T h e pri or a n d c o n c o mit a nt m e d i c ati o ns will b e 
c o d e d usi n g a v ali d at e d m e di c ati o n di cti o n ar y, W orl d H e alt h Or g a ni z ati o n Dr u g Di cti o n ar y 
( W H O D D). 

Pri or m e di c ati o ns a n d pri or n o n -dr u g tr e at m e nts  will b e list e d b y s u bj e ct, wit h dr u g n a m e, 
W H O D D Dr u g S y n o n y m, r e as o n, r o ut e, d os e,   u nit, fr e q u e n c y, st art d at e a n d e n d d at e b ot h 
r el ati v e  t o  st u d y  pr o d u ct  st art  d at e  ( Listi n g  1 6. 2. 4. 3)  f or  all  r a n d o mi z e d s u bj e cts.  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 us e 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 ns a n d c o n c o mit a nt n o n- dr u g tr e at m e nts/si g nifi c a nt n o n- dr u g t h er a pi es 
t a k e n d uri n g tr e at m e nt will b e list e d si mil arl y ( Listi n g 1 6. 2. 4. 4) f or all r a n d o mi z e d s u bj e cts 
wit h eit h er o n g oi n g or e n d d at e dis pl a y e d.  
C o n c o mit a nt  m e di c ati o ns  t h at  h a v e  b e e n  t a k e n  t o  all e vi at e  t o ot h  s e nsiti vit y/ p ai n  will  b e  
s u m m ari z e d i n T a bl e  1 4 . 3. 4. 2 f or all  r a n d o mi z e d  p o p ul ati o n  a n d  will  b e  list e d  i n  Listi n g  
1 6. 2. 4. 5. 
C o n c o mit a nt m e di c ati o ns ar e d efi n e d as m e di c ati o ns t h at st art e d or st o p p e d o n or aft er t h e 
first us e of t h e st u d y pr o d u ct or ar e o n g oi n g. 

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 c o n c o mit a nt m e di c ati o n u nl ess t h e p arti al st art d at e or st o p d at e i n di c at es 
diff er e ntl y.  

4. 4   A n al y si s of Effi c a c y  

T h e pri m ar y p o p ul ati o n f or ass ess m e nt of effi c a c y will b e t h e mI T T P o p ul ati o n.  
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4. 4. 1  P ri m a r y E ffi c a c y E n d p oi nt  

4. 4. 1. 1  P ri m a r y E ffi c a c y E n d p oi nt D efi niti o n  
T h e  pri m ar y  effi c a c y  v ari a bl e  is  m e a n  Vit a  Bl e a c h e d  g ui d e  s h a d e  at  2 4  w e e ks  aft er  t o ot h  
bl e a c hi n g h as  c o m pl et e d , c al c ul at e d at t h e s u bj e ct l e v el as t h e a v er a g e Vit a Bl e a c h e d  g ui d e 
s h a d e o v er all sit es ass es s e d.  
 
T o ot h c ol or of t h e f a ci al s urf a c es of t h e si x a nt eri or m a xill ar y t e et h (t o ot h n u m b ers 6- 1 1) 
[ U ni v ers al t o ot h n u m b eri n g s yst e m] will b e ass ess e d b y a si n gl e, tr ai n e d cli ni c al e x a mi n er usi n g 
t h e VI T A Bl e a c h e d g ui d e 3 D -M A S T E R.  T h e VI T A Bl e a c h e d  g ui d e 3 D -M A S T E R us es a v al u e -
r a n k e d or d er e d s c al e fr o m 1 (t h e li g ht est) t o 2 9 (t h e d ar k est). T h e s h a d e l e v el of e a c h t o ot h 
s urf a c e is s c or e d vis u all y b y t h e cli ni c al e x a mi n er wit h r ef er e n c e t o t h e Bl e a c h e d  g ui d e. 

T h e m e a n  VI T A s h a d e s c or e f or e a c h s u bj e ct at e a c h visit is c al c ul at e d as t h e m e a n VI T A s h a d e 
s c or e o v er all n o n- missi n g f a ci al s urf a c es of si x a nt eri or m a xill ar y t e et h  (t o ot h n u m b ers 6- 1 1). 

D es cri pti v e  st atisti cs  ( n,  missi n g,  m e a n,  S D,  st a n d ar d  err or  [ S E],  m e di a n,  mi ni m u m,  a n d  
m a xi m u m) will  b e pr es e nt e d f or m e a n  VI T A  s h a d e  s c or e at  e a c h  ass ess m e nt  ti m e p oi nt i n 
T a bl e  1 4. 2. 2. 1. 1 f or all s u bj e cts i n t h e mI T T p o p ul ati o n b y st u d y pr o d u ct.  

R a w m e a ns ( ± S E) of t h e m e a n VI T A s h a d e  s c or e at e a c h ti m e p oi nt will b e pl ott e d b y st u d y 
pr o d u ct i n Fi g ur e 1 4. 2. 1. 1 f or all s u bj e cts i n t h e mI T T p o p ul ati o n. 
 
I n di vi d u al d at a f or m e a n VI T A s h a d e  s c or e will b e list e d f or e a c h s u bj e ct b y st u d y pr o d u ct 
gr o u p a n d visit i n Listi n g 1 6. 2. 6. 1 f or all r a n d o mi z e d s u bj e cts. 

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 pri m ar y c o m p aris o n is b et w e e n t h e T est D e ntifri c e  a n d t h e R ef er e n c e D e ntifri c e  i n t h e 
mI T T  p o p ul ati o n.  As  t h er e  is  o nl y  a  si n gl e  pri m ar y  o bj e cti v e , n o  a dj u st m e nt  f or  m ulti pl e  
c o m p aris o ns is r e q uir e d. 

St u d y  pr o d u ct  diff er e n c es  will  b e  t est e d  u n d er  t h e  n ull  h y p ot h esis  at 2 4  w e e ks  aft er  t o ot h  
bl e a c hi n g  h as c o m pl et e d : 

•  H 0 : t h er e i s n o diff er e n c e i n m e a n VI T A sh a d e s c or e b et w e e n T est D e ntifri c e  a n d 
R ef er e n c e D e ntifri c e  

•  H 1 : t h er e i s a diff er e n c e i n m e a n VI T A sh a d e s c or e b et w e e n T est D e ntifri c e  a n d R ef er e n c e 
D e ntifri c e  

 
M e a n V I T A Bl e a c h e d g ui d e s h a d e will b e a n al y z e d usi n g a r e p e at e d m e as ur es A N O V A m o d el  
wit h tr e at m e nt gr o u p a n d st u d y ti m e p oi nts ( Visit 2 t o 5) as f a ct or a n d tr e at m e nt gr o u p b y ti m e 
p oi nt ( Visit  2  t o 5) as  i nt er a cti o n. S u bj e ct  will  b e  i n cl u d e d  as  a  r e p e at e d  m e as ur e  wit h  
u nstr u ct ur e d  c o v ari a n c e  m atri x ;  t h e K e n w ar d  R o g ers  d e gr e es  of  fr e e d o m  a p pr o a c h  will  b e  
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a p pli e d ( K e n w ar d a n d R o g er, 1 9 9 7). If t h e m o d el wit h u nstr u ct ur e d c o v ari a n c e m atri x d o es n ot 
c o n v er g e t h e n c o m p o u n d s y m m etr y c o v ari a n c e m atri x will b e us e d.  
 
Usi n g  t h e  a b o v e  m o d el,  m e a n  diff er e n c e s b et w e e n  T est D e ntifri c e  c o m p ar e d  t o  R ef er e n c e  
D e ntifri c e i n M e a n VI T A s h a d e s c or e will b e r e p ort e d b y st u d y pr o d u ct gr o u p al o n g wit h 9 5 % 
CIs  a n d p -v al u es  will b e pr o vi d e d i n T a bl e 1 4. 2. 2. 2. 1 . All p -v al u es pr es e nt e d will b e t w o -si d e d 
a n d ass ess e d at t h e 5 % si g nifi c a n c e l e v el.  

T h e ass u m pti o n of n or m alit y a n d h o m o g e n eit y of v ari a n c e i n r e p e at e d m e as ur es A N O V A will 
b e   i n v esti g at e d. I n c as e of vi ol ati o n of t h es e ass u m pti o ns, a s uit a bl e n o n p ar a m etri c t est ( V a n 
Elt er e n T est  a dj ust e d f or r a n d o mi z ati o n str atifi c ati o n ) will b e p erf or m e d,  a n d t h e r es ults will b e 
pr o vi d e d t o s u p p ort t h e r e p e at e d m e as ur es A N O V A r es ults. T h e n o n-p ar a m etri c r es ults will b e 
c o nsi d er e d c o nfir m at or y u n d er t h e o bs er v ati o n of str o n g vi ol ati o ns of t h e ass u m pti o ns. 

If t h er e is m or e t h a n 1 0 % diff er e n c e i n t h e o v er all n u m b er of s u bj e cts b et w e e n P P a n d mI T T 
p o p ul ati o ns, a s u m m ar y a n d a n al ysis of t h e pri m ar y effi c a c y v ari a bl e  will b e pr es e nt e d f or t h e 
P P p o p ul ati o n i n T a bl e 1 4. 2. 2. 1. 2 a n d T a bl e 1 4. 2. 2. 2. 2 r es p e cti v el y. 

4. 4. 2  S e c o n d a r y Effi c a c y E n d p oi nt s  

4. 4. 2. 1  S e c o n d a r y E ffi c a c y V a ri a bl e 1  

T h e S e c o n d ar y Effi c a c y E n d p oi nt 1 will b e m e a n VI T A s h a d e s c or e at 1 2 w e e ks aft er t o ot h 
bl e a c hi n g  a n d t h e c o m p aris o n of T est D e ntifri c e t o t h e R ef er e n c e D e ntifri c e.  

4. 4. 2. 1. 1  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  

St u d y pr o d u ct diff er e n c e s will b e t est e d u n d er s a m e h y p ot h esis st at e d  i n S e cti o n 4. 4. 1. 2 . M e a n 
VI T A Bl e a c h e d g ui d e s h a d e will b e a n al y z e d usi n g a r e p e at e d m e as ur es A N O V A m o d el wit h 
tr e at m e nt gr o u p a n d st u d y ti m e p oi nts ( Visit 2 t o 5) as f a ct or a n d tr e at m e nt gr o u p b y ti m e p oi nt 
( Visit 2 t o 5) as i nt er a cti o n. S u bj e ct will b e i n cl u d e d as a r e p e at e d m e as ur e wit h u nstr u ct ur e d 
c o v ari a n c e m atri x; t h e K e n w ar d R o g ers d e gr e es of fr e e d o m a p pr o a c h will b e a p pli e d ( K e n w ar d 
a n d R o g er, 1 9 9 7). If t h e m o d el wit h u nstr u ct ur e d c o v ari a n c e m atri x d o e s n ot c o n v er g e t h e n 
c o m p o u n d s y m m etr y c o v ari a n c e m atri x will b e us e d.  

R ef er t o  S e cti o n 4. 4. 1. 2 . M e a n  diff er e n c es  b et w e e n  T est D e ntifri c e c o m p ar e d  t o  R ef er e n c e  
D e ntifri c e i n M e a n VI T A s h a d e s c or e at 1 2 w e e ks aft er t o ot h bl e a c hi n g will b e pr es e nt e d al o n g 
wit h 9 5 % CIs a n d p -v al u es i n T a bl e 1 4. 2. 2. 2. 1 . All p -v al u es pr es e nt e d will b e t w o -si d e d a n d 
ass ess e d at t h e 5 % si g nifi c a n c e l e v el.  

T h e ass u m pti o n of n or m alit y a n d h o m o g e n eit y of v ari a n c e i n r e p e at e d m e as ur es A N O V A will 
b e   i n v esti g at e d. I n c as e of vi ol ati o n of t h es e ass u m pti o ns, a s uit a bl e n o n p ar a m etri c t est ( V a n 
Elt er e n T est a dj ust e d f or r a n d o mi z ati o n str atifi c ati o n) will b e p erf or m e d t o ass ess c o m p aris o ns 
( T est D e ntifri c e vs. R ef er e n c e D e ntifri c e at W e e k 1 2) a n d t h e r es ults will b e pr o vi d e d t o s u p p ort 
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t h e r e p e at e d  m e as ur es  A N O V A  r es ults.  T h e  n o n-p ar a m etri c  r es ults  will  b e  c o nsi d er e d  
c o nfir m at or y u n d er t h e o bs er v ati o n of str o n g vi ol ati o ns of t h e ass u m pti o ns. 

4. 4. 2. 2  S e c o n d a r y E ffi c a c y V a ri a bl e 2 

F or c o m p aris o n of e xtri n si c d e nt al aft er st ai n  t h e S e c o n d ar y Effi c a c y E n d p oi nt 2 will b e m e a n 
s c or es at 1 2 a n d 2 4 w e e k s aft er t o ot h bl e a c hi n g i n: 

o  T ot al M L SI ( Ar e a ( A) x I nt e nsit y (I))  

o  M L SI ( A xI) f or g i n gi v al sit es ( A xI) 

o  M L SI ( A xI) f or int er pr o xi m al sit es ( A xI)  

o  M L SI ( A xI) f or b o d y sit e s ( A xI) 

o  T ot al M L SI Ar e a ( A) 

o  T ot al M L SI I nt e nsit y (I) 
E xtri nsi c d e nt al st ai n will b e ass ess e d o n t h e f a ci al s urf a c es of t h e 6 m a xill ar y a nt eri or t e et h ( 6 -
1 1) [ U ni v ers al t o ot h n u m b eri n g s yst e m] at Visits 1 -5), usi n g ( M L SI)  d es cri b e d i n s e cti o n 9. 2. 2  
of t h e st u d y Pr ot o c ol ( v 2. 0, d at e d 1 3- N o v - 2 0 2 3). 
 

4. 4. 2. 2. 1  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 r es ults f or m e a n tot al M L SI Ar e a x I nt e nsit y  ( A xI), m e a n t ot al M L SI ( A xI) f or gi n gi v al 
sit es ( A xI) , m e a n t ot al M L SI ( A xI) f or i nt er pr o xi m al sit es ( A xI) , m e a n t ot al M L SI ( A xI) f or 
b o d y sit es ( A xI) , m e a n tot al M L SI Ar e a ( A) , a n d  m e a n t ot al M L SI I nt e nsit y (I)  will b e o bt ai n e d 
fr o m t h e R e p e at e d M e as ur es A N O V A d et ail e d i n S e cti o n 4. 4. 1. 2. M e a n diff er e n c es b et w e e n 
T est D e ntifri c e c o m p ar e d t o t h e R ef er e n c e D e ntifri c e i n m e a n T ot al M L SI ( A ×I) s c or e at 1 2 
a n d 2 4 w e e ks aft er t o ot h bl e a c hi n g will b e pr es e nt e d al o n g wit h 9 5 % CIs a n d p -v al u es i n T a bl e 
1 4. 2. 3. 2 f or all s u bj e cts i n t h e mI T T p o p ul ati o n. Si g nifi c a n c e t esti n g will b e c o n d u ct e d at t h e 
t w o-si d e d  5 %  si g nifi c a n c e  l e v el.  St u d y  pr o d u ct  diff er e n c es  f or  e a c h  of  t h e  af or e m e nti o n e d  
effi c a c y v ari a bl es will b e t est e d u n d er t h e n ull h y p ot h es e s d es cri b e d b el o w at 1 2 a n d 2 4 W e e ks : 

•  T ot al M L S I ( A r e a ( A) x I nt e n sit y (I))  

H 0: t h er e is n o diff er e n c e i n m e a n tot al M L SI  Ar e a x I nt e nsit y  ( A ×I) s c or es b et w e e n T est 
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

H 1: t h er e is a diff er e n c e i n m e a n tot al M L SI Ar e a x I nt e nsit y ( A ×I) s c or es b et w e e n T est 
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

D es cri pti v e st atisti cs ( n, m e a n, S D, St a n d ar d Err or [ S E], m e di a n, mi ni m u m, a n d m a xi m u m) 
will b e pr es e nt e d f or M e a n T ot al M L SI ( A xI) s c or e at e a c h ass ess m e nt ti m e p oi nt  i n T a bl e 
1 4. 2. 3 . 1 f or all s u bj e cts i n mI T T P o p ul ati o n b y st u d y pr o d u ct.  R a w m e a n ±  ( S E) of m e a n 
T ot al M L SI ( A xI) s c or e at e a c h ti m e p oi nt will b e pl ott e d b y st u d y pr o d u ct i n Fi g ur e 1 4. 2. 2. 1 
f or all s ubj e cts i n t h e mI T T p o p ul ati o n. 
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•  Gi n gi v al sit es ( A xI)  

H 0:  t h er e  is  n o  diff er e n c e  i n  m e a n  M L SI  ( A ×I)  s c or es f or  gi n gi v al  sit es  b et w e e n  T est  
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

H 1:  t h er e  is  a  diff er e n c e  i n  m e a n  M L SI  ( A ×I)  s c or es  f or  gi n gi v al  sit es  b et w e e n  T est  
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

•  I nt e r p r o xi m al sit es ( A xI)  

H 0: t h er e is n o diff er e n c e i n m e a n M L SI ( A ×I) s c or es f or i nt er pr o xi m al sit es b et w e e n T est 
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

H 1: t h er e is a diff er e n c e i n m e a n M L SI ( A ×I)  s c or es f or i nt er pr o xi m al sit es b et w e e n T est 
D e ntifri c e a n d R ef er e n c e D e ntifri c e;  

•  B o d y si t es ( A xI) 

H 0: t h er e is n o diff er e n c e i n m e a n M L SI ( A ×I) s c or es f or b o d y sit es b et w e e n T est D e ntifri c e 
a n d R ef er e n c e D e ntifri c e;  

H 1: t h er e is a diff er e n c e i n m e a n M L SI ( A ×I) s c or es f or b o d y sit es b et w e e n T est D e ntifri c e 
a n d R ef er e n c e D e ntifri c e;  

•  M L S I ( A) 

H 0: t h er e is n o diff er e n c e i n m e a n t ot al M L SI Ar e a  ( A) s c or es b et w e e n T est D e ntifri c e a n d 
R ef er e n c e D e ntifri c e;  

H 1: t h er e is a diff er e n c e i n m e a n t ot al M L SI  Ar e a  ( A) s c or es b et w e e n T est D e ntifri c e a n d 
R ef er e n c e D e ntifri c e;  

 

•  M L S I (I)  

H 0: t h er e is n o diff er e n c e i n m e a n t ot al M L SI I nt e nsit y (I) s c or es b et w e e n T est D e ntifri c e 
a n d R ef er e n c e D e ntifri c e;  

H 1: t h er e is a diff er e n c e i n m e a n t ot al M L SI I nt e nsit y (I) s c or es b et w e e n T est D e ntifri c e 
a n d R ef er e n c e D e ntifri c e;  

D es cri pti v e st atisti cs ( n, m e a n, S D, St a n d ar d Err or [ S E], m e di a n, mi ni m u m, a n d m a xi m u m) 
will b e pr es e nt e d f or all  t h e af or e m e nti o n e d effi c a c y v ari a bl es at e a c h ass es s m e nt ti m e p oi nt  i n 
T a bl e 1 4. 2. 3 . 1 f or all s u bj e cts i n mI T T  P o p ul ati o n b y st u d y pr o d u ct.  R a w m e a n ±  ( S E) of m e a n 
T ot al M L SI ( A xI) s c or e at e a c h ti m e  p oi nt will b e pl ott e d b y st u d y pr o d u ct i n Fi g ur e 1 4. 2. 2. 1 
f or all s u bj e cts i n t h e mI T T p o p ul ati o n. 

I n di vi d u al a n d d eri v e d M L SI ( A ×I) s c or e d at a  will b e list e d f or e a c h s u bj e ct b y visit a n d st u d y 
pr o d u ct  gr o u p  i n  Listi n g  1 6. 2. 6. 2 . 1  a n d Listi n g  1 6. 2. 6. 2. 2 r es p e cti v el y  f or  all  r a n d o mi z e d  
s u bj e cts.  
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T h e ass u m pti o n of n or m alit y a n d h o m o g e n eit y of v ari a n c e i n t h e r e p e at e d m e as ur es A N O V A 
m o d el will b e i n v esti g at e d. I n c as e of vi ol ati o n of t h es e ass u m pti o ns, a s uit a bl e n o n p ar a m etri c 
t est (t h e V a n Elt er e n t est, a dj ust e d f or t h e r a n d o mi z ati o n str atifi c ati o n) will b e p erf or m e d f or 
e a c h  c o m p aris o n  at  w e e k  1 2 a n d  2 4  a n d  r es ults  will  b e  pr o vi d e d  t o  s u p p ort  t h e  r e p e at e d 
m e as ur es A N O V A r es ults. 

4. 4. 3  E x pl or at or y Effi c a c y V a ri a bl e s  

T h er e will b e n o a dj ust m e nt f or m ulti pli cit y i n t h e a n al ys es f or e x pl or at or y effi c a c y v ari a bl es. 

4. 4. 3. 1  E x pl or at or y Effi c a c y V a ri a bl e 1  

T h e  E x pl or at or y  E n d p oi nt  1 will  b e  M e a n  s e nsiti vit y  q u esti o n n air e  s c or es  pr e  a n d  p ost  
bl e a c hi n g t o a c c ess t o ot h s e nsiti vit y of s u bj e cts a n d c o m p aris o n b et w e e n T est D e ntifri c e a n d 
R ef er e n c e D e ntifri c e . T o ass ess t o ot h s e nsiti vit y  b el o w  q u esti o n n air e will b e us e d:   

•  Vis u al A n al o g u e S c al e  ( V A S) 

•  L a b ell e d  M a g nit u d e S c al e (I nt e nsit y, D ur ati o n, T ol er a bilit y, D es cri pti o n) - L M S   

•  B ot h ers o m e n ess S c or e ( N R S)  

D es cri pti v e  st atisti cs  ( n,  missi n g,  m e a n,  S D,  st a n d ar d  err or  [ S E],  m e di a n,  mi ni m u m,  a n d  
m a xi m u m) will  b e  pr es e nt e d  f or  V A S  s c or e,  N R S  S c or e  a n d  L M S  (I nt e nsit y,  D ur ati o n,  
T ol er a bilit y, D es cri pti o n) s c or e at e a c h ass ess m e nt ti m e p oi nt i n T a bl e  1 4. 2. 4. 1 f or all s u bj e cts 
i n t h e mI T T p o p ul ati o n b y st u d y pr o d u ct wit hi n Str at a . 

A d diti o n all y ,  nu m b er of  s u bj e cts w h o e x p eri e n c e d t o ot h s e nsiti vit y will b e s u m m ari z e d b y 
st u d y pr o d u ct gr o u p a n d str at u m [ D H ( Y/ N)]  i n T a bl e 1 4. 2. 4. 1.  

I n di vi d u al d at a f or V A S s c or e, L M S s c or e a n d N R S s c or e will b e list e d f or e a c h s u bj e ct b y 
st u d y pr o d u ct gr o u p a n d visit i n Listi n g 1 6. 2. 6. 3 f or all r a n d o mi z e d s u bj e ct s. 

4. 4. 3. 2  E x pl or at or y Effi c a c y V a ri a bl e 2 

T h e  E x pl or at or y  E n d p oi nt  2  will  b e  P ost  W hit e ni n g  Q u esti o n n ai r e  a n d  W hit e ni n g  Hist or y  
Q u esti o n n air e t o e x pl or e s u bj e ct ’s e x p eri e n c e of p er o xi d e t o ot h bl e a c hi n g w h e n si m ult a n e o usl y 
usi n g eit h er T est D e ntifri c e or R ef er e n c e D e ntifri c e . 

•  W hit e ni n g Hist or y Q u esti o n n air e 

 

I n di vi d u al d at a fr o m q u e sti o n n air e will b e list e d f or e a c h s u bj e ct b y st u d y pr o d u ct gr o u p i n 
Listi n g 1 6. 2. 6. 5 f or all r a n d o mi z e d s u bj e cts.  

•  P ost W hit e ni n g Q u esti o n n air e  
 
T h e q u esti o n n air e will b e s u m m ari z e d [ n ( %)] f or all q u esti o ns a n d s u bj e ct’ s r es p o ns e i n 
T a bl e 1 4. 2. 4. 2 f or all s u bj e cts i n t h e mI T T P o p ul ati o n b y st u d y pr o d u ct gr o u p. 
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I n di vi d u al d at a will b e list e d f or e a c h s u bj e ct b y st u d y pr o d u ct gr o u p i n Listi n g 1 6. 2. 6. 4 f or all 
r a n d o mi z e d s u bj e cts. 

4. 4. 3. 3  E x pl or at or y Effi c a c y V a ri a bl e 3 
 
T h e e x pl or at or y e n d p oi nt 3 will b e c h a n g e i n m e a n VI T A s h a d e s c or e fr o m pr e t o p ost bl e a c hi n g  
Tr e at m e nt . 
 
D es cri pti v e  st atisti cs  ( n,  missi n g,  m e a n,  S D,  st a n d ar d  err or  [ S E],  m e di a n,  mi ni m u m,  a n d  
m a xi m u m) will b e pr es e nt e d f or m e a n VI T A s h a d e s c or e at visit  2 ( pr e bl e a c hi n g) a n d visit 3  
( p ost bl e a c hi n g) t o g et h er wit h c h a n g e fr o m Visit 2 t o Visit 3 will b e pr es e nt e d i n  T a bl e  1 4. 2. 4. 3 
f or all s u bj e cts i n t h e mI T T p o p ul ati o n b y st u d y pr o d u ct gr o u p. 
T h e r es ults f or t his e n d p oi nt will b e a n al y z e d  fr o m a n A N C O V A m o d el w h er e st u d y pr o d u ct 
gr o u p will b e fi x e d eff e ct  a n d m e a n VI T A s h a d e s c or e pri or t o t h e st art of t o ot h bl e a c hi n g fitt e d 
as a c o v ari at e.   

Usi n g t h e a b o v e m o d el,  le ast s q u ar e d m e a n, p air wis e diff er e n c e  al o n g wit h 9 5 % CIs will b e 
r e p ort e d b y st u d y pr o d u ct i n T a bl e  1 4. 2. 4. 4 f or all s u bj e cts i n t h e mI T T p o p ul ati o n. Si g nifi c a n c e 
t esti n g will b e c o n d u ct e d at t h e t w o-si d e d 5 % si g nifi c a n c e l e v el . 
T h e ass u m pti o n of n or m alit y a n d h o m o g e n eit y of v ari a n c e i n will b e i n v esti g at e d. I n c as e of 
vi ol ati o n of t h es e ass u m pti o ns, a s uit a bl e n o n- p ar a m etri c t est ( V a n Elt er e n) will b e p erf or m e d, 
a n d r es ults will  b e pr o vi d e d t o s u p p ort t h e p ar a m etri c r es ults. 

4. 4. 4  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 dis c o nti n u ati o n. 

T h e us e of r e p e at e d m e as ur es a n al ys es a c c o u nts f or missi n g d at a ass u mi n g a missi n g at r a n d o m 
ass u m pti o n, i. e., t h er e is a s yst e m ati c r el ati o ns hi p b et w e e n t h e pr o p e nsit y of missi n g v al u es a n d 
t h e o bs er v e d d at a, b ut n ot t h e missi n g d at a. 

It is t h er ef or e ass u m e d t h at a s u bj e ct wit h missi n g d at a w o ul d h a v e o bt ai n e d a si mil ar effi c a c y 
r es ult c o m p ar e d t o a s u bj e ct usi n g t h e s a m e st u d y pr o d u ct wit h si mil ar n o n -missi n g r es ults at 
ot h er ti m e p oi nts ( B as eli n e a n d  t h e ot h er p ost-B as eli n e visit).  

S e nsiti vit y a n al ys es m a y b e a d d e d t o t h e S A P pri or t o u n bli n di n g i n c as e of hi g h dr o p -o ut r at es 
a n d/ or e x cl usi o n fr o m P P a n al ys es . 

4. 5   A n al y si s of S af et y  

T h e s af et y pr ofil e of t h e st u d y tr e at m e nts will b e ass ess e d wit h r es p e ct t o A Es or i n ci d e nts or 
ot h ers s u c h as O S T/ O H T a b n or m aliti es i n or al h e alt h st u d y  a n d i n ci d e nts r el at e d t o m e di c al 
d e vi c e s. 
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4. 5. 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). 

A Es will b e cl assifi e d as or al a n d n o n - or al o n t h e A E p a g e of e C R F. 

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 st u d y pr o d u ct  us e  (if t his d at e is missi n g a s uit a bl e alt er n ati v e will b e us e d e. g., d at e of 
r a n d o mi z ati o n).  A Es  wit h  a n  o ns et  d at e/ti m e  pri or  t o  t h e  first  st u d y  pr o d u ct  us e  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. 

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 st u d y pr o d u ct gr o u p. 

•  T a bl e of All A Es  ( T a bl e 1 4. 3. 1. 1). 

•  T a bl e of T E A Es b y S O C a n d P T ( T a bl e 1 4. 3. 1. 2 ). 

•  T a bl e of T E A Es b y Or al/ N o n- Or al a n d P T ( T a bl e 1 4. 3. 1. 3) 

•  T a bl e of tr e at m e nt r el at e d T E A Es b y S O C a n d P T ( T a bl e 1 4. 3. 1. 4) 

•  T a bl e of tr e at m e nt r el at e d T E A Es b y Or al/ N o n - Or al a n d P T ( T a bl e 1 4. 3. 1. 5) 

•  Listi n g of all A Es ( Listi n g 1 6. 2. 7. 1 f or all r a n d o mi z e d s u bj e cts; Listi n g 1 6. 2. 7. 2 f or 
n o n-r a n d o mi z e d s u bj e cts) 

•  Listi n g of d e at hs ( Listi n g 1 4. 3. 2. 1) 

•  Listi n g of n o n-f at al S A E s ( Listi n g 1 4. 3. 2. 2) 

•  Listi n g of T E 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 1 4. 3. 2. 3) 

•  Listi n g of T E A Es cl assifi e d as Or al ( Listi n g 1 4. 3. 2. 4) 

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

4. 5. 2  M e di c al D e vi c e I n ci d e nt s 
 
M e di c al d e vi c e i n ci d e nts i n v ol vi n g a n A E will b e f oll o w e d a n d r e p ort e d i n t h e s a m e m a n n er as 
ot h er A Es. T his a p pli es t o all s u bj e cts, i n cl u di n g t h os e w h o dis c o nti n u e st u d y pr o d u ct or ar e 
wit h dr a w n fr o m t h e st u d y. 
All r e p ort e d i n ci d e nts i n cl u di n g o ns et d at e /ti m e, o ut c o m e, e n d d at e/ti m e, d e at h d at e/ti m e if a n y, 
tr e at m e nt  pr o vi d e d, r e as o n  of  st u d y  wit h dr a w n will  b e  list e d  i n  Listi n g  1 6. 2. 7. 3 f or  all  
R a n d o mi z e d s u bj e cts. 

4. 5. 3  Ot h e r S af et y V a ri a bl e s  

Ot h er s af et y v ari a bl es ar e list e d b el o w:  

•  O S T e x a mi n ati o n  

•  O H T e x a mi n ati o n  
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4. 5. 3. 1  O S T E x a mi n ati o n  

T h e  O S T  e x a mi n ati o n  will  b e  a c c o m plis h e d  b y  dir e ct  o bs er v ati o n  a n d  p al p ati o n,  usi n g  
r etr a cti o n ai ds as a p pr o pri at e, a n d will i n cl u d e e x a mi n ati o n of t h e l a bi al m u c os a (i n cl u di n g 
li ps), b u c c al m u c os a, m u c o gi n gi v al f ol ds, gi n gi v al m u c os a, h ar d p al at e, s oft p al at e, t o nsill ar 
ar e a, p h ar y n g e al ar e a, t o n g u e, s u bli n g u al ar e a, s u b m a n di b ul ar ar e a a n d s ali v ar y gl a n ds. T h e 
r es ults of t h e e x a mi n ati o n will b e r e c or d e d i n t h e e C R F as eit h er ‘ n or m al’ or ‘ a b n or m al’; wit h 
d et ails of a n y a b n or m aliti es. 

A n y  o bs er v ati o n  t h at  c h a n g es  fr o m  ‘ n or m al’  t o  ‘ a b n or m al’,  or  w ors e ns,  fr o m  t h e  O S T  
e x a mi n ati o n c o m pl et e d at S cr e e ni n g will b e r e c or d e d as a n A E. 

O S T  will  b e  s u m m ari z e d  ( n u m b er  of  s u bj e cts  a n d  p er c e nt a g es  wit h  a b n or m aliti es,  wit h o ut  
a b n or m aliti es , or O S T n ot e x a mi n e d) b y visit a n d st u d y pr o d u ct i n T a bl e 1 4. 3. 4. 1 f or all s u bj e cts 
i n t h e S af et y P o p ul ati o n. O S T e x a mi n ati o n will b e list e d ( Listi n g 1 6. 2. 8. 1 . 1) wit h all r e c or ds 
(' n or m al’, ‘ a b n or m al’ a n d ‘ n ot e x a mi n e d’) f or all r a n d o mi z e d s u bj e cts , a n d a s e p ar at e listi n g 
will b e pr es e nt e d f or ‘ a b n or m al’ r e c or ds o nl y ( Li sti n g 1 6. 2. 8. 1. 2) f or all r a n d o mi z e d s u bj e cts. 

4. 5. 3. 2   O HT E x a mi n ati o n  
 
T h e O H T e x a mi n ati o n will  b e a c c o m plis h e d b y dir e ct  o bs er v ati o n, usi n g r etr a cti o n ai ds as  
a p pr o pri at e,  a n d  will  i d e ntif y  gr ossl y  c ari o us  l esi o ns,  si g ns  of  er osi v e  w e ar,  e n a m el  
irr e g ul ariti es, t o ot h fr a ct ur e, gr oss g e n er ali z e d d e nt al c ari es d e c a y, d e c al cifi c ati o n a n d f a ult y 
r est or ati o ns. T h e pr es e n c e of a n y i m pl a nts, fi x e d or r e m o v a bl e d e nt ur es, fi x e d or r e m o v a bl e 
ort h o d o nti c br a c es/ b a n ds, fi x e d ort h o d o nti c r et ai n ers, f ull cr o w ns or v e n e ers  will b e r e c or d e d. 
O bs er v ati o ns  will  b e  list e d  as  ‘ a bs e nt’  or  ‘ pr es e nt’;  c o n diti o ns  n ot e d  a s  ‘ pr es e nt’  will  b e  
d es cri b e d i n t h e e C R F. A n y o bs er v ati o n t h at c h a n g es fr o m ‘ a bs e nt’ t o ‘ pr es e nt’, or w ors e ns, 
fr o m t h e O H T e x a mi n ati o n c o m pl et e d at S cr e e ni n g will b e r e c or d e d as a n AE.  
O H T e x a mi n ati o n will b e list e d ( Listi n g 1 6. 2. 8. 2) f or all r a n d o mi z e d s u bj e cts. 

4. 6   A n al y si s of Ot h er V ari a bl e s 

4. 6. 1  R e p e at a bilit y of t h e T o ot h C ol or A s s e s s m e nt  
 
A p pr o xi m at el y t e n s u bj e cts will b e r a n d o ml y s el e ct e d f or r e p e at s h a d e a ss ess m e nts at e a c h  
ass ess m e nt ti m e p oi nt ( Visits 1 - 5) t o t est t h e c o nsist e n c y of t h e e x a mi n er.  
 
T h e r e p e at t o ot h st ai n ass ess m e nts will b e c o m p ar e d t o t h e ori gi n al ass ess m e nts a n d will n ot b e 
us e d i n a n y effi c a c y a n al ysis. T h e first a n d s e c o n d ass ess m e nts o n e a c h t o ot h sit e will b e cr oss 
t a b ul at e d. A w ei g ht e d K a p p a c o effi ci e nt ( κ), al o n g wit h t h e 9 5 % CI will b e  c al c ul at e d t o ass es s 
t h e  i ntr a-e x a mi n er  r eli a bilit y  i n  T a bl e  1 4. 2. 5. 1 f or  all  s u bj e ct  i n  VI T A  S h a d e  r e p e at a bilit y  
p o p ul ati o n b y st u d y Pr o d u ct Gr o u p . Fl eiss-C o h e n w ei g ht e d k a p p a will b e  c al c ul at e d f or t h e 
r e p e at a bilit y a n al ysis. R eli a bilit y will b e d e e m e d- 

•  E x c ell e nt if κ > 0. 7 5  

C CI
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•  F air -t o-g o o d if 0. 4 ≤ κ ≤ 0. 7 5  
•  P o or if κ < 0. 4  

 
All s u bj e cts w h o h a v e r e p e at a bilit y d at a will b e i n cl u d e d i n t his a n al ysis.  
If t h e s a m e s u bj e ct is s el e ct e d at r a n d o m f or r e p e at a bilit y ass ess m e nts at m ulti pl e visits, t h e 
p airs  of  o bs er v ati o ns  will  b e  c o nsi d er e d  as  i n d e p e n d e nt  f or  t h e  p ur p os es  of  r e p e at a bilit y  
a n al ysis; t h at is, a n y p ot e nti al wit h  s u bj e ct c orr el ati o n will b e i g n or e d. 

4. 6. 2  R e p e at a bilit y of t h e M L SI  A s s e s s m e nt  
 
A p pr o xi m at el y t e n s u bj e cts will b e r a n d o ml y s el e ct e d f or r e p e at M L SI a ss ess m e nts at e a c h 
ass ess m e nt ti m e p oi nt ( Visits 1 -5) t o t est t h e c o nsist e n c y of t h e e x a mi n er. 
 
T h e r e p e at c ol or ass ess m e nts will b e c o m p ar e d t o t h e ori gi n al ass ess m e nts a n d will n ot b e us e d 
i n a n y effi c a c y a n al ysis. T h e first  a n d s e c o n d as s ess m e nts o n e a c h t o ot h sit e will b e cr os s  
t a b ul at e d. A w ei g ht e d K a p p a c o effi ci e nt ( κ), al o n g wit h t h e 9 5 % CI will b e c al c ul at e d t o ass es s 
t h e i ntr a-e x a mi n er r eli a bilit y  i n T a bl e 1 4. 2. 5. 2 f or all s u bj e ct i n M L SI r e p e at a bilit y p o p ul ati o n 
b y st u d y Pr o d u ct Gr o u p . Fl eiss -C o h e n w ei g ht e d k a p p a will b e  c al c ul at e d f or t h e r e p e at a bilit y 
a n al ysis. R eli a bilit y will b e d e e m e d - 

•  E x c ell e nt if κ > 0. 7 5  
•  F air -t o-g o o d if 0. 4 ≤ κ ≤ 0. 7 5 
•  P o or if κ < 0. 4  

 
All s u bj e cts w h o h a v e r e p e at a bilit y d at a will b e i n cl u d e d i n t his a n al ysis.  
If t h e s a m e s u bj e ct is s el e ct e d at r a n d o m f or r e p e at a bilit y ass ess m e nts at m ulti pl e visits, t h e 
p airs  of  o bs er v ati o ns  will  b e  c o nsi d er e d  as  i n d e p e n d e nt  f or  t h e  p ur p os es  of  r e p e at a bilit y  
a n al ysis; t h at is, a n y p ot e nti al wit h  s u bj e ct c orr el ati o n will b e i g n or e d. 
 

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  
T h er e w er e n o c h a n g es or d e vi ati o ns t o t h e ori gi n all 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 a m e n d m e nt ( D at e d: 1 3-N o v - 2 0 2 3).  
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Appendix 1: List of Data Displays

CSR Section TLF Number Title Population Template Topline
14.1 Demographic Data Summary Tables and Figures

Table 14.1.1 Subject Disposition All Screened Subjects 14.1.1 Yes
Table 14.1.2 Incidence of Important Protocol Deviations All Randomized Subjects 14.1.2

Table 14.1.3.1
Demographic and Baseline Characteristics

Safety Population 14.1.3.1

Table 14.1.3.2
Demographic and Baseline Characteristics

mITT Population 14.1.3.1 Yes
14.2 Efficacy Data Summary Tables and Figures

Table 14.2.1.1 Summary of Brushing Compliance mITT Population 14.2.1.1
Table 14.2.1.2 Summary of Bleaching Compliance mITT Population 14.2.1.2
Table 14.2.2.1.1 Summary of Mean VITA Shade Score mITT Population 14.2.2.1.1 Yes

Table 14.2.2.1.2
Summary of Mean VITA Shade Score

PP Population 14.2.2.1.1

Table 14.2.2.2.1

Statistical Analysis of Mean VITA Shade Score 
(Repeated Measures ANOVA)

mITT Population 14.2.2.2.1 Yes

Table 14.2.2.2.2

Statistical Analysis of Mean VITA Shade Score 
(Repeated Measures ANOVA)

PP Population 14.2.2.2.1
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CSR Section TLF Number Title Population Template Topline

Table 14.2.3.1
Summary of Mean Total MLSI Score

mITT Population 14.2.3.1 Yes

Table 14.2.3.2

Statistical Analysis of Mean Total MLSI Score 
(Repeated Measures ANOVA)

mITT Population 14.2.3.2 Yes
Table

14.2.4.1
Summary of Sensitivity Questionnaire Score

mITT Population 14.2.4.1 Yes
Table

14.2.4.2
Post Whitening Questionnaire mITT Population

14.2.4.2 Yes
Table

14.2.4.3
Summary of Mean VITA Shade Score at Pre to Post 
Bleaching

mITT Population
14.2.2.1.1 Yes

Table

14.2.4.4

Statistical Analysis of Change in Mean VITA Shade 
Score Pre to Post Bleaching

mITT Population

14.2.4.4 Yes
Table

14.2.5.1

Intra-examiner Repeatability Analysis of VITA Shade 
Score 

VITA Shade Repeatability
Population

14.2.5.1 Yes
Table

14.2.5.2
Intra-examiner Repeatability Analysis of MLSI MLSI Repeatability

Population 14.2.5.2 Yes

Figure 14.2.1.1
Mean VITA Shade Score Mean (±SE) Plot Over Time 
by Product Group

mITT Population
14.2.1.1

Figure
14.2.1.2

Mean VITA Shade Score Mean (±SE) Plot Over Time 
by Product Group PP Population 14.2.1.1
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CSR Section TLF Number Title Population Template Topline
Figure

14.2.2.1

Mean Total MLSI (A*I) Score Mean (±SE) Plot Over 
Time by Product Group

mITT Population 14.2.2.1
14.3 Safety Data Summary Tables and Figures
14.3.1 Displays of Adverse Events 

Table 14.3.1.1 Summary of All Adverse Events Safety Population 14.3.1.1

Table 14.3.1.2

Treatment Emergent Adverse Events by System 
Organ Class and Preferred Term 

Safety Population 14.3.1.2 Yes
Table

14.3.1.3

Treatment Emergent Adverse Events by Oral/Non-Oral 
and Preferred Term 

Safety Population

14.3.1.3
Table

14.3.1.4
Treatment Related Treatment Emergent Adverse 
Events by System Organ Class and Preferred Term

Safety Population
14.3.1.2

Table
14.3.1.5

Treatment Related Treatment Emergent Adverse 
Events by Oral/Non-Oral and Preferred Term

Safety Population
14.3.1.3

14.3.2 Listings of Deaths, Other Serious and Significant Adverse Events
Listing 14.3.2.1 Deaths All Randomized Subjects 16.2.7.1 ---
Listing 14.3.2.2 Non-fatal Serious Adverse Events All Randomized Subjects 16.2.7.1
Listing 14.3.2.3 Treatment Emergent Adverse Events Leading to Study 

or Product Discontinuation
All Randomized Subjects 16.2.7.1

Listing 14.3.2.4 Treatment Emergent Adverse Events Classified as 
Oral

All Randomized Subjects 16.2.7.1
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CSR Section TLF Number Title Population Template Topline
14.3.3 Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events
14.3.4 Other Observations Related to Safety and Abnormal Laboratory Values 

Table 14.3.4.1
Summary of Oral Soft Tissue Examination Safety Population

14.3.4.1

Table 14.3.4.2

Concomitant Medication taken to alleviate Tooth 
Sensitivity

Safety Population

14.3.4.2
APPENDIX
16.1.6 Listing of Subjects Receiving Test Drug(s)/Investigational Product(s) from Specific Batches, where more than one batch was used

NA
16.1.7 Randomization Scheme and Codes (Subject identification and treatment assigned)

Listing 16.1.7.1 Randomization Information All Randomized Subjects 16.1.7.1
Listing 16.1.7.2 Kit List Allocation All Randomized Subjects 16.1.7.2

16.1.9 Documentation of Statistical Methods

Raw output 16.1.9.1.1

Statistical Analysis in Mean VITA Shade Score 
(Repeated Measures ANOVA)
(Reference: Table 14.2.2.2.1) mITT Population SAS Output Yes

Raw output

16.1.9.1.2

Statistical Analysis in Mean VITA Shade Score 
(Repeated Measures ANOVA)
(Reference: Table 14.2.2.2.2) PP Population

SAS Output

Raw output
16.1.9.2

Statistical Analysis in Mean Total MLSI Score 
(Repeated Measures ANOVA)

mITT Population SAS Output
Yes
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CSR Section TLF Number Title Population Template Topline
(Reference: Table 14.2.3.2)

Raw output

16.1.9.3

Statistical Analysis of Change in Mean VITA Shade 
Score Pre to Post Bleaching
(Reference: Table 14.2.4.4)

mITT Population SAS Output

Yes
16.2 Subject Data Listings
16.2.1 Discontinued Subjects

Listing 16.2.1.1 Subject Disposition All Randomized Subjects 16.2.1.1 ---

Listing 16.2.1.2
Subject Disposition Non- Randomized 

Subjects 16.2.1.2
16.2.2 Protocol Deviations

Listing 16.2.2.1 Important Protocol Deviations All Randomized Subjects 16.2.2.1 ---
Listing

16.2.2.2
All Protocol Deviations All Randomized Subjects

16.2.2.2
16.2.3 Patients Excluded from the Efficacy Analysis 

Listing 16.2.3.1 Exclusions from Analysis Populations All Randomized Subjects 16.2.3.1 ---
16.2.4 Demographic Data 

Listing 16.2.4.1 Demographic Characteristics All Randomized Subjects 16.2.4.1 ---

Listing 16.2.4.2
Medical History and Current Medical Conditions All Randomized Subjects

16.2.4.2
Listing 16.2.4.3 Prior Medications All Randomized Subjects 16.2.4.3

Listing 16.2.4.4
Concomitant Medications and Concomitant Non-Drug 
Therapies

All Randomized Subjects
16.2.4.4

CCI



Potassium Nitrate Dentifrice
300109

Haleon Confidential
Statistical Analysis Plan Template v7.0

Page 30 of 31

CSR Section TLF Number Title Population Template Topline

Listing 16.2.4.5

Concomitant Medications used to Alleviate Tooth 
Sensitivity

All Randomized Subjects

16.2.4.5
16.2.5 Compliance and/or Drug Concentration Data (if available)

Listing 16.2.5.1 Brushing Compliance All Randomized Subjects 16.2.5.1 ---

Listing 16.2.5.2
Peroxide Bleaching Compliance All Randomized Subjects

16.2.5.2

Listing 16.2.5.3
Supervised Brushing All Randomized Subjects

16.2.5.3
16.2.6 Individual Efficacy Response Data

Listing 16.2.6.1 VITA Shade Score Data All Randomized Subjects 16.2.6.1 ---

Listing 16.2.6.2.1
MLSI (AxI) Score Data All Randomized Subjects

16.2.6.2.1

Listing 16.2.6.2.2
Derived MLSI (AxI) Score Data All Randomized Subjects

16.2.6.2.2

Listing 16.2.6.3
Tooth Sensitivity Questionnaire All Randomized Subjects

16.2.6.3

Listing 16.2.6.4
Post Whitening Questionnaire All Randomized Subjects

16.2.6.4
Listing 16.2.6.5 Whitening History Questionnaire All Randomized Subjects 16.2.6.5

16.2.7 Adverse Event Listings 
Listing 16.2.7.1 All Adverse Events All Randomized Subjects 16.2.7.1 ---
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CSR Section TLF Number Title Population Template Topline

Listing 16.2.7.2
All Adverse Events 

Non- Randomized 16.2.7.1

Listing 16.2.7.3
Incidents due to medical device

All Randomized Subjects 16.2.7.3
16.2.8 Other Listings and Listing of Laboratory Measurements, when required by regulatory authorities (if applicable) 

Listing 16.2.8.1.1 Oral Soft Tissue Examination (All Result) All Randomized Subjects 16.2.8.1.1 ---

Listing 16.2.8.1.2
Oral Soft Tissue Examination (Abnormal Result) All Randomized Subjects

16.2.8.1.1

Listing 16.2.8.2
Oral Hard Tissue Examination All Randomized Subjects

16.2.8.2
16.4 Individual Subject Data Listings

NA

CCI
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