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The purpose of this Statistical Analysis Plan (SAP) is to describe the planned analyses and 
outputs to be included in the Clinical Study Report for Protocol 300212 (Version 5.0, dated 17-
Dec-2024).

1 Summary of Key Protocol Information
The purpose of this trial is to demonstrate the ability of a Stannous Fluoride Toothpaste to 
protect from dentine hypersensitivity (DH). This is the first clinical study conducted by Haleon 
with the new DH examiner at a well-established investigator site (The Clinical Trials Group 
(Periodontology) at Bristol Dental School). As such, the purpose of this study is to familiarise 
the new examiner with Haleon DH protocol requirements and endpoints.
This will be achieved by characterising the sensitivity protection performance of commercially 
available, daily use toothpastes.
Therefore, this study will be considered successful if DH protection profile of the 0.454% SnF2
toothpaste indicates improved tooth sensitivity protection compared to Baseline, at Week 2 and 
this will provide reassurance of the clinical examiner capabilities.
Sufficient subjects will be screened and entered into the acclimatisation phase to ensure
approximately 80 subjects are randomised to study toothpaste (approximately 40 subjects per
group) and approximately 70 subjects complete the study (approximately 35 subjects per group,
allowing for up to 10% dropouts).

1.1 Study Design
This will be a single centre, randomised, controlled, examiner-blind, 2-arm, stratified, parallel
design clinical study in healthy male and female subjects, aged 18-70, with self-reported and
clinically confirmed DH. Subjects who meet the required study criteria at Screening and
Baseline will be randomised to one of two study toothpastes: 0.454% SnF2 toothpaste (Test) or
a regular fluoride toothpaste (Negative Control).
Two independent stimulus-based clinical measures will be employed to assess DH.

• A tactile stimulus will be administered using a constant pressure probe - Yeaple Probe 
(Polson, 1980); subject response to the stimulus determines the tactile threshold (g).

• An evaporative (air) stimulus (i.e., a thermal stimulus) will be administered using a 
dental air syringe; subject response to the stimulus will be examiner-evaluated using the 
Schiff sensitivity scale (Schiff, 1994).

DH will be assessed at Screening and Baseline, and after 1 day, 1 week (Day 8) and 2 weeks
(Day 15) toothpaste usage. The same clinical examiner will administer both stimuli and assess 
their associated DH measures (tactile threshold (g) and Schiff sensitivity score) for all study 
subjects for the duration of the study.

CCI
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O n c o m pl eti o n of t h e B as eli n e ass ess m e nts, t h e cli ni c al e x a mi n er will s el e ct t w o ‘t est t e et h’ f or 
ass ess m e nt of t a ctil e a n d e v a p or ati v e ( air) s e nsiti vit y at all s u bs e q u e nt visits. T o q u alif y f or
s el e cti o n as a ‘t est t o ot h’, t h e t o ot h m ust m e et t h e pr ot o c ol -s p e cifi c i n cl usi o n/ e x cl usi o n crit eri a,
s p e cifi c all y a t a ctil e t hr e s h ol d ≤ 2 0 g a n d a S c hiff s e nsiti vit y s c or e ≥ 2 at b ot h S cr e e ni n g a n d
B as eli n e visits.

A p pr o xi m at el y  8 0  q u alif yi n g  s u bj e cts  will  b e  str atifi e d  b y  t h e  m a xi m u m  B as eli n e  S c hiff
s e nsiti vit y  s c or e  of  t h eir  t w o  s el e ct e d  ‘t est  t e et h’  a n d  r a n d o mi s e d  t o  st u d y  t o ot h p ast e
( a p pr o xi m at el y  4 0  s u bj e cts  e a c h  t o  t h e  t est  t o ot h p ast e  a n d  n e g ati v e  c o ntr ol  gr o u ps).
R a n d o mi s e d s u bj e cts will b e i nstr u ct e d t o br us h t wi c e d ail y ( m or ni n g a n d e v e ni n g) wit h t h eir
all o c at e d st u d y t o ot h p ast e f or t h e n e xt 2 w e e ks. First us e of st u d y t o ot h p ast e will b e c o m pl et e d
u n d er s u p er visi o n at t h e i n v esti g at or sit e.

E nr oll e d  s u bj e cts  will  c o m pl et e  a n  a c cli m atis ati o n  p eri o d  ( 2  w e e ks  d ur ati o n)  b et w e e n  t h e
S cr e e ni n g a n d B as eli n e visits d uri n g w hi c h t h e y will br us h t wi c e d ail y ( m or ni n g a n d e v e ni n g)
wit h t h e a c cli m atis ati o n t o ot h p ast e ( c o m m er ci all y a v ail a bl e r e g ul ar fl u ori d e t o ot h p ast e).

T h e s af et y a n d or al t ol er a bilit y of t h e st u d y t o ot h p ast es will b e m o nit or e d o v er t h e 2 -w e e k us a g e 
p eri o d b y r e vi e w of 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).

T a bl e 1- 1 pr es e nts t h e S c h e d ul e of A cti viti es.
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T a bl e 1- 1 S c h e d ul e of A cti viti e s

P r o c e d u r e/ Ass e ss m e nt

St u d y Visits

Visit 1
S c r e e ni n g

Visit 2
B a s eli n e 
D a y 1

Visit 3
D a y 2

Visit 4
W e e k 1
D a y 8

( ±1 d a y)

Visit 5
W e e k 2
D a y 1 5

( ± 1 d a y)

I nf or m e d C o n s e nt X

Accli
matisatio

n 
Perio

d (
1
4 

± 2 
Days)

D e m o gr a p hi cs X

R e vi e w S u bj e ct’ s C urr e nt Or al C ar e 
Pr o d u ct( s) X

R e vi e w M e di c al Hist or y & C urr e nt/ Pri or 
C o n c o mit a nt M e di c ati o n s/ Tr e at m e nts X

R e vi e w C h a n g es i n H e alt h a n d 
M e di c ati o n s/ Tr e at m e nts 1 X  X  X  X

C o m pli a n c e C h e c k s 1
X  X  X  X

X

X 6

X 6

Or al S oft Tiss u e ( O S T) E x a mi n ati o n X X  X  X  X

Or al H ar d Tiss u e ( O H T) E x a mi n ati o n X X

Eli gi bl e T e et h Ass ess m e nts ( D e ntiti o n 
E x cl u si o n s, Er o si o n/ A br asi o n/ R e c essi o n 
[ E A R], M o difi e d Gi n gi v al I n d e x [ M GI], 
T o ot h M o bilit y)

X

Q u alif yi n g Cli ni c al Ass es s m e nt of T a ctil e 
S e n siti vit y 2 X X

Q u alif yi n g Cli ni c al Ass es s m e nt of 
E v a p or ati v e ( Air) S e n siti vit y ( S c hiff 
s e n siti vit y s c or e) 3

X X

C CI

C CI

C CI

C CI
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P r o c e d u r e/ Ass e ss m e nt

St u d y Visits

Visit 1
S c r e e ni n g

Visit 2
B a s eli n e 
D a y 1

Visit 3
D a y 2

Visit 4
W e e k 1
D a y 8

( ±1 d a y)

Visit 5
W e e k 2
D a y 1 5

( ± 1 d a y)

X

Cli ni c al E x a mi n er S el e cts T w o ‘ T est 
T e et h’ ( Q u alif yi n g S u bj e cts O nl y) 5 X

R e vi e w I n cl u si o n/ E x cl u si o n Crit eri a X X

C o nfir m S u bj e ct Eli gi bilit y/ Q u alifi c ati o n X X

Dis p e n s e A c cli m atis ati o n T o ot h p ast e, 
T o ot h br u s h, Ri n si n g C u p s & Ti m er X

S u p er vis e d Br u s hi n g wit h A c cli m atis ati o n 
T o ot h p ast e X

Str atifi c ati o n/ R a n d o mis ati o n X

R et ur n A c cli m atis ati o n T o ot h p ast e & 
T o ot h br u s h X

Dis p e n s e St u d y T o ot h p ast e, T o ot h br u s h & 
Ri n si n g C u p s X

S u p er vis e d Br u s hi n g wit h All o c at e d St u d y 
T o ot h p ast e X

Cli ni c al As s es s m e nt of T a ctil e S e n siti vit y: 
T w o ‘ T est T e et h’ O nl y 2 X  X  X

Cli ni c al As s es s m e nt of E v a p or ati v e ( Air) 
S e n siti vit y ( S c hiff s e n siti vit y s c or e): T w o 
‘ T est  T e et h’ O nl y 3

X  X  X

 X  X  X

R et ur n St u d y T o ot h p ast e & T o ot h br u s h X

St u d y C o n cl u si o n X

C CI

C CI

C CI
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P r o c e d u r e/ Ass e ss m e nt

St u d y Visits

Visit 1
S c r e e ni n g

Visit 2
B a s eli n e 
D a y 1

Visit 3
D a y 2

Visit 4
W e e k 1
D a y 8

( ±1 d a y)

Visit 5
W e e k 2
D a y 1 5

( ± 1 d a y)

M o nit or A d v er s e E v e nts ( A E s) 7
X X  X  X  X

F O O T N O T E S:

1. S u bj e cts will b e r e q uir e d t o bri n g t h eir st u d y s u p pli es ( mi n u s ti m er & ri n si n g c u p s) t o e v er y visit.

P erf or m vis u al c h e c k of r et ur n e d st u d y s u p pli es & q u esti o n s u bj e ct t o e v al u at e c o m pli a n c e.

Visit 2: C h e c k c o m pli a n c e wit h us e of a c cli m ati s ati o n t o ot h p ast e.

Visits 3- 5: C h e c k c o m pli a n c e wit h u s e of st u d y t o ot h p ast e.

Visits 2- 5: C h e c k c o m pli a n c e wit h Lif est yl e R estri cti o n s a n d m e di c ati o n r e q uir e m e nts.

2. T a ctil e T h r es h ol d Ass ess m e nts: Visits 1 - 2: M a xi m u m f or c e 2 0 g ( S cr e e ni n g a n d B as eli n e); Visits 3 -5: M a xi m u m f or c e 
8 0 g.

3. E v a p o r ati v e  ( ai r)  s e n siti vit y  ( S c hiff  s e n siti vit y  s c or e)  s h o ul d  b e  ass e ss e d  aft er  t a ctil e  s e n siti vit y;  e n s ur e  mi ni m u m  
5- mi n ut e d el a y aft er t h e l ast t a ctil e ass ess m e nt b ef or e t h e first e v a p or ati v e ( air) ass ess m e nt f or t o ot h r e c o v er y.

Visit 1 ( S c r e e ni n g): Ass ess e v a p or ati v e ( air) s e n siti vit y f or all t e et h wit h a S cr e e ni n g t a ctil e t hr es h ol d ≤ 2 0 g.

Visit 2 ( B a s eli n e): Ass ess e v a p or ati v e ( air) s e n siti vit y f or all ‘ eli gi bl e t e et h’ i d e ntifi e d at S cr e e ni n g wit h a B as eli n e t a ctil e 
t hr es h ol d of ≤ 2 0 g.

Visits 3, 4 & 5: Ass ess e v a p or ati v e ( air) s e n siti vit y f or t h e t w o ‘ T est T e et h’ o nl y.

‘ Eli gi bl e T e et h’ = T e et h wit h n o d e ntiti o n e x cl u si o n s w hi c h m e et E A R, M GI & m o bilit y crit eri a, wit h S cr e e ni n g t a ctil e 
t h r es h ol d ≤ 2 0 g & S cr e e ni n g S c hiff s e n siti vit y s c o r e ≥ 2.

4.

5. S el e ct e d ‘ T est T e et h’ s h o ul d b e i n diff er e nt q u a dr a nts, wit h t h e r e q uisit e q u alif yi n g l e v els of D H at b ot h S cr e e ni n g ( Visit 
1) a n d B as eli n e ( Visit 2), i. e., t a ctil e t hr es h ol d ≤ 2 0 g a n d S c hiff s e n siti vit y s c or e ≥ 2.

6.

7. A Es, a n d t h er ef or e all s eri o u s a d v ers e e v e nts ( S A Es) will b e r e c or d e d fr o m i m m e di at el y aft er si g ni n g t h e i nf or m e d c o n s e nt 
f or m (I C F) u ntil 5 d a y s aft er t h e l ast u s e of st u d y t o ot h p ast e.

1. 2 St u d y O bj e cti v e s

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

C CI

C CI

C CI
C CI
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Table 1-1 Study Objectives and Endpoints
Objectives Endpoints
Primary Objective Primary Endpoint
To investigate the DH protection of a 
0.454% SnF2 toothpaste and a regular 
fluoride toothpaste, in response to 
evaporative air (Schiff sensitivity score) and 
tactile (tactile threshold in grams (g))
stimuli, with twice daily brushings after 2 
weeks.

At Week 2:
Change from Baseline in Schiff sensitivity 
score
Change from Baseline in tactile threshold (g)

To characterise the DH protection profiles of 
a 0.454% SnF2 toothpaste and a regular 
fluoride toothpaste, in response to 
evaporative air (Schiff Sensitivity score) and 
tactile (tactile threshold (g)) stimuli, with 
twice daily brushings over 2 weeks.

At Baseline, Day 2, Week 1 and Week 2:
Schiff sensitivity score
Tactile threshold (g)
At Day 2, Week 1 and Week 2:
Change from Baseline in Schiff sensitivity 
score
Change from Baseline in Tactile threshold 
(g)

Secondary Objectives Secondary Endpoints
To investigate the DH protection profiles of 
a 0.454% SnF2 toothpaste and a regular 
fluoride toothpaste, in response to 
evaporative air (Schiff sensitivity score) and 
tactile (tactile threshold (g)) stimuli, with 
twice daily brushing at Day 2 and Week 1.

At Day 2 and Week 1:
Change from Baseline in Schiff sensitivity 
score
Change from Baseline in tactile threshold 
(g)

To investigate the ability of a 0.454% SnF2
toothpaste to provide DH protection, in 
response to evaporative air (Schiff 
sensitivity score) and tactile (tactile
threshold (g)) stimuli, compared to a regular 
fluoride toothpaste, after 1 day, 1 week and
2 weeks twice daily use.

At Day 2, Week 1 and Week 2:
Change from Baseline in Schiff sensitivity 
score
Change from Baseline in tactile threshold 
(g)

CCI
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O bj e cti v e s E n d p oi nt s

 

S af et y

T o m o nit or t h e s af et y a n d t ol er a bilit y of t h e 
st u d y t o ot h p ast es wit h t wi c e d ail y br us hi n g 
o v er 2 w e e ks.

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)

T his st u d y will b e c o nsi d er e d s u c c essf ul if D H pr ot e cti o n pr ofil e of t h e 0. 4 5 4 % S n F 2 t o ot h p ast e
i n di c at es i m pr o v e d t o ot h s e nsiti vit y pr ot e cti o n ( as m e as ur e d b y S c hiff s e nsiti vit y s c or e a n d
t a ctil e t hr es h ol d ( g), c o m p ar e d t o B as eli n e, at W e e k 2.

1. 3 T r e at m e nt s

T h e st u d y t est pr o d u ct will b e 0. 4 5 4 % S n F 2 t o ot h p ast e a n d t h e ne g ati v e c o ntr ol t o ot h p ast e  will 
b e a r e g ul ar fl u ori d e t o ot h p ast e. S u bj e ct s  will br us h t wi c e d ail y ( m or ni n g a n d e v e ni n g).

T a bl e 1- 3 pr es e nts t h e st u d y pr o d u cts.

C CI

C CI
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T a bl e 1- 3  St u d y Pr o d u ct s

A c cli m ati s ati o n
T o ot h p a st e

T est T o ot h p a st e
N e g ati v e C o nt r ol 

T o ot h p a st e

P r o d u ct N a m e

R e g ul ar fl u ori d e
t o ot h p ast e

( A q u afr es h Fr e s h &
Mi nt y  ͌ )

0. 4 5 4 % w/ w S n F 2

T o ot h p ast e

( S e n s o d y n e R a pi d 
R eli ef *)

R e g ul ar fl u ori d e
t o ot h p ast e

( C ol g at e C a vit y 
Pr ot e cti o n *)

Fl u o ri d e L e v el
1 4 5 0 p arts p er milli o n

( p p m) fl u ori d e† 1 1 0 0 p p m fl u ori d e ¥ 1 0 0 0 p p m fl u ori d e ≠

M a st e r F o r m ul ati o n 
C o d e

N/ A

Dis p e n si n g D et ails
1 t u b e of t o ot h p ast e at

S cr e e ni n g ( Visit 1)
1 t u b e of t o ot h p ast e at

B as eli n e ( Visit 2)
1 t u b e of t o ot h p ast e at

B as eli n e ( Visit 2)

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

T o pi c al Or al Us e  T o pi c al Or al Us e  T o pi c al Or al Us e

T o ot h p a st e Us a g e 
I nst r u cti o n 

D o s e t h e t o ot h br u s h wit h a ri b b o n of t o ot h p ast e, a cr o ss t h e f ull br u s h h e a d.

St art t h e ti m er ( pr e- s et f or 1 mi n ut e).

S u bj e cts w h o wis h t o ri n s e aft er br u s hi n g will b e i n str u ct e d t o ri n s e wit h 1 0
millitr es ( ml) w at er u si n g gr a d u at e d ri n si n g c u p s pr o vi d e d.

D u r ati o n of P r o d u ct 
Us a g e

A c cli m atis ati o n T o ot h p ast e: A p pr o xi m at el y 2 w e e k s ( 1 4 ± 2 d a y s)

St u d y T o ot h p ast e: A p pr o xi m at el y 2 w e e k s ( 1 4 ± 1 d a y s)

R et u r n R e q ui r e m e nt s All u s e d/ u n u s e d t u b es t o b e r et ur n e d t o t h e s p o n s or.

C͌ o m m er ci all y a v ail a bl e d ail y u s e t o ot h p ast e, U nit e d Ki n g d o m ( U K) m ar k et.

* C o m m er ci all y a v ail a bl e d ail y u s e t o ot h p ast e, U nit e d St at es ( U S) m ar k et.

† A s s o di u m fl u ori d e; ¥ A s S n F 2;
≠ A s s o di u m m o n ofl u or o p h o s p h at e .

C CI C CI

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

S uffi ci e nt  s u bj e cts  will  b e  s cr e e n e d  a n d  e nt er e d  i nt o  t h e  a c cli m atis ati o n  p h as e  t o  e ns ur e
a p pr o xi m at el y 8 0 s u bj e ct s ar e r a n d o mi s e d t o st u d y t o ot h p ast e ( a p pr o xi m at el y 4 0 s u bj e cts p er
gr o u p) a n d a p pr o xi m at el y 7 0 s u bj e cts c o m pl et e t h e st u d y ( a p pr o xi m at el y 3 5 s u bj e cts p er st u d y 
t o ot h p ast e gr o u p, all o wi n g f or u p t o 1 0 % dr o p o uts).

T h e ai m of t hi s st u d y is t o c h ar a ct eris e t h e s h ort -t er m D H pr ot e cti o n pr ofil es of a 0. 4 5 4 % S n F 2
t o ot h p ast e  (t est  to ot h p ast e)  a n d  a  r e g ul ar  fl u ori d e  t o ot h p ast e  ( n e g ati v e c o ntr ol)  i n  or d er  t o
f a mili aris e a n e w D H e x a mi n er wit h H al e o n D H pr ot o c ol pr o c e d ur es, t h u s n o f or m al s a m pl e
si z e esti m ati o n h as b e e n p erf or m e d; t h e f or m al p o w er of t hi s st u d y is n ot t h e m ai n dri v er f or
t h e s el e ct e d s a m pl e si z e. T h at s ai d, t h e p o w er c h ar a ct eristi cs f or t h e pri m ar y e n d p oi nt s at W e e k
2 ar e d es cri b e d b el o w.

. 

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 ysi s is pl a n n e d.

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 s 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 s 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

F or  all  e n d p oi nt s , t h e  b as eli n e v al u e  will  b e  t h e  D a y  1 ( Visit  2) ass ess m e nt pri or  t o  st u d y  
t o ot h p ast e us e. 

U nl ess ot h er wis e st at e d, if b as eli n e d at a is mi ssi n g n o d eri v ati o n will b e p erf or m e d a n d t h e 
b as eli n e v al u e will b e s et t o mi ssi n g.

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 ati sf y all s el e cti o n crit eri a will b e r a n d o mi s e d i nt o t h e st u d y. Q u alif yi n g s u bj e cts 
will b e assi g n e d a r a n d o mi s ati o n n u m b er fr o m t h eir d esi g n at e d str at u m 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 i s 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 y t h e m a xi m u m B as eli n e S c hiff s e nsiti vit y s c or e of t h eir t w o s el e ct e d 
‘t est t e et h’. 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: M a xi m u m S c hiff s e nsiti vit y s c or e = 2

St r at u m 2: M a xi m u m S c hiff s e nsiti vit y s c or e = 3

Wit hi n e a c h str at u m, s u bj e cts will b e r a n d o mi s e d t o t h e t est t o ot h p ast e or t h e n e g ati v e c o ntr ol 
t o ot h p ast e  wit h 1: 1 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 u m a c c or di n g t o t h e 
d at a c oll e ct e d i n t h e el e ctr o ni c C as e R e p ort F or m ( e C R F ), i. e. t h e d eri v e d str at u m, will b e us e d 
f or a n al ysi s.

3. 3 C e ntr e s P o ol s

Si n c e t hi s is si n gl e c e nt r e st u d y, p o oli n g of c e ntr es 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 hi s st u d y ar e d efi n e d i n t h e T a bl e 1 - 1 “ S c h e d ul e of A cti viti es ”. 
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 a c as e - b y-c as e b asis at t h e Bli n 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) p o p ul ati o n.

C CI
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4 Data Analysis
Data analysis will be performed by with oversight from Haleon. The statistical 
analysis software used will be SAS version 9.4 or higher.
Prior to database closure, a BDRM will be conducted in which various aspects of the trial will 
be discussed and agreed. Any major changes to planned analyses will need an amendment to
the SAP.
Except as described below, all listings will be produced for all randomised subjects.  

4.1.1 Populations for Analysis

4.1.2 Subject Disposition
Screen failures are defined as subjects who consent to participate in the clinical study but are 
not subsequently randomised. An enrolled subject is a subject who has signed informed consent 
and is eligible to proceed beyond the screening visit.
The number of subjects screened, enrolled, and randomised will be presented in Table 14.1.1.
The number and percentage of screen failure subjects (subjects not randomised) with reasons 
why subjects are not randomised will be displayed. Percentages for screen failure subjects will 
be based on the total number of subjects screened.
The number of subjects who are not enrolled and number of subjects who are enrolled but not 
randomised will also be displayed.
The number and percentage of randomised subjects who complete and discontinue the study, 
broken down by reason for discontinuation by study product and overall will also be displayed. 
The percentages will be based on the number of subjects randomised.
Table 14.1.1 will also present the number and percentage of subjects in each of the defined 
analysis populations (as defined in Section 4.1.3) by study product and overall. Percentages will 
be based on the number of subjects randomised.
Subject disposition including demographic data (age, sex, race and ethnicity), screening date, 
study product start date and time, subject status (completer, Yes/No), study completion or 
withdrawal date, duration (in days) in the study (defined as [(date of completion or withdrawal 
– start date of study product) + 1], and the primary reason for withdrawal along with any further 
details for withdrawal will be listed (Listing 16.2.1.1) by study product for all randomised
subjects.
Subject disposition information will be listed for non-randomised subjects (Listing 16.2.1.2), 
including demographic information (age, sex, race and ethnicity), screening date, reason for 
screen failure and any further details of reason for screen failure.

CCI
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4.1.3 Protocol Deviations
Protocol deviations will be tracked by the study team throughout the conduct of the study. Data 
will be reviewed prior to unblinding and closure of the database to ensure all important 
deviations are captured and categorised. Subjects with important protocol deviations liable to 
influence the efficacy outcomes will have affected data excluded from the PP analyses. Subjects 
may also be identified as having important protocol deviations not leading to exclusion of data 
from the PP analyses.
Important deviations of the protocol procedures may include, but will not necessarily be limited 
to the following:
• Consent procedures
• Inclusion/Exclusion criteria
• Concomitant medication/therapy
• Study procedures
• Randomisation procedures
• Study drug dosing/study product administration/study product compliance
• Visit schedule/interval
• Other
The specific details of the important protocol deviations will be listed in Protocol Deviation 
Management Plan, and the assessment process will be specified in the Blind Data Review Plan.
Subjects with important protocol deviations will be identified at the BDRM.
The number and percentage of subjects with at least one important protocol deviation, (overall 
and by each deviation reason) and at least one important protocol deviation leading to exclusion
of data from the PP analyses (overall and by each deviation reason with deviation timepoint [if 
applicable]) will be presented by study product and overall (Table 14.1.2) and listed in Listing 
16.2.2.1.
All protocol deviations collected on the protocol deviation eCRF will be listed in Listing 
16.2.2.2. The listing will present date of deviation, type of deviation, and deviation description.

4.1.4 Analysis Populations
The following analysis populations are defined.

Population Definition / Criteria Analyses Evaluated

Screened Comprise of all subjects who provide the 
informed consent. Disposition

Randomised Comprise of all subjects who are randomised 
in the study. Protocol Deviations

CCI
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Population Definition / Criteria Analyses Evaluated

Safety

Comprise of all randomised subjects who 
complete at least one use of study toothpaste. 
This population will be based on the study 
toothpaste the subject actually received.
Any subject who receives a randomisation
number will be considered to have been 
randomised.

Demographics
Safety 

Modified Intent-
To-Treat 
(mITT)

Comprise all randomised subjects who 
complete at least one use of study toothpaste
and have at least one post Baseline efficacy 
assessment.
This population will be based on the study 
toothpaste to which the subject was 
randomised.
Any subject who receives a randomisation
number will be considered to have been 
randomised.

Demographics
Compliance
Efficacy Analysis
Exploratory Analysis

Per Protocol

Comprise all subjects in the mITT population 
who have at least one efficacy assessment
considered to be unaffected by protocol 
deviations.
Protocol deviations that may exclude subjects 
from the PP population are defined in Section 
4.1.2 (Protocol Deviations).
This population will be based on the study 
product to which the subject was randomised.

Efficacy Analysis

NOTES:
Please refer to Appendix 1: List of Data Displays, which details the population to be used for each display 
being generated.

The numbers of subjects included in each of the analysis populations will be summarised (Table 
14.1.1). Subjects excluded from any of the analysis populations will be listed in Listing 16.2.3.1,
with the reason for exclusion.
The primary population for assessment of efficacy will be the mITT Population. A PP analysis 
will be performed on the primary and secondary efficacy endpoints only if more than 10% of 
mITT subjects are excluded from the PP Population. Efficacy data determined to have been 
potentially impacted by a protocol deviation will be excluded from the PP analysis, and will be 
agreed during the BDRM prior to database lock. A decision on whether a PP analysis will be 
performed will be made prior to study unblinding (release of the randomisation codes).

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

4. 2. 1 D e m o gr a p hi c C h ar a ct eri 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 e s b y st u d y pr o d u ct a n d 
o v er all . T h es e v ari a bl es i n cl u d e a g e ( y e ars), s e x, r a c e, et h ni cit y a n d m a xi m u m B as eli n e S c hiff 
s e nsiti vit y s c or e 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), t h e mI T T p o p ul ati o n ( T a bl e 1 4. 1. 3. 2) a n d t h e P P p o p ul ati o n ( T a bl e 1 4. 1. 3. 3) if a P P 
a n al ysi s is p erf or m e d.

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

4. 2. 2 G e n er al M e di c al Hi st or y

M e di c al hist or y a n d r e c e nt s ur g er 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 li st 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 ( S t u d y Pr o d u ct, R e 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 s 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 s ati o n n u m b er,  assi g n e d 
str atifi c ati o n gr o u p , a ct u al 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 as tr e at e d st u d y 
pr o d u ct a n d t h e r a n d o mi s ati o n d at e i n ( Listi n g 1 6. 1. 7. 1) f or all r a n d o mi s 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 li st e d i n ( 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 Pr 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 b e s u m m ari se 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 a ct u al br us hi n gs, n u m b er  of  e x p e ct e d  br us hi n gs, n u m b er  of  mi ss e d  br us hi n gs, 
n u m b er of  a d diti o n al  br us hi n gs a n d  br us hi n g  c o m pli a n c e  ( %)  will  b e  s u m m ari s e d  usi n g  
d es cri pti v e st atisti cs b y c u m ul ati v e visit a n d b y st u d y pr o d u ct i n T a bl e 1 4. 2. 1. 1.
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C u m ul ati v e n u m b er of  a ct u al br us hi n gs is d efi n e d as: [( d at e of Visit N – d at e of B as eli n e ) 
m ulti pli e d b y 2 – n u m b er of mi ss e d br us hi n gs + n u m b er of a d diti o n al br us hi n gs] , w h er e N = 4, 
5.

C u m ul ati v e n u m b er of e x p e ct e d br us hi n gs is d efi n e d as: [( d at e of Visit N – d at e of B as eli n e ) 
m ulti pli e d b y 2], w h er e N = 4, 5.

C u m ul ati v e  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  a ct u al br us hi n gs  /  
n u m b ers of e x p e ct e d br u s hi n gs)]

St u d y  pr o d u ct  c o m pli a n c e  ( n u m b er  of  a ct u al  br us hi n gs, n u m b er  of  e x p e ct e d  br us hi n gs ,
br us hi n g c o m pli a n c e [ %] , n u m b er of mi ss e d br u s hi n gs a n d n u m b er of a d diti o n al br us hi n gs) 
will b e li st e d i n Listi n g 1 6. 2. 5. 1 f or all r a n d o mi s e d s u bj e cts b y st u d y pr o d u ct.

4. 3. 2 Pri 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 3 0 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 e C R F. 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 v ali d at e d m e di c ati o n di cti o n ar y,  

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, 
 dr u g s y n o n y m, r e as o n f or m e di c ati o n, r o ut e, d os e, u nit, fr e q u e n c y, st art d at e, st art

d a y, e n d d at e a n d e n d d a y 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 
s af et y 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 li st e d si mil arl y ( Listi n g 1 6. 2. 4. 4) f or all s af et y  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 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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C CI
C CI

C CI



0.454% weight/weight (w/w) stannous fluoride (SnF2) toothpaste
300212

Haleon Confidential
Statistical Analysis Plan Template v7.0

Page 21 of 37

4.4.1 Primary Efficacy Endpoint

4.4.1.1 Change from Baseline at Week 2 in Schiff Sensitivity Score and Tactile 
Threshold (g), within Test Toothpaste Group and Negative Control 
Group

The Schiff sensitivity score for each visit will be derived as the average score of the 2 ‘test teeth’ 

identified at Baseline. Change from Baseline will be derived for the individual teeth first before 
calculating the average change for the 2 test teeth.
The tactile threshold (g) for each visit will be derived as the average value of the 2 ‘test teeth’ 

identified at Baseline. Change from Baseline will be derived for the individual teeth first before 
calculating the average change for the 2 test teeth.

4.4.1.1.1 Statistical Hypothesis, Model, and Method of Analysis
The primary objectives will be the comparison of changes from Baseline of (i) Schiff sensitivity 
score and (ii) tactile threshold (g) at Week 2, within the test toothpaste group. Since there are 
two primary endpoints, multiplicity adjustment will be done by testing hypotheses in a 
sequential manner:
1. Schiff sensitivity score change from Baseline to Week 2:

• H01: There is no difference between Baseline and Week 2 in Schiff sensitivity score 
within the test toothpaste group. 

• H11: There is a difference between Baseline and Week 2 in Schiff sensitivity score 
within the test toothpaste group.

2. Tactile threshold (g) change from Baseline to Week 2:

• H02: There is no difference between Baseline and Week 2 in tactile threshold (g) within 
the test toothpaste group.  

• H12: There is a difference between Baseline and Week 2 in tactile threshold (g) within 
the test toothpaste group. 

P-values will be considered statistically significant up to the point of first p-value in the 
sequence to be > 0.05. This means that if the first null hypothesis is not rejected at the 5% level 
of significance, then the second null hypothesis will also be considered not rejected at the 5% 
level of significance. 95% confidence intervals (CIs) will be provided for all point estimates 
within the sequence of tests regardless of statistical significance.
Change from Baseline in Schiff sensitivity score will be analysed using a Mixed Model with 
Repeated Measures (MMRM) with study product (test toothpaste, negative control), visit and 
study product by visit interaction as fixed effects and Baseline Schiff sensitivity score as a 
covariate. Subject will be included as a repeated measure with unstructured covariance matrix. 
Kenward-Roger degrees of freedom will be applied (Kenward, 1997). If the model with 
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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, a dj ust e d m e a n c h a n g e fr o m B as eli n e at W e e k 2 , 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. P- v al u es t esti n g f or n o n- z er o c h a n g e fr o m B as eli n e at W e e k 
2 will  b e  pr es e nt e d  f or  all  st u d y  pr o d u cts  i n  T a bl e  1 4. 2. 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. 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.

C h a n g e fr o m B as eli n e i n t a ctil e t hr es h ol d will b e a n al ys e d usi n g a M M R M wit h st u d y pr o d u ct 
(t est t o ot h p ast e, n e g ati v e c o ntr ol), visit a n d st u d y pr o d u ct b y visit i nt er a cti o n as fi x e d eff e cts 
a n d B as eli n e t a ctil e t hr es h ol d ( g) as a c o v ari at e. M a xi m u m B as eli n e S c hiff s e nsiti vit y s c or e of 
t h e t w o ‘t est t e et h’ will als o b e fitt e d as a fi x e d eff e ct. 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.  K e n w ar d -R o g er  d e gr e e s of  fr e e d o m  will  b e  
a p pli e d ( K e n w ar d , 1 9 9 7). If t h e m o d el with 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. 

R es ult s f or t a ctil e t hr es h ol d ( g) will b e pr es e nt e d as d es cri b e d a b o v e f or S c hiff s e nsiti vit y s c or e, 
i n T a bl e 1 4. 2. 3. 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. 

T h e ass u m pti o n s 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 e a c h M M R M will b e i n v esti g at e d. 
I n c as e of vi ol ati o n of t he s e ass u m pti o ns , a s uit a bl e n o n-p ar a m etri c t est ( Wil c o x o n Si g n e d R a n k 
T est) will b e p erf or m e d t o ass ess c h a n g e wit hi n tr e at m e nt gr o u ps ( W e e k 2 v ers us B as eli n e); 
a n d t h e r es ult s will b e pr o vi d e d t o s u p p ort t h e M M R M r es ult s. T h e n o n- p ar a m etri c r es ult s 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. 1. 1. 2 S u p p orti v e A n al y s e s

If  a  P P  a n al ysi s  is  p erf or m e d,  t h e  M M R M  a n al ys es  d es cri b e d  i n  S e cti o n  4. 4. 1. 1. 1 will  b e  
r e p e at e d f or all s u bj e cts i n t h e P P p o p ul ati o n a n d will b e pr es e nt e d i n T a bl e 1 4. 2. 2. 2. 2 (f or 
S c hiff s e nsiti vit y s c or e) a n d T a bl e 1 4. 2. 3. 2. 2 (f or t a ctil e t hr es h ol d ( g)).

4. 4. 1. 2  R a w a n d C h a n g e fr o m B a s eli n e at B a s eli n e, D a y 2, W e e k 1 a n d W e e k 2 
i n S c hiff S e n siti vit y S c or e a n d T a ctil e T hr e s h ol d ( g), wit hi n T e st 
T o ot h p a st e Gr o u p a n d N e g ati v e C o ntr ol Gr o u p

• S c hiff s e nsiti vit y s c or e at  B as eli n e, D a y 2, W e e k 1 a n d W e e k 2

D es cri pti v e  st atisti cs  ( n,  mi ssi 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 S c hiff s e nsiti vit y s c or e at e a c h ass ess m e nt ti m e p oi nt t o g et h er 
wit h t h e c h a n g e fr o m B a s eli n e 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 a n d c h a n g e fr o m B as eli n e m e a ns ( ± S 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. 3 a n d Fi g ur e 1 4. 2. 2. 1. 5, r es p e cti v el y, f or all s u bj e cts i n t h e mI T T p o p ul ati o n.

C CI

C CI
C CI
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If a P P a n al ysi s is p erf or m e d, d es cri pti v e st atisti cs will b e pr es e nt e d f or e a c h ti m e p oi nt b y st u d y 
pr o d u ct i n T a bl e 1 4. 2. 2. 1. 2, r a w a n d c h a n g e fr o m B as eli n e m e a ns ( ± S 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. 4 a n d Fi g ur e 1 4. 2. 2. 1. 6, r es p e cti v el y, f or all  
s u bj e cts i n t h e P P p o p ul ati o n.

I n di vi d u al d at a f or S c hiff s e nsiti vit y 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 s e d s u bj e cts.

• T a ctil e t hr es h ol d ( g) at B as eli n e, D a y 2, W e e k 1 a n d W e e k 2

D es cri pti v e st atisti cs ( n, mi ssi n g, m e a n, S D, 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 ta ctil e t hr es h ol d ( g) at e a c h ass ess m e nt ti m e p oi nt t o g et h er wit h t h e c h a n g e fr o m 
B as eli n e i n T a bl e 1 4. 2. 3. 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 a n d c h a n g e fr o m B as eli n e m e a ns ( ± S 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. 3. 1. 3 a n d Fi g ur e 1 4. 2. 3. 1. 5, r es p e cti v el y, f or all s u bj e cts i n t h e mI T T p o p ul ati o n.

If a P P a n al ysi s is p erf or m e d, d es cri pti v e st atisti cs will b e pr es e nt e d f or e a c h ti m e p oi nt b y st u d y 
pr o d u ct i n T a bl e 1 4. 2. 3. 1 . 2, r a w a n d c h a n g e fr o m B as eli n e m e a ns ( ± S 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. 3. 1. 4 a n d Fi g ur e 1 4. 2. 3. 1. 6, r es p e cti v el y, f or all  
s u bj e cts i n t h e P P p o p ul ati o n.

I n di vi d u al d at a f or t a ctil e t hr es h ol d v al u es will b e li st 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. 2 f or all r a n d o mi s e d s u bj e cts.

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

4. 4. 2. 1  C h a n g e fr o m B a s eli n e i n S c hiff S e n siti vit y S c or e a n d T a ctil e 
T hr e s h ol d ( g) at D a y 2 a n d W e e k 1,  w it hi n T e st T o ot h p a st e Gr o u p a n d 
N e g ati v e C o ntr ol Gr o u p

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

F or c o m p aris o ns t o B as eli n e wit hi n e a c h tr e at m e nt gr o u p, t h e f oll o wi n g n ull a n d alt er n ati v e 
h y p ot h es es will b e e v al u at e d at D a y 2 a n d W e e k 1 , f or t h e t est t o ot h p ast e gr o u p a n d t h e n e g ati v e 
c o ntr ol gr o u p, r es p e cti v el y:

1. S c hiff s e nsiti vit y s c or e c h a n g e fr o m B as eli n e:

• H 0 1: T h er e is n o diff er e n c e i n S c hiff s e nsiti vit y s c or e fr o m B as eli n e. 

• H 1 1: T h er e is a diff er e n c e i n S c hiff s e nsiti vit y s c or e fr o m B as eli n e.

2.  T a ctil e t hr es h ol d ( g) c h a n g e fr o m B as eli n e:

• H 0 2: T h er e is n o diff er e n c e i n t a ctil e t hr es h ol d ( g) fr o m B as eli n e.  

C CI

C CI

C CI
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• H12: There is a difference between in tactile threshold (g) from Baseline. 
The results from the same MMRMs described in Section 4.4.1.1.1 will be used to test the above 
hypotheses (Table 14.2.2.2.1 and Table 14.2.3.2.1 for Schiff sensitivity score and tactile 
threshold (g), respectively).

4.4.2.2 Change from Baseline in Schiff Sensitivity Score and Tactile 
Threshold (g) at Day 2, Week 1 and Week 2, Test Toothpaste versus
Negative Control

4.4.2.2.1 Statistical Hypothesis, Model, and Method of Analysis
For comparisons between the test toothpaste group and the negative control group, the following 
null and alternative hypotheses will be evaluated at Day 2, Week 1 and Week 2, respectively:
1. Schiff Sensitivity score change from Baseline:

• H01: There is no difference in change from Baseline in Schiff sensitivity score between 
Test Toothpaste and Negative Control Toothpaste.

• H11: There is a difference in change from Baseline in Schiff sensitivity score between 
Test Toothpaste and Negative Control Toothpaste.

2. Tactile threshold (g) change from Baseline:

• H02: There is no difference in change from Baseline in tactile threshold (g) between 
Test Toothpaste and Negative Control Toothpaste.

• H12: There is a difference in change from Baseline in tactile threshold (g) between Test 
Toothpaste and Negative Control Toothpaste.

The results from the same MMRMs described in Section 4.4.1.1.1 will be used to test the above 
hypotheses (Table 14.2.2.2.1 and Table 14.2.3.2.1 for Schiff sensitivity score and tactile 
threshold (g), respectively).
Using the above model, the difference in adjusted mean change from Baseline between study 
products at Day 2, Week 1 and Week 2 (test toothpaste compared to negative control), 95% CIs 
and p-values will be provided for Schiff sensitivity score in Table 14.2.2.2.1, and for tactile 
threshold (g) in Table 14.2.3.2.1. Significance testing will be conducted at the two-sided 5% 
significance level.
The assumptions of normality and homogeneity of variance in each MMRM will be investigated. 
In case of violation of these assumptions, a suitable non-parametric test (the Van Elteren test, 
adjusted for the randomisation stratification factor, maximum Baseline Schiff sensitivity score) 
will be performed to assess change from Baseline comparisons (test toothpaste vs. negative 
control) and the results will be provided to support the MMRM results. The non-parametric 
results will be considered confirmatory under the observation of strong violations of the 
assumptions.
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4. 4. 4 H a n dli n g of Mi s si n g V al u e s/ C e n s ori n g/ Di s c o nti n u ati o n s

M M R M a n al ys es a c c o u nt f or mi ssi n g d at a usi n g ‘ a mi ssi 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 f or mi ssi 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  mi ssi n g  d at a.  U n d er  s u c h  ass u m pti o ns,  M M R M  is  s h o w n  t o  pr o vi d e  u n bi as e d
esti m at es of t h e tr e at m e nt eff e ct, w hilst t h e a n al ysi s of o nl y c o m pl et e c as es usi n g a n al ysi s of 
c o v ari a n c e ( A N C O V A ) ar e bi as e d ( B ar o n, 2 0 0 8; As h b e c k, 2 0 1 6). S u c h c o m pl et e c as e a n al ysi s 
r e q uir es a ‘ missi n g c o m pl et el y at r a n d o m’ ass u m pti o n t o r e m ai n u n bi as e d a n d t hi s is u nli k el y 
t o h ol d, i. e., t h e f a ct t h at t h e d at a ar e mi ssi n g is i n d e p e n d e nt of t h e o bs er v e d a n d u n o bs er v e d 
d at a.

Usi n g a n M M R M, it will t h er ef or e b e ass u m e d t h at a s u bj e ct wit h mi ssi n g d at a at o n e p ost -
B as eli n e visit 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 at t h at visit 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 t o ot h p ast e wit h si mil ar n o n -mi ssi n g r es ult s 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 visits).

F or t h e s u bj e cts w h o dis c o nti n u e d e arl y fr o m t h eir st u d y t o ot h p ast e, t h e Tr e at m e nt P oli c y will
b e us e d f or t h e d at a a n al ysis. T h at is t o s a y, t h e d at a will b e c oll e ct e d a n d us e d f or a n al ysi s if
s u bj e cts h a v e e arl y st u d y t o ot h p ast e dis c o nti n u ati o n b ut still st a y i n t h e st u d y. T h e d at a will b e
i m p ut e d b as e d o n M M R M m e nti o n e d a b o v e f or t h e s u bj e cts w h os e d at a c a nn o t b e c oll e ct e d 
aft er e arl y st u d y t o ot h p ast e dis 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 P h ar m a c o ki n eti c ( S e c o n d ar 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 st u d y 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 cts will b e as s ess e d wit h r es p e ct t o A Es or i n ci d e nts a n d 
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.

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 u n bli n di n g 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 or n o n- or al o n t h e A E p a g e of e C R F.

C CI

C CI
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Treatment emergent adverse events (TEAEs) are defined as AEs that occur on or after the first 
use of study toothpaste at Baseline (Visit 2). In the event of a missing AE start date, an AE
will be assumed to be ‘treatment emergent’ unless the end date is prior to starting treatment.
AEs with an onset date/time prior to the first study product usage will be considered as non-
treatment emergent. In case of misallocation, compared to the randomisation schedule, 
TEAEs will be associated with the most recent study toothpaste received.
The following summary tables and listings will be presented by study product group and overall.

• Overview of TEAEs (Table 14.3.1.1)

• Table of TEAEs by SOC and PT (Table 14.3.1.2)

• Table of TEAEs by Oral/Non-Oral and PT (Table 14.3.1.3)

• Table of treatment related TEAEs by SOC and PT (Table 14.3.1.4)

• Table of treatment related TEAEs by Oral/Non-Oral and PT (Table 14.3.1.5)

• Table of serious TEAEs by SOC and PT (Table 14.3.1.6)

• Listing of all AEs (Listing 16.2.7.1 for all randomised subjects; Listing 16.2.7.2 for non-
randomised subjects)

• Listing of any incidents (Listing 16.2.7.3)

• Listing of deaths (Listing 14.3.2.1)

• Listing of non-fatal SAEs (Listing 14.3.2.2)

• Listing of TEAEs leading to study or product discontinuation (Listing 14.3.2.3)

• Listing of TEAEs classified as Oral (Listing 14.3.2.4)
If there is nothing to report, a null table or listing will be produced.

4.6.2 Other Safety Variables
Other Safety variables are listed below:

• OST examination

• OHT examination

4.6.2.1 OST examination
The OST examination will be accomplished by direct visual observation and palpation, using 
retraction aids if needed, and will include examination of the labial mucosa (including lips), 
buccal mucosa, mucogingival folds, gingival mucosa, hard palate, soft palate, tonsillar area, 
pharyngeal area, tongue, sublingual area, submandibular area, and salivary glands. Any 
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abnormal findings from the OST examination will be recorded in the eCRF with details of the 
abnormalities.
OST will be summarised (number of subjects and percentages with abnormalities) by visit and 
study product in Table 14.3.4.1 for all subjects in the Safety Population. Abnormal findings 
from the OST examination will be listed (Listing 16.2.8.1) with details of abnormalities for all 
randomised subjects.

4.6.2.2 OHT examination
The OHT examination will be accomplished by direct visual observation, using retraction aids 
if needed, and will identify enamel irregularities, tooth fractures, grossly carious lesions/gross 
decay, defective/faulty restorations (both direct and indirect restorations including 
fixed/removal prostheses), non-carious tooth surface loss (abrasion, attrition, abfraction and 
erosion), any other hard tissue irregularities (e.g., hypo-/hyper-mineralisation, decalcification) 
and significant tooth staining. Any conditions noted as ‘Present’ from the OHT examination 

will be described in the eCRF with details of the ‘Present’ condition.

The presence of any implants, fixed or removable dentures, fixed or removable orthodontic 
braces/bands, fixed orthodontic retainers, full crowns or veneers will be recorded, along with 
evidence of gross intra-oral neglect or the need for extensive dental therapy.
Any conditions noted as ‘Present’ from the OHT examination will be listed (Listing 16.2.8.2)
with details of abnormalities for all randomised subjects.

4.7 Analysis of Other Variables
Not applicable.

5 Changes to the Protocol Defined Statistical Analysis Plan
There were no changes or deviations to the originally planned statistical analysis specified in 
the Protocol v5.0 dated 17-Dec-2024. 
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Appendix 1: List of Data Displays

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

Table 14.1.1 Subject Disposition All Screened Subjects 14.1.1

Table 14.1.2 Incidence of Important Protocol Deviations
All Randomised
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
Table 14.1.3.3 Demographic and Baseline Characteristics PP Population 14.1.3.1

14.2 Efficacy Data Summary Tables and Figures
Table 14.2.1.1 Summary of Brushing Compliance mITT Population 14.2.1.1

Table 14.2.2.1.1
Summary of Schiff Sensitivity Score of the Two Test 
Teeth mITT Population 14.2.2.1.1

Table 14.2.2.1.2
Summary of Schiff Sensitivity Score of the Two Test 
Teeth PP Population 14.2.2.1.1

CCI
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CSR Section TLF Number Title Population Template

Figure 14.2.2.1.3
Schiff Sensitivity Score (+/- SE) Plot Over Time by 
Study Product mITT Population 14.2.2.1.3

Figure 14.2.2.1.4
Schiff Sensitivity Score (+/- SE) Plot Over Time by 
Study Product PP Population 14.2.2.1.3

Figure 14.2.2.1.5
Change from Baseline in Schiff Sensitivity Score (+/-
SE) Plot Over Time by Study Product mITT Population 14.2.2.1.5

Figure 14.2.2.1.6
Change from Baseline in Schiff Sensitivity Score (+/-
SE) Plot Over Time by Study Product PP Population 14.2.2.1.5

Table 14.2.2.1.7
Summary of Schiff Sensitivity Score of the Two Test 
Teeth, by Number of Brushings Prior to Day 2 mITT Population 14.2.2.1.7

Table 14.2.2.2.1

Statistical Analysis of Change from Baseline in Schiff 
Sensitivity Score of the Two Test Teeth Over Time 
(MMRM) mITT Population 14.2.2.2.1

Table 14.2.2.2.2

Statistical Analysis of Change from Baseline in Schiff 
Sensitivity Score of the Two Test Teeth Over Time 
(MMRM) PP Population 14.2.2.2.1

Table 14.2.3.1.1
Summary of Tactile Threshold (g) of the Two Test 
Teeth mITT Population 14.2.2.1.1

Table 14.2.3.1.2
Summary of Tactile Threshold (g) of the Two Test 
Teeth PP Population 14.2.2.1.1

Figure 14.2.3.1.3
Tactile Threshold (g) (+/- SE) Plot Over Time by 
Study Product mITT Population 14.2.3.1.3

Figure 14.2.3.1.4
Tactile Threshold (g) (+/- SE) Plot Over Time by 
Study Product PP Population 14.2.3.1.3

CCI



0. 4 5 4 %  w ei g ht/ w ei g ht ( w/ w) st a n n o u s fl u ori d e ( S n F2 ) t o ot h p ast e

3 0 0 2 1 2

H al e o n C o nfi d e nti al

St ati sti c al A n al y sis Pl a n T e m pl at e v 7. 0

P a g e 3 2 of 3 7

C S R S e cti o n T L F N u m b er Titl e P o p ul ati o n T e m pl at e

Fi g ur e 1 4. 2. 3 . 1. 5
C h a n g e fr o m B a s eli n e i n T a ctil e T hr e s h ol d ( g) ( +/-
S E) Pl ot O v er Ti m e b y St u d y Pr o d u ct mI T T P o p ul ati o n 1 4. 2. 3 . 1. 5

Fi g ur e 1 4. 2. 3. 1. 6
C h a n g e fr o m B a s eli n e i n T a ctil e T hr e s h ol d ( g) ( +/-
S E) Pl ot O v er Ti m e b y St u d y Pr o d u ct P P P o p ul ati o n 1 4. 2. 3. 1. 6

T a bl e 1 4. 2. 3. 1. 7
S u m m ar y of T a ctil e T hr e s h ol d ( g) of t h e T w o T e st 
T e et h, b y N u m b er of Br u s hi n g s Pri or t o D a y 2 mI T T P o p ul ati o n 1 4. 2. 2. 1. 7

T a bl e 1 4. 2. 3. 2. 1

St ati sti c al A n al y si s of C h a n g e fr o m B a s eli n e i n 
T a ctil e T hr e s h ol d ( g) of t h e T w o T e st T e et h O v er 
Ti m e ( M M R M) mI T T P o p ul ati o n 1 4. 2. 3. 2. 1

T a bl e 1 4. 2. 3. 2. 2

St ati sti c al A n al y si s of C h a n g e fr o m B a s eli n e i n 
T a ctil e T hr e s h ol d ( g) of t h e T w o T e st T e et h O v er 
Ti m e ( M M R M) P P P o p ul ati o n 1 4. 2. 3. 2. 1

C CI

C CI



0. 4 5 4 %  w ei g ht/ w ei g ht ( w/ w) st a n n o u s fl u ori d e ( S n F2 ) t o ot h p ast e

3 0 0 2 1 2

H al e o n C o nfi d e nti al

St ati sti c al A n al y sis Pl a n T e m pl at e v 7. 0

P a g e 3 3 of 3 7

C S R S e cti o n T L F N u m b er Titl e P o p ul ati o n T e m pl at e

1 4. 3 S af et y D at a S u m m ar y T a bl e s a n d Fi g ur e s

1 4. 3. 1 Di s pl a y s of A d v er s e E v e nt s 

T a bl e 1 4. 3. 1. 1 O v er vi e w of Tr e at m e nt E m er g e nt A d v er s e E v e nt s S af et y P o p ul ati o n 1 4. 3. 1. 1

T a bl e 1 4. 3. 1. 2
Tr e at m e nt E m er g e nt A d v er s e E v e nt s b y S y st e m 
Or g a n Cl a s s a n d Pr ef err e d T er m S af et y P o p ul ati o n 1 4. 3. 1. 2

T a bl e 1 4. 3. 1. 3
Tr e at m e nt E m er g e nt A d v er s e E v e nt s b y Or al/ N o n-
Or al a n d Pr ef err e d T er m S af et y P o p ul ati o n 1 4. 3. 1. 3

T a bl e 1 4. 3. 1. 4
Tr e at m e nt R el at e d Tr e at m e nt E m er g e nt A d v er s e 
E v e nt s b y S y st e m Or g a n Cl a s s a n d Pr ef err e d T er m S af et y P o p ul ati o n 1 4. 3. 1. 2

T a bl e 1 4. 3. 1. 5
Tr e at m e nt R el at e d Tr e at m e nt E m er g e nt A d v er s e 
E v e nt s b y Or al/ N o n -Or al a n d Pr ef err e d T er m S af et y P o p ul ati o n 1 4. 3. 1. 3

C CI

C CI
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CSR Section TLF Number Title Population Template

Table 14.3.1.6
Serious Treatment Emergent Adverse Events by 
System Organ Class and Preferred Term Safety Population 14.3.1.2

14.3.2 Listings of Deaths, Other Serious and Significant Adverse Events
Listing 14.3.2.1 Deaths Safety Population 16.2.7.1
Listing 14.3.2.2 Non-Fatal Serious Adverse Events Safety Population 16.2.7.1

Listing 14.3.2.3
Treatment Emergent Adverse Events Leading to 
Study or Product Discontinuation Safety Population 16.2.7.1

Listing 14.3.2.4
Treatment Emergent Adverse Events Classified as 
Oral Safety Population 16.2.7.1

14.3.3 Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events
N/A

14.3.4 Other Observations Related to Safety and Abnormal Laboratory Values 

Table 14.3.4.1
Summary of Oral Soft Tissue Examination 
Abnormalities Safety Population 14.3.4.1

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

N/A
16.1.7 Randomisation Scheme and Codes (Subject identification and treatment assigned)

Listing 16.1.7.1 Randomisation Information
All Randomised
Subjects 16.1.7.1

Listing 16.1.7.2 Kit List Allocation
All Randomised
Subjects 16.1.7.2

CCI
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CSR Section TLF Number Title Population Template
16.1.9 Documentation of Statistical Methods

Raw Output 16.1.9.1.1

Statistical Analysis of Change from Baseline in Schiff 
Sensitivity Score of the Two Test Teeth Over Time 
(MMRM) (Reference: Table 14.2.2.2.1) mITT Population SAS Output

Raw Output 16.1.9.1.2

Statistical Analysis of Change from Baseline in Schiff 
Sensitivity Score of the Two Test Teeth Over Time 
(MMRM) (Reference: Table 14.2.2.2.2) PP Population SAS Output

Raw Output 16.1.9.2.1

Statistical Analysis of Change from Baseline in 
Tactile Threshold (g) of the Two Test Teeth Over 
Time (MMRM) (Reference: Table 14.2.3.2.1) mITT Population SAS Output

Raw Output 16.1.9.2.2

Statistical Analysis of Change from Baseline in 
Tactile Threshold (g) of the Two Test Teeth Over 
Time (MMRM) (Reference: Table 14.2.3.2.2) PP Population SAS Output

16.2 Subject Data Listings
16.2.1 Discontinued Subjects

Listing 16.2.1.1 Subject Disposition
All Randomised
Subjects 16.2.1.1

Listing 16.2.1.2 Subject Disposition
Non-Randomised
Subjects 16.2.1.2

16.2.2 Protocol Deviations

Listing 16.2.2.1 Important Protocol Deviations
All Randomised
Subjects 16.2.2.1

Listing 16.2.2.2 All Protocol Deviations
All Randomised
Subjects 16.2.2.2

CCI



0. 4 5 4 %  w ei g ht/ w ei g ht ( w/ w) st a n n o u s fl u ori d e ( S n F2 ) t o ot h p ast e

3 0 0 2 1 2

H al e o n C o nfi d e nti al

St ati sti c al A n al y sis Pl a n T e m pl at e v 7. 0

P a g e 3 6 of 3 7

C S R S e cti o n T L F N u m b er Titl e P o p ul ati o n T e m pl at e

1 6. 2. 3 S u bj e ct s E x cl u d e d fr o m t h e Effi c a c y A n al y si s 

Li sti n g 1 6. 2. 3. 1 E x cl u si o n s fr o m A n al y si s P o p ul ati o n s
All R a n d o mi s e d
S u bj e ct s 1 6. 2. 3. 1

1 6. 2. 4 D e m o gr a p hi c D at a 

Li sti n g 1 6. 2. 4. 1 D e m o gr a p hi c a n d B a s eli n e C h ar a ct eri sti c s
All R a n d o mi s e d
S u bj e ct s 1 6. 2. 4. 1

Li sti n g 1 6. 2. 4. 2 M e di c al Hi st or y a n d C urr e nt M e di c al C o n diti o n s
All R a n d o mi s e d
S u bj e ct s 1 6. 2. 4. 2

Li sti n g 1 6. 2. 4. 3 Pri or M e di c ati o n s S af et y P o p ul ati o n 1 6. 2. 4. 3

Li sti n g 1 6. 2. 4. 4
C o n c o mit a nt M e di c ati o n s a n d Si g nifi c a nt N o n- Dr u g 
T h er a pi e s S af et y P o p ul ati o n 1 6. 2. 4. 4

1 6. 2. 5 C o m pli a n c e a n d/ or Dr u g C o n c e ntr ati o n D at a (if a v ail a bl e)

Li sti n g 1 6. 2. 5. 1 St u d y Pr o d u ct C o m pli a n c e
All R a n d o mi s e d
S u bj e ct s 1 6. 2. 5. 1

1 6. 2. 6 I n di vi d u al Effi c a c y R e s p o n s e D at a

Li sti n g 1 6. 2. 6. 1 S c hiff S e n siti vit y D at a f or t h e T w o T e st T e et h

All R a n d o mi s e d
S u bj e ct s 1 6. 2. 6. 1

Li sti n g 1 6. 2. 6. 2 T a ctil e T hr e s h ol d ( g) D at a f or t h e T w o T e st T e et h

All R a n d o mi s e d
S u bj e ct s 1 6. 2. 6. 2

C CI

C CI



0. 4 5 4 %  w ei g ht/ w ei g ht ( w/ w) st a n n o u s fl u ori d e ( S n F2 ) t o ot h p ast e

3 0 0 2 1 2

H al e o n C o nfi d e nti al

St ati sti c al A n al y sis Pl a n T e m pl at e v 7. 0

P a g e 3 7 of 3 7

C S R S e cti o n T L F N u m b er Titl e P o p ul ati o n T e m pl at e

1 6. 2. 7 A d v er s e E v e nt Li sti n g s 

Li sti n g 1 6. 2. 7. 1 All A d v er s e E v e nt s
All R a n d o mi s e d
S u bj e ct s 1 6. 2. 7. 1

Li sti n g 1 6. 2. 7. 2 All A d v er s e E v e nt s
N o n- R a n d o mi s e d
S u bj e ct s 1 6. 2. 7. 1

Li sti n g 1 6. 2. 7. 3 I n ci d e nt s

All R a n d o mi s e d
S u bj e ct s 1 6. 2. 7. 3

1 6. 2. 8 Ot h er Li sti n g s a n d Li sti n g of L a b or at or y M e a s ur e m e nt s, w h e n r e q uir e d b y r e g ul at or y a ut h oriti e s (if a p pli c a bl e) 

Li sti n g 1 6. 2. 8. 1 Or al S oft Ti s s u e E x a mi n ati o n A b n or m aliti e s

All R a n d o mi s e d
S u bj e ct s 1 6. 2. 8. 1

Li sti n g 1 6. 2. 8. 2 Or al H ar d Ti s s u e E x a mi n ati o n Fi n di n g s

All R a n d o mi s e d
S u bj e ct s 1 6. 2. 8. 2

1 6. 4 I n di vi d u al S u bj e ct D at a Li sti n g s

N /A

C CI

C CI




