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S C H E D U L E O F A C TI VI TI E S

T h e s c h e d ul e of a ct i viti es t a bl e pr o vi d es a n o v er vi e w of t h e pr ot o c ol visits a n d pr o c e d ur es.

T h e i n v esti g at or m a y s c h e d ul e vi si t s ( u n pl a n n e d visit s) i n a d di tio n  to t hos e list e d o n t he 
s c h e d ul e of  act i viti es, i n or d er t o c o n d u ct e v al u ati o ns or ass ess m e nts r e q uir e d t o pr ot e ct t he 
w ell - b ei n g of t h e s u bj e ct.

T a bl e 1- 1 S c h e d ul e of A cti viti e s

Pr o c e d ur e/ A s s e s s m e nt S cr e e ni n g St u d y P eri o d

Vi sit 1

B
et

w
e
e
n 

2-
3
0 

d
ay

s

Vi sit 2

Tr e at m e nt 
P eri o d 1

B
et

w
e
e
n 

2-
3
0 

d
ay

s

Vi sit 3

Tr e at m e nt 
P eri o d 2

B
et

w
e
e
n 

2-
3
0 

d
ay

s

Vi sit 4

Tr e at m e nt 
P eri o d 3

Inf or m e d c o n s e nt 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 X X
D e m o gr a p hi c s X
M e di c al hi st or y X
C urr e nt / C o n c o mit a nt tr e at m e nt s X X X X
D e nt al hi st or y X
O S T e x a mi n ati o n e d e nt ul o u s X X b X b X b

Cl e a n d e nt ur e s c X X X X
Crit eri a f or w ell m a d e a n d fitti n g 
d e nt ur e s (r et e nti o n, st a bilit y, 
cli ni c al a c c e pt a bilit y a n d d e nt ur e 
fi ni s h)

X

F o o d mi gr ati o n a d e q u a c y X
S u bj e ct eli gi bilit y X
Uri n e pr e g n a n c y t e st e X X d X d

R a n d o mi s ati o n X
S u bj e ct c o nti n u a n c e X X X
Tr e at m e nt a p pli c ati o n a n d d e nt ur e 
i n s erti o na

X X X

Effi c a c y a s s e s s m e nt - F o o d 
o c cl u si o n t e sti n g

X X X

Effi c a c y a s s e s s m e nt - N u m b er of 
d e nt ur e di sl o d g e m e nt s

X X X

P h ot o gr a p h of d e nt ur e s ( su b s et of 
s u bj e ct s)

X X X

S u bj e ct -c o m pl et e d q u e sti o n n air e X X X
A d v er s e e v e nt s X X X
I n ci d e nt s X X X X
St u d y c o n cl u si o n X
A b br e vi ati o n s: O S T = Or al S oft Ti s s u e.
A n y s eri o u s a d v er s e e v e nt a s s e s s e d a s r el at e d t o st u d y p arti ci p ati o n t h at o c c ur s s u b s e q u e nt t o t h e si g ni n g of i nf or m e d c o n s e nt a n d a n y 
a d v er s e e v e nt t h at o c c ur s s u b s e q u e nt t o t h e fir st d o s e will b e r e c or d e d.
a  T h er e will b e a 6 0  5 mi n ut e w ait aft er d e nt ur e s ar e i n s ert e d a n d t h e c o m m e n c e m e nt of t h e f o o d o c cl u si o n t e sti n g.
b  At visits 2 -4 t h e O S T e x a mi n ati o n will b e p erf or m e d b ef or e pr o d u ct a p pli c ati o n a n d al s o aft er t h e d e nt ur e r e m o v al a n d p e a n ut r e c o v er y.
c  D e nt ur e s will b e cl e a n e d b ot h pri or t o a n d aft er t h e f o o d mi gr at or y a d e q u a c y ( V 1) or f o o d o c cl u si o n t e sti n g a s s e s s m e nt ( V 2 -4).
d  Pr e g n a n c y t e sti n g at Vi sit s 3 a n d 4 ar e o nl y r e q uir e d s h o ul d m or e t h a n 3 0 d a y s h a v e el a p s e d b et w e e n t h e tr e at m e nt vi sit a n d t h e pr e vi o u s 
pr e g n a n c y t e st.
e  F or f e m al e s of c hil d b e ari n g p ot e nti al p er S e cti o n 7. 3. 2 .
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1 I N T R O D U C TI O N

D e nt ur e a d h esi v es s er v e t o i n cr e as e t h e r et e nti v e h ol d of  d e nt ur e s t o t h e or al mu c o s a a n d m a y 
als o r e d u c e t he i n gr ess of  fo o d p arti cl es u n d er t he d e nt ur e.  Su c h p arti cl es c a n l e a d t o 
irrit atio n of  th e m u c os a a n d is of t e n a m aj or c o n c er n t o t he d e nt ur e w e ar er.  Curr e nt 
u n d erst a n di n g s u g g ests t hat r e strict i on of  fo o d p arti cl e i n gr ess is a c hi e v e d t hr o u g h a tig ht er 
d e nt ur e fit pr o vid e d b y t he d e nt ur e a d h esi v e t hr o u g h its a bilit y t o b ot h a d h er e t he d e nt ur e t o 
t he m u c os a a n d t o o c clu d e g a ps b et w e e n t he d e nt u r e a n d t he m u c os a w hi c h mi g ht ot h er wis e 
b e s us c e pt i bl e t o fo o d p arti cl e i n gr ess (Ö z c a n, 2 0 0 5 ).  T h e i n cr e as e d a d h er e n c e t o t h e m u c os a 
l e a ds t o r e d u c e d m o v e m e nt of  th e d e nt ur e w hilst c h e wi n g, l e a di n g t o a r e d u cti o n i n p art i cl e 
mi gr ati o n u n d er t he d e nt ur e (T ar b et, 1 9 8 0 ).  Ad diti o n all y , t he h y dr at i on of  de nt ur e a d h esi v es 
t hr o u g h c o nt a ct wit h s ali v a l e a ds t o e x p a nsi o n of t he a d h esi v e, o c cl u di n g g a ps b et w e e n t he 
d e nt ur e a n d t he u n d erl yi n g m u c os a (Ö z c a n, 2 0 0 5 ).  T he a d h esi v e c a n t her ef or e b e t ho u g ht of  
as f or mi n g a s e al al o n g t h e d e nt ur e b or d ers w hi c h pr e v e nts i n gr ess o f s m all f o o d p arti cl es.

P u blis h e d m et h o d ol o gi es f or e v al u at i n g t h e p erf or m a n c e of a d e nt ur e a d h esi v e at r e d u ci n g t h e 
i n gr ess of f oo d p arti cl e s u n d er t h e d e nt ur e ar e r at h er li mi t e d i n n u m b er s.  T ar b et et al (T ar b et, 
1 9 8 0 ) h a d s u bj e cts s u bj e ct i v el y r at e ( o n a t e n-p oi nt s c al e) w h et h er t h e y e x p eri e n c e d l ess f oo d
p arti cl es u n d er t hei r d e nt ur es af t er e at i n g f oo d s i n cl u di n g c el er y , st e a k, t aff y a p pl es a n d 
s a n d wi c h es w h e n usi n g a d e nt ur e a d h esi v e c o m p ar e d t o n o a d h esi v e.  This st u d y sh o w e d a 
st atist i c all y si g nifi c a nt diff er e n c e ( p < 0. 0 1) i n s u bj e ct i v e s c or e i n f av o ur of  us e of  ad h esi v e 
c o m p ar e d t o n o a d h esi v e us e.  Ah m a d et al (A h m a d, 2 0 0 9 ; A h m a d, 2 0 1 0 ) d es cri b e d a 
q u a n tit ati v e m et h o d ol o g y b as e d u p o n h a vi n g f ull y e d e nt ul o u s s u bj e cts c h e w a pr e s cri b e d 
a m o u nt of  pe a n uts w hil e w e ari n g b ot h t hei r m a xill ar y a n d m a n di b ul ar d e nt ur es.  After 
c h e wi n g t h e p e a n uts, t h e s u bj e cts br us h e d t h eir d e nt ur es w hilst still w e ari n g t h e m, ri ns e d wi t h 
w at er t h e n r e m o v e d t h ei r d e nt ur e s.  St u d y st aff t h e n r e mo v e d t h e p e a n ut p arti cl es fr om t he f it 
s urf a c es of  th e d e nt ur es a n d a n y a d h esi v e fr o m t h e d e nt ur es a n d t he d e nt ur e b e ari n g tiss u es, 
w as h e d a n d si e v e d t he p e a n ut p arti cl es a n d dri e d t he p arti cl es pri or t o w ei g hi n g t he m .  This 
st u d y wa s a bl e t o s h o w st atist i c all y si g nifi c a nt l o w er w ei g ht of  pe a n uts c oll e ct e d b et w e e n 
s u bj e cts usi n g a n a d h esi v e c o m p ar e d t o n o a d h esi v e us e.  Th e w ei g ht of  pe a n ut p arti cl es 
r e c o v er e d w as n ot r e p ort e d i n f ull, h o w e v er a m e a n w ei g ht of  51 m g a n d 3 5 m g w as f ou n d f or 
m a xill ar y  d e nt ur es f or t h e a d h esi v e a n d n o-a d h esi v e tr e at m e nt gr o u ps r es p e cti v el y.

G S K h a v e pr e vi o usl y s p o n s or e d st u dies at t he U ni v ersit y of  Buff al o usi n g a si mil ar 
m et h o d ol o g y  to A h m a d (L 3 5 1 0 5 6 6, 2 0 0 8 ; M u n o z, 2 0 1 2 ).  Th e i n cl usi on cri t erio n f or K a p ur 
( Ols h a n m o difi e d) w a s, h o w e v er, l ess stri n g e nt, all o wi n g s u bj e cts wi t h a sc or e ≥ 6 t o b e 
e nr o ll e d.  I n t hi s st u d y t w o cr e a m a d h e si v e s a n d a strip a d h e si v e w e r e c o mp ar e d t o t h e u s e of 
n o a d h e si v e.  F or t h e cr e a m  a d h e si v e s, a t ot al of 1. 6 g w a s u s e d s plit a s 1. 0 g for m a xill ar y  a nd 
0. 6 g f or m a n di b ul ar d e nt ur e s.  T h e a d h e si v e w a s a p pli e d a s 3 s h ort stri p s o n t h e m a xill ar y a n d 
2 s h ort stri ps o n t he m a n di b ul ar d e nt ur es.  For t he stri ps, 3 w er e us e d f or t he m a xill ar y 
d e nt ur es a n d 2 f or t he m a n di b ul ar d e nt ur es.  Pe a n ut c o ns u m pt i on o c c urr e d 2 h o urs af t er 
d e nt ur e i ns erti on.  This st u d y fo u n d t her e w as n o diff er e n c e i n t he m ass of  pe a n ut p arti cl es 
mi gr at e d u n d er t he d e nt ur es b et w e e n a n y of  th e t e st gr o u ps, a n d t h at t he m a ss of p arti cl es 
r e c o v er e d w as s m all, ≤ 2 0 m g f or c o m bi n e d m ass fr o m b ot h m a xill ar y a n d m a n di b ul ar d e nt ur es 
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f or e a c h s u bj e ct.  Furt h er st u dies b y t he s a m e pri n ci pl e i n v esti g at or ( PI) di d d e m o n str at e t he 
a bilit y of  de nt ur e a d h esi v es t o r estri ct t he i n gr ess of  fo o d u n d er a d e nt ur es i n st u die s of  full 
( ; M u n o z -Vi v er os, 2 0 1 0 ) a n d p arti al  (M u n o z -Vi v er os, 
2 0 1 0 ; d e nt ur e w e ar er s.  T h e s e st u di e s u s e d m o difi e d c h e wi n g a n d l a b or at or y 
pr o c e d ur es a n d m o r e stri n g e nt i n cl usi on cri t eria.  Th es e st u die s all d e m o n str at e d st ati st i c all y 
sig nifi c a nt r e d u cti o ns i n f o o d p arti cl e e ntr a p m e nt w h e n usi n g a n a d h esi v e c o m p ar e d t o t h e us e 
of  n o a d h esi v e.

F o ll owi n g t he l oss of  th e cli ni c al fa cili t y at U ni v ersit y of  Buff al o, G S K s p o n s or e d a st u d y 
(2 0 5 9 1 5, 2 0 1 6 ) r u n at S alu s R e s e ar c h u si n g a si mil ar m et h o d ol o g y , but t hi s st u d y w a s u n a bl e 
t o d e mo n str at e a diff er e n c e i n p e a n ut mi gr at i on b et w e e n us e of  a n ad h esi v e a n d n o a d h esi v e.  
A k e y diff er e n c e b et w e e n t h e S al u s st u d y  a nd t h e pr e vi o u s B uff al o st u di e s w a s t h e m et h o d of 
a p pli c at i on of t h e a d h esi v e t o t h e d e nt ur e.

T h e ai m of  this st u d y is t o est a blis h a r eli a bl e m et h o d ol o g y  th at is a bl e t o c h ar a ct eris e t he 
p erf or m a n c e of  th e a d h esi v e i n t er ms of  re d u ci n g f oo d i n gr ess i n a f oo d o c cl u si o n 
m et h o d ol o g y  w h er e s u bj e ct s ar e as k e d t o e at p e a n ut s i n a c o ntr oll e d m a n n er a n d t he m ass of 
p e a n ut p arti cl es u n d er t h e d e nt ur e, p ost p e a n ut c o ns u m pt i on, i s m e as ur e d a n d c o mp ar e d.

T hi s st u d y  will b e c o n d u ct e d at S alus R es e ar c h i n t h e U S A.

1. 1 M e c h a ni s m of A cti o n/I n di c ati o n

S o di u m -c al ci u m  mi x e d p arti al  sal t of  pol y( m e t h yl vi n yl et h er/ m al ei c a ci d) a n d 
c ar b o x y m et h yl c ell ul os e is c urr e nt l y i n cl u d e d i n a d e nt ur e a d h esi v e m ar k et e d b y G S K.  
D e nt ur e a d h esi v es f u n cti on b y f or mi n g a n a d h esi v e l a y er b et w e e n t he d e nt ur e a n d g u m 
s urf a c e t h at c a n a ct as a p h ysi c al s hi el d w hi c h c a n h elp r e d u c e t h e i n gr ess of f o o d p arti cl es.

T hi s st u d y  will b e c o n d u ct e d i n p ati e nts wit h c o m pl et e m a xill ar y a n d m a n di b ul ar d e nt ur es.

1. 2 B a c k gr o u n d a n d R ati o n al e

T h e ai m of  t hi s m et h o d d e v el o p m e nt st u d y  is t o ass ess if t h e c h a n g e s m a d e t o t h e o p er ati o n al 
pr o c e d ur es fr om st u d y 20 5 9 1 5 r e s ult i n a n i m pr o v e d s u c c essf ul diff er e nt i ati on b et w e e n t he 
us e of a d e nt ur e a d h esi v e a n d n o d e nt ur e a d h esi v e i n a m o d el of f o o d o c cl u si o n.  

1. 2. 1 St u d y D e si g n R ati o n al e

B as e d o n pr e vi o us fi n di n gs, t h e p e a n ut o c cl usi o n m et h o d ol o g y  ha s d e m o n str at e d t h e a bilit y t o 
d et e ct diff er e n c es i n t he m ass of  pe a n ut p arti c ul at e m e as ur e d, a n d t his pr ot o c ol  will c o nti n u e 
t o us e t he a d h esi v e di s s ol uti o n a n d p e a n ut r etrie v al  st e ps utilis e d i n G S K st u die s  

  

W hilst t he o bj e cti v e m e as ur e of  pe a n ut m ass is t h e pri m ar y  en d p oi nt of  int er est i n t his st u d y, 
s u bj e ct d eri v e d o pi ni o n of effi c a c y will als o b e m e as ur e d b y m e a ns of a s u bj e ct -c o m pl et e d
q u esti o n n air e.  Th e n u m b er of  de nt ur e di sl o d g e m e nt s r e p ort e d b y t he s u bj e cts d uri n g t he 
c h e wi n g of  th e p e a n uts will als o b e c o ll e ct e d a n d a n al ys e d a n d t his, a n d t he q u est i on n air e 
d at a, will b e us e d t o s u p p ort t h e fi n di n gs of t h e p e a n ut m ass m e as ur e.
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D e nt u r es ar e u ni q u e t o e a c h i n di vi d u al.  Th er ef or e, t he m o st effi c i e nt a p pr o a c h t o e v al u at i n g 
t hei r p erf or m a n c e wi t h diff er e nt a d h esi v es or ‘ n o a d h esi v e’ is a wi t hi n s u bj e ct c o m p aris o n 
(i. e. a cr o s s o v er d e sig n).  D e nt ur e a d h esi v e is us e d t o s e c ur e d e nt ur es i n t h e m o ut h.  It f or m s a 
b arri er t hat pr e v e nts f oo d fr o m e nt eri n g t he ar e a b et w e e n d e nt ur es a n d t he e d e nt ul o u s rid g e.  
T his st u d y will ass ess t he o bj e ct i v e m e as ur e of  fo o d o c cl u si o n  whil e c h e wi n g p e a n uts a s 
m e as ur e d b y m ass of  pe a n uts r etrie v e d, a s w ell as s u bj e ct i v e m e as ur es of  effi c a c y a s 
m e as ur e d b y q u est i on n air e d at a.

P e a n uts w er e c h os e n a s t he m o d el  fo o d i n t his m et h o d ol o g y  be c a us e t he y ar e a br ittle f oo d 
t hat, w h e n m a sti c at e d, br e a k i nto s mall p arti cl es t hat c a n b e r e c o v er e d.  Pe a n uts h a v e 
t her ef or e b e e n r et ai n e d a s a m o d el  fo o d f or t hi s st u d y a nd t o allo w c o m p ar is o n wi t h pr e vi o us 
d at a.

I n or d er f or s u bj e cts t o b e eli gi bl e t he y  mu st r e p ort t hat t he y  get f oo d tr a p p e d u n d er t hei r 
d e nt ur es a n d t his m ust b e e vi d e nt f oll owi n g t h e st a n d ar dis e d p e a n ut mi gr at i on a d e q u a c y 
t esti n g at s cr e e ni n g ( Vi sit 1).  This is t o e ns ur e t hat m e as ur a bl e a m o u nt s of  pe a n ut p arti cl es 
mi gr at e u n d er t he d e nt ur e w h e n n o d e nt ur e a d h esi v e is b ei n g u s e d.  Whilst p e a n ut all er g y i s 
s p e cifi c, p e a n uts s u p pli e d f or t his st u d y ma y t h e ms el v es b e c o nt a mi n at e d wi t h ot her n uts 
o wi n g t o t he m a n uf a ct uri n g pr o c ess.  Th er ef or e, s u bj e cts wi t h an y n ut all er g y ar e e x cl u d e d 
fr om t his st u d y.  Su bj e cts wi t h te m p or o m a n di b ul ar j oi nt dis or d ers ar e e x cl u d e d s h o uld t he 
i n v e sti g at or b eli e v e s t h at t his c o uld aff e ct t h e s u bj e ct’s p arti ci p ati o n, pri n ci p all y r e g ar di n g t h e 
a bilit y f or t he s u bj e ct t o a d e q u at el y c h e w t he p e a n uts.  Su bj e cts w h o us e or h a v e e v er us e d 
bis p h os p h o n at e m e d i c ati ons ar e s p e cifi c all y e x cl u d e d fr o m t hi s st u d y owi n g t o t he e n h a n c e d 
ris k of  bis p h os p h o nat e -r elat e d o s t eo n e cr o si s of  th e j a w ( B R O NJ) t hat is ass o ci at e d wi t h 
r e d u c e d ti s s u e t oler a n c e t o f un ct i on wi t h r e mo v a bl e pr ost h es es (S al d a n h a, 2 0 1 2 ).  S u bj e ct s i n 
t his st u d y mu st b e h a bi t u al w e ar ers of  full d e nt ur es t o e ns ur e t hat t he y  ar e f a mili ar wi t h 
c h e wi n g wi t h th eir d e nt ur es i n pl a c e.  Su bj e cts w h o ar e x er ost o mi c ar e e x cl u d e d si n c e t he 
pr o p er f u n ct i on of  d e nt ur e a d h esi v es r e q uir es a d e q u at e h ydr ati o n f r o m s ali v a.

D uri n g t his st u d y, p h ot o gr a p hs of  de nt ur es wi t h pe a n ut p arti cl es att a c h e d will b e t a k e n.  Th e 
p ur p os e of  this is t o g at h er r e pr es e nt ati v e p h ot o gr a p hs of  th e d e nt ur es t o ai d  in t he 
di ss e mi n at i on a n d i nter pr et ati o n of  t he r e s ul t s, e. g. i n m a n us cri pt pr e p ar ati o n.  No p er s o n all y 
i d e ntifi a bl e i nf or m ati on will b e i n cl u d e d i n t h es e p h ot o gr a p h s.  D e m o gr a p h y i nf or mat i on will 
b e r e c or d e d as p art of  this st u d y, i n cl u di n g a g e, r a c e a n d g e n d er.  I n a c c or d a n c e wi t h t he 
U nit e d St at e s F o o d a n d Dr u g A d mi nistr ati o n ( U S F D A) g ui d eli n es (F D A, 2 0 0 5 ) t he et h ni ci t y 
of  s u bj e cts will als o b e c a pt ur e d.

A n or al  sof t tiss u e ( O S T) e x a mi n at i on will b e c o n d u ct e d at e a c h tr e at me nt vi si t b ef or e 
tr e at me nt is a p pli e d t o e ns ur e t he s u bj e ct’s or al  he al t h is s uffi ci e nt t o all o w t he s u bj e ct t o 
c o m pl et e t he ass ess m e nts at t hat visit.  A furt h er O S T e x a m will b e p erf or m e d at e a c h 
tr e at me nt vi si t aft er t h e c o mpl eti o n of  ass ess m e nts t o ass ess f or p ossi bl e A Es.

W hilst bli n di n g is a n i m p ort a nt c o nsi d er at i on f or a n y cli ni c al st u d y, t he o bj e cti v es of  this 
st u d y ar e n ot t o i n v esti g at e pr o d u ct effi c a c y, b ut t o d e v el o p a m et h o d ol o g y.   To f ulfil t he 
o bj e ct i v es of  this st u d y it is n ot p ossi bl e t o a d e q u at el y m ai nt ai n bli n di n g a n d t her ef or e t hi s 
st u d y will be c o n d u ct e d o p e n l a b el.
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T h e K a p ur -Ols h a n i n d e x is a c o m p osit e s c or e b as e d u p o n st a bilit y an d r et e nti on r ati n gs f or 
t he m a xill ar y a n d m a n di b ul ar d e nt ur es (K a p ur, 1 9 6 7 ; Ols h a n, 1 9 9 2 ).  In t his st u d y, s u bj e ct 
r e cr uit m e nt will b e t ar g et e d t o a c hi e v e a p pr o xi m at el y e q u al n u m b ers of  su bj e cts i n t he l ow 
a n d hi g h K a p ur -Ol s h a n gr o u ps.  Th e l ow K a p ur -Ols h a n gr o u p is d efi n e d as a c o m p o si t e 
K a p ur -Ols h a n s c or e of  6- 1 4 ( cli ni c all y f air a n d g o o d d e nt ur es) a n d t he hi g h K a p ur -Ols h a n 
s c or e as 1 5 - 1 8 ( cli ni c all y v er y  go o d d e nt ur e s), v al u es d eri v e d fr om c o n si d er ati o n of  pr e vio u s 
st u d y dat a (2 0 5 9 1 5, 2 0 1 6 ).  Th e p ur p os e of  this a n al ysis is t o e x pl or e t he o pti m u m i n cl usi on 
cri t eri a f or f ut ur e st u dies.  Su bj e cts pr es e nt i n g wi t h a v er y l ow K a p ur -Ol s h a n s c or e at 
S cr e e ni n g ( < 6), d efi n e d as “ Cli ni c all y P o or ” ( Ols h a n, 1 9 9 2 ), will b e e x cl u d e d fr om t his st u d y.

D e nt ur e a d h esi v e a c hi e v es its f un ct i on b y p h y si c al m e a ns a n d o n c e c o m pl et el y r e m o v e d fr om 
t he d e nt ur e d o es n ot h a v e a n y r esi d u al eff e ct s.  Th er ef or e, t he 2 - 3 0 d a y p eri o d b et w e e n e a c h 
t e st d a y is c o nsi d er e d a d e q u at e r e st f or t he or al s oft tiss u es fr om t h e str ess es of  ma sti c at i on 
e n c o u nt er e d i n t his st u d y .

M ar k et e d d e nt ur e a d h esi v es ar e c o m m o nl y e xtr u d e d b y t he c o ns u m er o nt o t he d e nt ur e eit h er 
t hr o u g h a fl at rib b o n n o z zl e wi t h in str u cti o n s f or us e t o “ d a b ” t he pr o d u ct o nt o t he d e nt ur e 
(t h e c o n v e nt i on al a p pli c at i on p att er n) or t hr o u g h a fi n er n o z zl e t hat e n a bl es t he a d h esi v e 
pr o d u ct t o b e m o r e pr e cis el y a p pli e d s o all o wi n g a c o nt i n u o us b e a d of  pr o d u ct ar o u n d t he 
b or d ers of  th e d e nt ur es ( c o nti n u o us strips a p pli c ati o n p att er n).  In t his m et h o d d e v el o p m e nt 
st u d y bot h  ap pli c at i on m et h o ds will b e e v al u at e d, wi t h th e a d h esi v e a p pli e d vi a a s yri n g e, t o 
ass ess if t he m et h o d ol o g y  is c o m p at i bl e wi t h eith er or b ot h a p pli c at i on m et h o ds.  Th e us e of 
t he s yrin g e all o ws f or gr e at e r c o ntr ol of  dos e a n d a p pli c at i on p att er n a n d is c o nsist e nt wi t h 
pr e vi o us st u di es.

1. 2. 2 Tr e at m e nt s

T hr e e tr e at m e nt ar ms will b e us e d i n t his cr oss -o v er st u d y :-

 S u p er P oli gri p Fr e e ( U S A m ar k et pl a c e) a p pli e d vi a a c o n v e nt i on al p att er n.

 S u p er P oli gri p Fr e e ( U S A m a r k et pla c e) a p pli e d vi a a c o n ti n u o us strips p att er n.

 N o a d h esi v e.

A si n gl e, c o m mo n  a d h e si v e will b e u s e d ( S u p er P oli grip F r e e) wit h a c o m mo n d o s e ( 1. 6 g) f or 
b ot h a p pli c at i on m et h o ds.  T h e a d h esi v e will b e e xtr u d e d fr o m a pr e -d os e d s yrin g e f oll owi n g 
t he a p pl i c ati on i nstr u ctio ns.  Su p er P oli gri p Fr e e h as b e e n s el e ct e d a s t he a d h esi v e i n t his 
st u d y a s it is a c urr e nt l y m ar k et e d pr o d u ct a n d is c o nsi d er e d a r e pr es e nt ati v e d e nt ur e a d h esi v e.  
1. 6 g of a d h esi v e p er tr e at m e nt will b e a p pli e d t o e a c h s u bj e ct’s d e nt ur es , a n a mo u nt c o nsist e nt 
wi t h th at us e d i n pr e vi o u s st u di es a n d will t her ef or e f a cilit at e c o m p aris o n of  dat a fr om t hi s 
st u d y wi t h pr e vi o u s w or k.  This d os e will b e s plit as 1. 0 0 ± 0. 0 5 g f or t he m a xill ar y a n d 
0. 6 0 ± 0. 0 5 g f or t h e m a n di b ul ar d e nt ur es i n a c c or d a n c e wi t h c o ns u m er’s n or m al  distri b ut i on of 
a d h esi v e.

A n o a d h esi v e n e g at i v e c o ntr ol  tr e at m e nt h as b e e n c h os e n t o pr o vi d e a c o nti n u al r ef er e n c e 
p oi nt t o all o w i nt er pr et ati o n of  t he r e s ul t s a n d t o f a cilit at e c o mp ari s o n of  t he r e s ul t s fr om t hi s 
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st u d y with pr e vi o us w or k, a n d is r e pr es e nt ati v e of  a si g nifi c a nt n u m b er of  de nt ur e w e ar ers 
w h o c urr e ntl y d o n ot us e a n a d h esi v e.

C o m pl et e i nf or m ati on f or t his c o m p o u n d m a y b e f ou n d i n t he si n gl e r ef er e n c e s af et y 
d o c u m e nt ( S R S D), w hi c h f or t hi s st u d y  is t h e S af et y  St at e me nt .

2 S T U D Y O B J E C TI V E S A N D E N D P OI N T S

T a bl e 2- 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

T o e v al u at e t h e m a s s of p e a n ut p arti cl e s t h at mi gr at e 
u n d er t h e d e nt ur e s d uri n g a f o o d o c cl u si o n 
m e t h o d ol o g y w h e n d e nt ur e a d h e si ve i s a p pli e d p er 
c o n v e nti o n al p att er n.

M a s s of p e a n ut s u n d er c o m bi n e d m a xill ar y 
a n d m a n di b ul ar d e nt ur e s.

E x pl or at or y

T o e v al u at e t h e m a s s of p e a n ut p arti cl e s t h at mi gr at e 
u n d er t h e d e nt ur e s d uri n g a f o o d o c cl u si o n 
m e t h o d ol o g y w h e n d e nt ur e a d h e si ve i s a p pli e d p er 
c o nti n u o u s stri p s p att er n a n d w h e n n o a d h e si v e i s 
u s e d.

M a s s of p e a n ut s u n d er c o m bi n e d m a xill ar y 
a n d m a n di b ul ar d e nt ur e s.

T o e v al u at e t h e m a s s of p e a n ut p arti cl e s t h at mi gr at e 
u n d er t h e m a xill ar y a n d m a n di b ul ar d e nt ur e s d uri n g a 
f o o d o c cl u si o n m et h o d ol o g y w h e n d e nt ur e a d h e si ve 
i s a p pli e d p er c o n ve nti o n al p att er n, c o nti n u o u s stri p s 
p att er n a n d w h e n n o a d h e si v e i s u s e d.

M a s s of p e a n ut s u n d er m a xill ar y d e nt ur e s.

M a s s of p e a n ut s u n d er m a n di b ul ar d e nt ur e s.

T o e v al u at e s u bj e ct r e s p o n s e s t o 2 q u e sti o n s d uri n g 
a f o o d o c cl u si o n m et h o d ol o g y w h e n d e nt ur e 
a d h e si v e i s a p pli e d p er c o n v e nti o n al p att er n, 
c o nti n u o u s stri p s p att er n a n d w h e n n o a d h e si v e i s 
u s e d.

S u bj e ct c o m pl et e d q u e sti o n n air e.

T o e x pl or e t h e p erf or m a n c e of a m ar k et e d d e nt ur e 
a d h e si v e w h e n a p pli e d p er c o n v e nti o n al p att er n t o n o 
a d h e si v e u s e f or s u bj e ct s i n t h e l o w a n d hi g h K a p ur -
Ol s h a n s u b gr o u p s.

M a s s of p e a n ut s u n d er c o m bi n e d m a xill ar y 
a n d m a n di b ul ar d e nt ur e s i n e a c h s u b gr o u p 
(l o w a n d hi g h K a p ur -Ol s h a n s c or e s).

T o e x pl or e t h e r el ati o n s hi p b et w e e n t h e n u m b er of 
s u bj e ct -r e p ort e d d e nt ur e di sl o d g e m e nt s w h e n 
d e nt ur e a d h e si v e i s a p pli e d p er c o n v e nti o n al p att er n, 
c o nti n u o u s stri p s p att er n a n d w h e n n o a d h e si v e i s 
u s e d.

T h e n u m b er of s u bj e c t r e p ort e d d e nt ur e 
di sl o d g e m e nt s d uri n g c h e wi n g.

S af et y

T o a s s e s s t h e t ol er a bilit y of m ar k et e d d e nt ur e 
a d h e si v e ( S u p er P oli gri p Fr e 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  is a met h o d d e v el o p m e nt st u d y  a n d t h er ef or e t h er e is n o f or m al s u c c ess cri t erio n.
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3 S T U D Y D E SI G N A N D S U B J E C T P O P U L A TI O N

T his will b e a si n gl e c e ntr e, c o nt r oll e d, o p e n l a b el, r a n d o mis e d, t hr e e-tr e at me nt, t hr e e -p eri o d, 
cr o s s -o v er d esi g n i n s u bj e cts wi t h full u p p er a n d f ull l ow er d e nt ur es.  Ea c h tr e at me nt p eri o d 
will c o nsist of o n e d a y  of t e sti n g wit h at le ast t w o d a ys b et w e e n a dj a c e nt tr e at m e nt visits.

A p pr o xi m at el y  4 8 ( ma xi m u m  50) h e alt h y s u bj e cts wi t h bot h  ma xill ar y a n d m a n di b ul ar f ull 
d e nt ur es will b e e nr oll e d i n t hi s st u d y.  In t his st u d y, s u bj e ct r e cr uitm e nt  will b e t ar g et e d t o 
a c hi e v e a p pr o xi m at el y e q u al n u m b ers of  su bj e ct s i n t he l ow a n d hi g h K a p ur -Ols h a n gr o u ps.  
T h e l ow K a p ur -Ols h a n gr o u p is d efi n e d a s a c o m p o si t e K a p ur -Ol s h a n s c or e of  6- 1 4 
( cli ni c all y f air a n d g o o d d e nt ur e s) a n d t he hi g h K a p ur -Ols h a n s c or e a s 1 5 - 1 8 ( cli nic all y v er y 
g o o d d e nt ur es).

At  th e s cr e e ni n g visit, f oll owi n g a n O S T e x a mi n at i on, e a c h s u bj e ct’s d e nt ur es ( u p p er a n d 
l ow er) will b e cl e a n e d t h e n ass ess e d f or r et e ntio n a n d st a bilit y usi n g t h e K a p ur I n d e x ( Ols h a n 
M o difi c at i on) (K a p ur, 1 9 6 7 ; Ols h a n, 1 9 9 2 ) a n d w h et h er t he y ar e w ell m a d e.  Onl y  th os e 
s u bj e cts wi t h d e nt ur es ( b ot h u p p er a n d l ow er) t hat s atisf y b ot h of  th es e cri t eria will u n d er g o 
t he f oo d mi gr at i on a d e q u a c y ass ess m e nt t o pr o vi d e e vi d e n c e of  ad e q u at e p e a n ut p arti cl e 
mi gr ati o n u n d er t he d e nt ur es af t er c h e wi n g a p orti o n of  pe a n ut s.  A vis u al o b s er v at i on a n d 
r ati n g of l oc ati o n a n d e xt e nt of  p e a n ut p articl e mi gr ati o n a d e q u a c y m u st i n di c at e > 0 o n a 0 –
3 s c al e.  S u bj e cts m e et i n g all t h e i n cl usi on cri t eria wi t h no e x cl usi o n s will  t h e n b e r a n d o mi s e d 
at Visit 2.  Su bj e ct r e cr uitm e nt  will b e c o ntr oll e d t o e ns ur e 5 0 ± 1 0 % of  t he s u bj e cts will b e i n 
e a c h of t he l ow a n d hi g h K a p ur -Ol s h a n gr o u p s [t h e l ow K a p ur -Ols h a n gr o u p is d efi n e d as a 
c o m p o si t e K a p ur-Ols h a n s c or e of 6 -1 4 ( cli ni c all y f air a n d g o o d d e nt ur es) a n d t h e hi g h K a p ur -
Ol s h a n s c or e as 1 5 - 1 8 ( cli ni c all y v er y g o o d d e nt ur es)].  Th er e will b e b et w e e n 2 - 3 0 d a ys 
b et w e e n t h e s cr e e ni n g visit a n d t h e f or t est d a y .

O n e a c h t e st d a y ( Vi sit s 2 -4) s u bj e cts will u n d er g o a n O S T e x a mi n at i on a n d h a v e t hei r 
d e nt ur es cl e a n e d. Tr e at m e nt  ( or n o tr e at me nt a s p er t h e r a n d o mi s ati o n s c h e d ul e) will t h e n b e 
a p pli e d as p er t he a p pli c ati o n i nstr u ctio ns a n d t he d e nt ur es w or n b y t he s u bj e ct.  Th e n, 6 0  5 
mi n ut es af t er i ns erti n g t heir d e nt ur es e a c h s u bj e ct will b e gi v e n a st a n d ar dis e d p orti o n of 
p e a n uts t o c o ns u m e, f oll owi n g a pr es cri b e d c h e wi n g a n d s w all o wi n g m et h o d.  Whilst 
c h e wi n g t he p e a n ut s s u bj e cts will r e c or d t he n u m b er of  de nt ur e di slo d g e m e nt s t hat o c c ur 
d uri n g t he c h e wi n g pr o c e d ur e.  Aft er t his, s u bj e cts will rins e t heir m o ut h wi t h w at er .  Th e 
e x a mi n er will t he n r e mo v e t h e l ow er d e nt ur e a n d a n y p e a n ut p arti cl es or a d h e si v e r e m ai ni n g 
o n t he m a n di b ul ar rid g e will b e r e mo v e d usi n g g a u z e.  T h e e x a mi n er will t he n r e mo v e t he 
u p p er d e nt ur e a n d a n y p e a n ut p arti cl es or a d h esi v e r e m ai ni n g o n t h e p al at e will b e r e mo v e d 
usi n g n e w g a u z e.   T h e s u bj e ct will t he n c o m p l et e a q u est i on n air e o n effi c a c y a n d a f urt h er 
O S T e x a mi n at i on will b e p erf or m e d.

F or a s u bs et of  su bj e cts t he fit surf a c e of  th eir d e nt ur e s will b e p h ot o gr a p h e d b ef or e p e a n uts 
ar e c o ll ect e d fr om t he fit surf a c e.  Th es e s u bj e cts will b e s el e ct e d at t he dis cr eti o n of  th e 
I n v esti g at or, b ut all o w f or a v ari et y of  de nt ur e siz es a n d fit to b e r e pr es e nt e d.  It is e x p e ct e d 
t hat a p pr o xi m at el y 5 s ets of  de nt ur es b e p h ot o gr a p h e d p er tr e at me nt gr o u p , a n d w h er e 
p ossi bl e t hat c o nsist e n c y of  su bj e cts b et w e e n tr e at me nts is m ai nt ai n e d (i. e. a s u bj e ct will b e 
i d e ntifi e d at visit  2 as b ei n g s uit a bl e f or d e nt ur e i m a gi n g a n d will h a v e t heir d e nt ur e s 
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p h ot o gr a p h e d at visits 2, 3 a n d 4 h o w e v er, s h o uld s u bj e ct dr o p o uts or ot h er r e as o ns 
n e c essit at e, s u bj e cts c a n b e s u bstit ut e d).

P e a n ut p arti cl e s will t h e n b e c oll e ct e d fr o m  t h e fit surf a c e s of  t h e d e nt ur e s a n d t h e g a u z e s a n d 
w ei g h e d t o e v al u at e t he m ass of f oo d p arti cl es t h at h a d mi gr at e d u n d er t he d e nt ur e ( k e e pi n g 
t he p arti cl es ass o ci at e d wit h t h e u p p er a n d l o w er d e nt ur es s e p ar at e).

T h es e pr o c e d ur es will b e r e p e at e d i n a cr oss o v er m a n n er.  Th er e will b e b et w e e n 2 - 3 0 d a ys 
b et w e e n tr e at m e nt visits t o all o w f or r e c o v er y  fr o m t h e m asti cati o n pr o c e d ur es.

S af et y will b e a ss ess e d b y e x a mi n at i on of  th e or al  sof t tiss u es at t he S cr e e ni n g Vis it an d 
b ef or e a n d aft er e a c h tr e at m e nt a s s e s s m e nt h a s b e e n c o m pl et e d at e a c h of  t he tr e at m e nt vi si t s.  
A b n or m ali ties r e p ort e d aft er t he s u bj e ct’s first us e of  tr e at m e nt will b e c o nsi d er e d as a d v ers e 
e v e nts ( A Es).  I n ci d e nts will b e r e c or d e d fr o m t h e first us e of a m e di c al d e vi c e.

4 S U B J E C T S E L E C TI O N

T his st u d y ca n f ulfil its o bj e ct i v es o nl y if a p pr o pri at e s u bj e cts ar e e nr oll e d.  Th e f oll o wi n g 
eli gi bilit y cri t eria ar e d esi g n e d t o s el e ct s u bj e cts f or w h o m p art i ci p ati on i n t he st u d y is 
c o n si d er e d a p pr o pri at e.  All r el e v a nt m e d i c al a n d n o n m e di c al c o n di tio n s s h o uld b e t a k e n i nto 
c o nsi d er ati o n w h e n d e ci di n g w h et h er a p arti c ul ar s u bj e ct is s uit a bl e f or t his pr ot o c ol.

4. 1 I n cl u si o n Crit eri a

S u bj e ct eli gi b ility s h o uld b e ass ess e d a n d d o c u m e nt e d b y a n a p pr o pri at e m e m b er of  th e 
i n v esti g at or’s st u d y t e a m b ef or e s u bj e cts ar e e nr oll e d i n t h e st u d y.

S u bj e cts m ust m e et all of  t he f oll owi n g i n cl usi on cri t eri a t o be eli gi bl e f or e nr o l m e nt i nt o t h e 
st u d y:

1) E vi d e n c e of a p ers o n all y si g n e d a n d d at e d i nf or m e d c o ns e nt d o c u m e nt i n di c ati n g t hat t h e 
s u bj e ct h as b e e n i nf or m e d of  all p ert i n e nt as p e cts of  th e st u d y bef or e a n y ass ess m e nt is 
p erf or m e d.

2) M al e or f em a l e w h o , at  th e ti m e of  scr e e ni n g , ar e b et w e e n t he a g es of  18 a n d 8 5 y e ars, 
i n cl usi v e.

3) Willi n g a n d a bl e t o c o m p l y wi t h sc h e d ul e d visit s, tr e at m e nt pl a n, a n d ot h er st u d y 
pr o c e d ur es.

4) H e al t h y, d efi n e d as i n g e n er al g o o d p h ysi c al h e alt h, a s j u d g e d b y  t h e i n v esti g at or.

5) S elf -r e p orts e x p eri e n c e of g etti n g f o o d tr a p p e d u n d er t h eir d e nt ur e.

6) Is a n h a bit u al w e ar er of b ot h of  t heir d e nt ur es d efi n e d as s u bj e cts w h o w e ar b ot h of  t heir 
d e nt ur es f or t h e m aj orit y of  t h eir ti m e w hilst a w a k e.

7) F e m al e s of  chil d b e ari n g p ot e nti al  an d at ris k f or pr e g n a n c y m u st a gr e e t o us e a hi g hl y 
eff e ct i v e m et h o d of  c o ntr a c e ptio n t hr o u g h o ut t h e st u d y  a nd f or 1 d a y aft er t h e l ast d os e of 
assi g n e d tr e at me nt.  Fe m al e s u bj e cts w h o ar e n ot of  chil d b e ari n g p ot e nti al m u st m e et 
r e q uir e m e nts i n S e ct i on 4. 4. 2 .

8) H a v e d e nt ur e pr ost h es es t h at f ulfil all of t h e f oll o wi n g:
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a) A q u alif yi n g c o n v e nt i on al a cr yli c f ull d e nt ur e i n b ot h t h e u p p er a n d l o w er ar c h.

b) D e nt ur es ar e w ell fitti n g ( K a p ur ( Ols h a n M o difi c ati o n) R et e nti o n a n d St a bilit y I nd e x 
S u m  S c or e ≥ 6) (Ols h a n, 1 9 9 2 ) wit h n o i n di vi d u al st a bilit y or r et e nti o n s c or es < 1.

c) D e nt ur es ar e w ell m a d e ( a c c or di n g t o t h e w ell -m a d e ass ess m e nt).

d) H as a p e a n ut p arti cl e mi gr ati o n r at i n g > 0 f or e a c h d e nt ur e.

4. 2 E x cl u si o n Crit eri a

S u bj e ct s w h o m e et a n y of t h e f oll o wi n g e x cl u si o n  crit eri a will n ot b e eli gi bl e f or e nr ol m e nt i n 
t he st u d y :

1. A n i n v esti g ati o n al sit e st aff m e m b er di r e ctl y i n v ol v e d i n t he c o n d u ct of  t he st u d y or t hei r 
f a mil y m e m b er, sit e st aff m e m b ers ot h er wis e s u p er vis e d b y t he i n v esti g at or, or a n 
e m pl o y e e of t h e s p o ns or dir e ct l y i n v ol v e d i n t h e c o n d u ct of t h e st u d y.

2. P arti ci p ati o n i n a n y ot h er cli ni c al st u d y in v o l vi n g i n v esti g ati on al dr u gs, c os m et i cs or 
m e di c al d e vi c es wit hi n 3 0 d a ys pri or t o st u d y  e ntr y a nd/ or d uri n g st u d y  p artici p at i on.

3. A c ut e or c hr o ni c m e di c al or ps y c hi atri c c o n di ti o n or l ab or at or y  ab n or m ali t y th at m a y 
i n cr e as e t he ris k a s s o ci at e d wit h st u d y parti ci p at i on or i n v esti g ati on al pr o d u ct 
a d mi nistr ati o n or m a y i nterf er e wi t h th e i nter pr et ati o n of  st u d y res ul t s a n d, i n t h e 
j u d g m e nt of  th e i n v esti g at or, w o ul d m a k e t he s u bj e ct i n a p pr o pri at e f or e ntr y  int o t hi s 
st u d y.

4. Pr e g n a nt f e m al e s u bj e cts.

5. Br e astf e e di n g f e m al e s u bj e cts.

6. K n o w n or s us p e ct e d i ntol er a n c e or h y p ers e nsit i vity t o t he st u d y mat eri als ( or cl o s el y 
r elat e d c o m p o u n ds) or a n y  of t h eir st at e d i n gr e di e nts. 

7. U n willi n g or u n a bl e t o c o m pl y wit h t h e Lif est yl e G ui d eli n es d es cri b e d i n t his pr ot o c o l. 
8. Hi st or y of s w allo wi n g diffi c ul ties or c h o ki n g.
9. C urr e nt l y t a ki n g or h a v e t a k e n a bis p h os p h o n at e dr u g (i. e., F os a m a x® , Act o n el ® , B o ni v a® ) 

f or tr e at me nt of ost e o p or osis .
1 0. A n y cli ni c all y si g nifi c a nt or r el e v a nt or al  ab n or m ali t y (e. g. t e mp or o m a n di b ul ar j oi nt

[ T MJ] pr o bl e ms) t hat, i n t he o pi ni o n of  th e i n v esti g at or, c o ul d aff e ct t he s u bj e ct’s 
p arti ci p at i on i n t h e st u d y.

1 1. K n o w n all er g y  t o p e a n ut s or a n y ot h er n ut.

1 2. A n y c o n di tio n or m e di c at i on w hi c h, i n t h e o pi ni o n of  t h e i n v e stig at or, i s c urr e nt l y c a usi n g 
x er ost o mi a.

1 3. R e c e nt hist or y  ( wit hi n t h e la st y e ar) of al c o h ol  or ot h er s u bst a n c e a b us e.

1 4. O S T e x a mi n at i on fi n di n gs s u c h a s st o mat itis, o p e n s or es, l esio n s, r e d n e s s or s w elli n g 
w hi c h i n t h e o pi ni o n o f t he i n v est i g at or, w o ul d i nt erf er e wit h t h e c o n d u ct of t h e st u d y.

                                               
® F os a m a x is a r e gist er e d tr a d e m ar k of M er c k & C o.
® A ct o n el is a r e gist er e d tr a d e m ar k of W ar n er C hil c ott C o m p a n y, L L C.
® B o n i v a is a r e gist er e d tr a d e m ar k of G e n e nt e c h.
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1 5. Us e of  an y m e di c at i on t hat, i n t he o pi ni o n  of t h e i n v esti g at or, w o ul d i nterf er e wi t h th e 
c o n d u ct of t h e st u d y .

1 6. A s eri o us c hr o ni c dis e as e r e q uiri n g i nt er mitt e nt h os pit al visits.

1 7. H a vi n g b e e n pr e vi o usl y  e nr oll e d i n t his st u d y.

1 8. A n y s u bj e ct w h o, i n t h e o p i ni on of t h e i n v est i g at or, s h o ul d n ot p arti ci p at e i n t h e st u d y.

4. 3 R a n d o mi s ati o n Crit eri a
S u bj e cts will b e r a n d o mis e d i nto t he st u d y pr o vi d e d t he y h a v e s at isfi e d all s u bj e ct s el e ct i on 
cri t eri a.  S u bj e cts s h o uld b e r e cr uit e d s o t hat, at  scr e e ni n g, a p pr o xi m at el y 5 0 % ( 4 0-6 0 %) of 
t he s u bj e ct p o p ul at i on att ai ns a K a p ur -Ols h a n S c or e of  6- 1 4 a n d a p pr o xi m at el y 5 0 % ( 4 0-
6 0 %) att ai ns a K a p ur -Ol s h a n S c or e of 1 5 - 1 8.

4. 4 Lif e st yl e G ui d eli n e s

D uri n g t h e e nt ire st u d y  (s cr e e ni n g – L S L V):

 S u bj e cts will n ot b e p er mitt e d t o h a v e a n y d e nt al / d e nt ur e w or k p erf or m e d d uri n g t he 
ti m e t he y  ar e i n t he st u d y, u nl ess di s c uss e d a n d p er mitt e d b y t he e x a mi n er .  T his is t o 
ass ur e t h at t h e d e nt ur e fit will n ot b e alt er e d d uri n g t h e st u d y.

 S u bj e cts ar e n ot p er mitt e d t o us e of bis p h os p h o n at es as p er e x cl usi o n cri t erio n 9.

D uri n g t h e tr e at m e nt visit s ( Visit s 2-4):

 S u bj e cts will n ot b e all o w e d t o us e t o b a c c o or ni c oti n e -c o nt ai ni n g pr o d u cts f oll owi n g 
d e nt ur e i ns erti o n u nt il af t er t hei r d e nt ur es ar e r et ur n e d at c o m pl et i on of  th e f oo d 
o c cl u si o n  t e stin g .

 S u bj e cts will n ot b e a bl e t o us e a n y or al  he al t hc ar e pr o d u ct ot h er t ha n t hos e s u p pli e d 
b y t h e i n v esti g at or f oll owi n g d e nt ur e i n s erti o n u ntil af t er t h eir d e nt ur e s ar e r et ur n e d at 
c o m pl et i on of t h e f o o d o c cl usi o n t esti n g.

4. 4. 1 M e al s a n d Di et ar y R e stri cti o n s

S u bj e ct s will n ot b e all o w e d t o c o ns u m e a n y  fo o d (i n cl u di n g c h e wi n g g u m ) or dri n ks 
f oll owi n g d e nt ur e i ns erti o n u nt il af t er t hei r d e nt ur es ar e r et ur n e d at c o m pl eti o n of  th e f oo d 
o c cl u si o n  te sti n g ( wit h th e e x c e pt i on of  sm all si ps of  wat er t o all e vi at e t hir st, t o ai d c h e wi n g 
t he p e a n uts or t o assist wit h m e di c at i on).

4. 4. 2 C o ntr a c e pti o n

All f e m al e s u bj e cts w h o ar e of  chil d b e ari n g p ot e nt i al a n d ar e s e x u all y a cti v e a n d at ris k f or 
pr e g n a n c y m ust a gr e e t o us e a hi g hl y eff e ct i v e m et h o d of  co ntr a c e pti o n c o nsist e nt l y a n d 
c orr e ctl y f or t he d ur ati o n of  th e a ct i v e st u d y peri o d a n d f or 1 d a y af t er t he l ast d os e of 
i n v esti g ati on al pr o d u ct.  Th e i n v esti g at or or d esi g n e e, i n c o n s ul t atio n wi t h th e s u bj e ct, will 
c o nfir m v er b all y t hat t he s u bj e ct is u si n g o n e of  th e m et h o ds of  co ntr a c e p tio n fr o m th e 
p er mitt e d list of  co ntr a c e pti o n m et h o ds (s e e b el o w) a n d h as b e e n i nstr u ct e d b y a m e di c all y 
q u alifi e d i n di vi d u al i n its c o nsist e nt a n d c orr e ct us e.  Su bj e cts n e e d t o affir m t hat t he y  me et 
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t he crit eri a f or t he c orr e ct us e of  at l e ast 1 of  th e sel e ct e d m et h o ds of  co ntr a c e pti o n.  Th e 
i n v esti g at or or his or h er d esi g n e e will di s c u s s wi t h th e s u bj e ct t he n e e d t o us e hi g hl y 
eff e ct i v e c o ntr a c e pti o n c o nsist e ntl y a n d c orr e ctl y a c c or di n g t o t he s c h e d ul e of  act i viti es a n d 
d o c u m e nt s u c h c o n v ers at i on i n t he s u bj e ct’s c h art.  In a d di tio n, t he i n v esti g at or or his or h er 
d esi g n e e will i nstr u ct t he s u bj e ct t o c all i m m e di at el y if t he s el e ct e d c o ntr a c e pti o n m et h o d is 
di s c o nti n u e d or if pr e g n a n c y is k n o w n or s us p e ct e d i n t h e s u bj e ct. 

Hi g hl y  eff e cti v e m et h o ds of  co nt r a c e pti o n ar e t hos e t hat, al o n e or i n c o m bi n at i on, r e s ult i n a 
f ail ur e r at e of  less t ha n 1 % p er y e ar w h e n us e d c o nsist e nt l y a n d c orr e ctl y (i. e., p erf e ct us e) 
a n d i n cl u d e t h e f oll o wi n g:

1. E st a bli s h e d u s e of or al , in s ert e d, i nj e ct e d, tr a n s d er m al, or i m pl a nt e d h or m o n al m et h o d s of 
c o ntr a c e pti o n is all o w e d pr o vi d e d t he s u bj e ct pl a ns t o r e m ai n o n t he s a m e tr e at me nt 
t hr o u g h o ut t he e nt ire st u d y an d h as b e e n u si n g t hat h or m o n al c o ntr a c e pti v e f or a n 
a d e q u at e p eri o d of ti m e t o e ns ur e eff e ct i v e n ess as d e e m e d a p pr o pri ate b y t h e i n v esti g at or.

2. C orr e ctl y  pl a c e d c o p p er-c o nt ai ni n g i ntr a ut eri n e d e vi c e (I U D). 

3. M al e c o n d o m  or fe m al e c o n d o m  u s e d WI T H a s p er mi ci d e (i. e., f oa m , g el, fil m, cr e a m, or 
s u p p o sit or y).  For c o u n trie s w h er e s p er mi ci d e is n ot a v ail a bl e or c o n d o m  plu s s p er mi ci d e 
is n ot a c c e pt e d as hi g hl y eff e ct i v e c o ntr a c e pti o n, t his o pti o n is n ot a p pr o pri at e.

4. M al e st erilis ati o n wit h a bs e n c e of s p er m i n t h e p ost -v as e ct o m y ej a c ul at e.

5. Bil at er al t u b al li g ati on / bil at er al s al pi n g e ct o m y or bil at er al t u b al o c cl usi v e pr o c e d ur e 
( pr o vid e d t h at o c cl u si o n  h as b e e n c o nfir m e d i n a c c or d a n c e wit h t h e d e vi c e’s l a b el).

6. F e m al e w h o m e ets t h e crit eri a f or n o n -c hil d b e ari n g p ot e nti al as d es cri b e d b el o w.  
F e m al e s u bj e cts of  no n -c hil d b e ari n g p ot e nti al m ust m e et at l e ast o n e of  th e f oll owi n g 
c rit eri a:

a. A c hi e v e d p o st m e n o p a us al  st at u s, d efi n e d a s f oll o ws: c ess at i on of  re g ul ar 
m e ns es f or at l e ast 1 2 c o ns e c uti v e m o nt hs wi t h n o al t er n ati v e p at h o l ogi c al or 
p h ysi o l ogi c al c a us e; st at u s m a y b e c o nfir m e d b y h a vi n g a s er u m fol li cl e-
sti m ul at i n g h or m o n e ( F S H) le v el c o nfi r mi n g t h e p ost-m e n o p a us al st at e;  

b. H a v e u n d er g o n e a d o c u m e nt e d h yst er e ct o m y a n d/ or bil at er al o o p h or e ct o m y;

c. H a v e m e di c all y c o nfir m e d o v ari a n f ail ur e.

All ot h er f em al e s u bj e cts (i n cl u di n g f e m al es wi t h tu b al li g ati ons) will b e c o nsi d er e d t o b e of
c hil d b e ari n g p ot e nti al.

4. 5 S cr e e n F ail ur e s

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 artici p at e i n t he cli ni c al st u d y but ar e 
n ot s u bs e q u e nt l y r a n d o mis e d. T o e ns ur e tr a n s p ar e nt r e p ortin g of s cr e e n f ail ur e s u bj e cts, a 
mi ni m al s et of s cr e e n f ail u r e i nfor m ati o n will i n cl u d e d e m o gr a p h y, s cr e e n f ail ur e d et ails ( e. g., 
wi t hdr a w al  of c o ns e nt), eli gi bility cri t eria, a n d a n y s eri o us a d v ers e e v e nts ( S A Es). 

I n di vi d u al s w h o d o n ot me et t h e cri t eria f or p arti ci p ati o n i n t hi s st u d y  ( s cr e e n f ail ur e) ma y n ot 
b e r e-s cr e e n e d.
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4. 6 S p o n s or’ s Q u alifi e d M e di c al P er s o n n el

T h e c o nt a ct i nf or m at i on f or t h e s p o ns or's a p pr o pri at el y q u alifi e d m e di c al/ d e nt al p ers o n n el f or 
t he st u d y  is d o c u me nt e d i n t h e st u d y c o nt a ct li st lo c at e d i n t h e St u d y  Fil e.

T h e c o nt a ct n u m b er c a n b e us e d b y i n v esti g ati on al st aff if t h e y ar e s e e ki n g a d vi c e o n 
m e di c al/ d e nt al q u est i ons or pr o bl e ms; h o w e v er, it s h o ul d b e us e d o nl y i n t he e v e nt t hat t he 
est a blis h e d c o m m u ni c ati o n p at h w a ys b et w e e n t he i n v esti g ati on al sit e a n d t he st u d y te a m  ar e 
n ot a v ail a bl e. It is t her ef or e i nte n d e d t o a u g m e nt, b ut n ot  re pl a c e, t he est a blis h e d 
c o m m u ni c at i on p at h w a ys b et w e e n t he i n v esti g ati o n al sit e a n d t he st u d y te a m f or a d vi c e o n 
m e di c al/ d e nt al q u est i ons or pr o bl e ms t hat m a y aris e d uri n g t he st u d y. T h e c o nt a ct n u m b er is 
n ot i nte n d e d f or us e b y t he s u bj e ct dir e ct l y, a n d if a s u bj e ct c alls t hat n u m b er, h e or s h e will 
b e dir e ct e d b a c k t o t h e i n v esti g at i on al sit e.

T o f a cilit at e a c c ess t o a p pr o pri at el y q u alifi e d m e di c al/ d e nt al p er s o n n el  on st u d y-r elat e d 
m e di c al/ d e nt al q u est i ons or pr o bl e ms, s u bj e cts ar e pr o vi d e d wi t h a co nt a ct c ar d. T h e c o nt a ct 
c ar d c o nt ai ns, at a mi ni m u m, pr ot o c ol  id e nt ifi ers, s u bj e ct st u d y nu m b ers, c o nt a ct i nf or m ati on 
f or t he i n v esti g ati on al sit e, a n d c o nt a ct d et ails i n t he e v e nt t hat t he i n v esti g ati on al sit e st aff
c a n n ot b e r e a c h e d t o pr o vi d e a d vi c e o n a m e d i c al qu est i on or pr o bl e m i d e ntifi e d fr om t he 
s u bj e ct’s h e alt h c ar e pr of essi o n al  ot h er t h a n t h e i n v esti g at or.

5 S T U D Y T R E A T M E N T S

5. 1 Bli n di n g a n d All o c ati o n t o Tr e at m e nt/ R a n d o mi s ati o n
Tr e at m e nts will b e pr o vi d e d i n a n o p e n -l a b el m a n n er.  N o m e m b er s of t h e st u d y  t e a m will b e 
bli n d e d t o t h e tr e at m e nt all o c ati o n.  T h e i n v esti g at or’s k n o wle d g e of t h e tr e at m e nt s h o ul d n ot 
i nfl u e n c e t he d e ci si o n  to e nr ol a p art i c ul ar s u bj e ct or aff e ct t he or d er i n w hi c h s u bj e cts ar e 
e nr o ll e d.

I n V e nti v H e al t h will pr o vi d e a r a n d omis ati o n s c h e d ule t o t he st u d y site.  This c o nsists of  a 
s erie s of  ra n d o mis at i on n u m b ers.  Ea c h r a n d o mis ati on n u m b er lists 3 c orr es p o n di n g 
al p h a b et i c tr e at me nt c o d es, wi t h a uni q u e c o d e assi g n e d f or e a c h of  th e 3 tr e at me nt  peri o d s 
( e. g. tr e at me nt p eri o d 1 = B, tr e at me nt p eri o d 2 = A, tr e at me nt p eri o d 3 = C).  Th e s c h e d ul e will 
als o d et ail w hi c h tr e at me nt c o d e c orr es p o n ds t o e a c h of  th e 3 tr e at m e nts d et ail e d i n S e cti o n 
5. 3 .  At Vi sit 2, e a c h s u bj e ct w h o f ulfils all t he i n cl usi o n cri t eria a n d n o n e of  th e e x cl u si o n 
cri t eri a will b e assi g n e d t he l ow e st a v ail a bl e r a n d omis at i on n u m b er ( e a c h r a n d omis at i on 
n u m b er s h o uld o nl y b e assi g n e d t o a si n gl e s u bj e ct).  Th e s e q u e n c e of  tr e atm e nt s f or e a c h 
r a n d omis e d s u bj e ct c a n t her ef or e b e r e a d fr om t h e r a n d omis at i on s c h e d ul e f or t hat s u bj e ct’s 
r a n d omis at i on n u m b er.  Th e c orr es p o n di n g r a n d o mis ati on tr e at me nt c o d e will als o b e pri nt e d 
o n t he s u p pli e d pr o d u ct a p pli c at i on i nstr u ctio n s h e ets f or t he tr e at me nts e x c e pt f or t he “ n o 
a d h esi v e ” tr e at me nt.  Sp e cifi c tr ai ni n g o n t his pr o c e d ur e will b e c arri e d o ut at  th e Si t e 
I nitiati o n Vi si t.

S u bj e ct r e cr ui t me nt will b e c o ntr oll e d t o e n s ur e 5 0 ± 1 0 % of t h e s u bj e ct s will b e i n e a c h of t he 
l ow a n d hi g h K a p ur -Ols h a n gr o u p s [t h e l ow K a p ur -Ols h a n gr o u p is d efi n e d a s a c o m p osit e 
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K a p ur -Ols h a n s c or e of  6- 1 4 ( cli ni c all y f air a n d g o o d d e nt ur es) a n d t he hi g h K a p ur -Ols h a n 
s c or e as 1 5 -1 8 ( cli ni c all y v er y g o o d d e nt ur es)].

5. 2 S u bj e ct C o m pli a n c e
St u d y  tr e at me nt will b e a d mi ni st er e d u n d er t he s u p er visi o n of  in v est i g at or sit e p ers o n n el a n d 
d o c u m e nt e d i n t h e C R F.

5. 3 I n v e sti g ati o n al Pr o d u ct S u p pli e s
T h e f o ll owi n g st u d y  pr o d u cts will b e s u p pli e d b y t h e Cli ni c al S u p pli es D e p art m e nt, G S K C H:

T est P r o d u ct 
( C o n v e nti o n al 
A p pli c ati o n)

T est P r o d u ct 
( C o nti n u o us St ri ps 

A p pli c ati o n)

N e g ati v e C o nt r ol

P r o d u ct N a m e S u p er P oli gri p ® Fr e e 
D e nt ur e A d h esi v e 

Cr e a m  ( U S A 
M ar k et pl a c e)

S u p er P oli gri p ® Fr e e 
D e nt ur e A d h esi v e Cr e a m 

( U S A M ar k et pl a c e)

N o A d h esi v e

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

N/ A

D os e 1. 6 g of a d h esi v e 
a p pli e d as 1. 0 g f or 

m a xill ar y  d e nt ur e a n d 
0. 6 g f or m a n di b ul ar 

d e nt ur e.

1. 6 g of a d h esi v e a p pli e d 
as 1. 0 g f or m a xill ar y  
d e nt ur e a n d 0. 6 g f or 
m a n di b ul ar d e nt ur e.

N/ A

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

A p pli e d t o d e nt ur e 
w hi c h is pl a c e d i n 

m o ut h

A p pli e d t o d e nt ur e w hi c h 
is pl a c e d i n m o ut h

N/ A

D osi n g 
I nst r u cti o ns

As p er t h e Pr o d u ct 
A p pli c at i on I nstr u cti o ns

As p er t h e Pr o d u ct 
A p pli c at i on I nstr u cti o ns

N/ A

Ot h er it e ms t o b e s u p pli e d b y t h e Cli ni c al S u p pli es D e p art m e nt, G S K C H:

 Or al  B® D e nt ur e br us h e s - t o cle a n d e nt ur es.
 P oli d e nt ® D e nt u Cr è m e D e nt ur e cl e a nsi n g p ast e ( U S A m ar k et pl a c e) - t o cle a n 

d e nt ur es.
 S y rin g es - t o a p pl y a d h esi v e t o d e nt ur es.
 S y rin g e c a ps - t o pr ot e ct pr e-fill e d s yri n g es.
 Pr e g n a n c y t est kits.

                                               
® P oli gri p is a r e gist er e d tr a d e m ar k of Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e.
® Or al B is a r e gist er e d tr a d e m ar k of Pr o ct or & G a m bl e.
® P oli d e nt D e nt u Cr è m e is a r e gist er e d tr a d e m ar k of Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e.
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5. 3. 1 D o s a g e F or m a n d P a c k a gi n g

T h e t e st pr o d u ct is i nte n d e d f or or al  us e, a n d will b e a d mi nist er e d or all y as d et ail e d i n t he 
Pr o d u ct A p pli c at i on I nstr u ctio ns .  Th e t e st pr o d u ct will b e s u p pli e d b y G S K C H i n 
c o m m er ci all y m ar k et e d t u b es s o ur c e d fr om t he U S A m ar k et pl a c e.  Th e c o nt e nts of  th e 
pr o d u ct l a b el will b e i n a c c or d a n c e wi t h all a p pli c a bl e r e g ul at or y r e q uir e m e nt s a n d will b e t h e 
r es p o nsi bility of t h e Gl o b al Cli ni c al S u p pli es D e p art m e nt, G S K C H.

All s u n dr y it e m s will b e s u p pli e d i n t heir c o m m er ci al p a c k a gi n g f or us e b y st u d y st aff a s 
r e q uir e d.

C ar e s h o ul d b e t a k e n wi t h t h e s u p pli e d pr o d u ct s a n d t h eir l a b el s s o t h at t h e y ar e m ai nt ai n e d i n 
g o o d c o n dit i on. It is i m p ort a nt t h at all l a b els r e m ai n i nta ct a n d l e gi bl e f or t he d ur at i on of  t he 
st u d y.

5. 3. 2 Pr e p ar ati o n a n d Di s p e n si n g 

T o e ns ur e c o nsist e n c y of  tr e at me nt pr o d u ct, p ri or t o t he fir st us e of  ea c h t u b e of d e nt ur e 
a d h esi v e, t he first 1 - 2 i n c h es of  ad h esi v e s h all b e e xtr u d e d a n d di s p os e d.  S u p pli e d s yri n g es 
will b e fill e d b y t he sit e p ers o n n el s o t hat t he y c o nt ai n 1. 0 0 ± 0. 0 5 g or 0. 6 0 ± 0. 0 5 g of  test 
d e nt ur e a d h esi v e f or a p pli c at i on t o t he m a xill ar y  an d m a n di b ul ar d e nt ur es r es p e cti v el y.  
S y rin g es c a n b e pr e -fill e d i n a d v a n c e of  th e a p pli c ati o n, b ut m u st b e st or e d c a p p e d a n d m ust 
n ot b e st or e d f or l o n g er t h a n 4 h o ur s aft er l o a di n g.  T h e m ass of a d h esi v e i n e a c h s yrin g e, t h e 
ti m e of  lo a di n g a n d t he tim e t he d e nt ur es ar e pl a c e d i n t he m o ut h will b e r e c or d e d i n a 
di s p e nsi n g l og a n d t h e C R F.  Syr i n g es will b e l a b ell e d wi t h t he s u bj e ct or r a n d o mis ati on 
n u m b er a n d i d e nt if yi n g t e xt f or m a xill ar y or m a n di b ul ar a p pli c ati o n.

5. 4 A d mi ni str ati o n

S u bj e ct’s d e nt ur es will first b e cl e a n e d pri or t o a p pli c at i on of a d h esi v e, or n o a d h esi v e.  Usi n g 
t he s u p pli e d d e nt ur e b r us h a n d cl e a nsi n g p ast e, b ot h t he u p p er a n d l ow er d e nt ur es will b e 
t hor o u g hl y cl e a n e d t o r e m o v e all tr a c es of  de nt ur e fi x ati v e, pl a q u e a n d p arti c ul at es/ d e bris.  
D e nt ur es s h o ul d t h e n b e dri e d.

A d h esi v e is a p pli e d t o d e nt ur es b y e xtr u di n g all of  th e pr e -w ei g h e d a d h esi v e fr om s yri n g es 
o nt o t h e d e nt ur es p er t h e Pr o d u ct A p pli c at i on I n str u cti o ns .  T h e d e nt ur e s will t h e n b e r et ur n e d 
t o t h e s u bj e ct w h o s h o uld r e p o si tio n t h e d e nt ur e s i n t h ei r m o ut h a n d bit e d o w n t o s e c ur e h ol d.  
F or s u bj e ct s o n t h e “ n o a d h e si v e ” tr e at m e nt vi si t, t he d e nt ur e s s h o ul d b e cl e a n e d a n d dri e d a s 
a b o v e, t h e n r efitt e d b y  t h e s u bj e ct.

5. 4. 1 M e di c ati o n Err or s

M e di c at i on err ors m a y r es ult, i n t his st u d y , fr o m t h e a d mi nistr atio n or c o ns u m pti o n o f: 

 t he wr o n g pr o d u ct,

 b y t h e wr o n g s u bj e ct, 

 at t h e wr o n g ti m e, 
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 or at t h e wr o n g d o s a g e a m o u nt ( ot h er e x a m pl e s of c o n c er n m a y b e a d d e d b a s e d o n 
t he i n v est i g ati on al pr o d u ct a d mi nistr ati o n, s u c h as i n a d v ert e nt e x p os ur e).  

S u c h m e di c at i on err ors o c c urri n g t o a st u d y parti ci p a nt ar e t o be c a pt ur e d i n t he C R F.  In t he 
e v e nt of m e di c at i on d osi n g err or, t h e s p o ns or s h o ul d b e n otifi e d i m m e di at el y .

M e di c at i on err ors ar e r e p ort a bl e irr es p e cti v e of t he pr es e n c e of  an ass o ci at e d A E/ S A E, 
i n cl u di n g:

 M e di c at i on err ors i n v o l vi n g s u bj e ct e x p os ur e t o t h e i n v esti g ati on al pr o d u ct;

 P ot e nti al m e di c at i on err or s or us es o ut si d e of  wh at is f or es e e n i n t he pr ot o c ol  t hat 
d o or d o n ot i n v o l v e t h e p arti ci p ati n g s u bj e ct.

W h et h er or n ot a m e d i c atio n err or is a c c o m p a ni e d b y a n A E, as d et er mi n e d b y t he 
i n v esti g at or, t he m e d i c ati on err or a n d, if a p pli c a bl e, a n y a s s o ci at e d a d v ers e e v e nt(s) is 
c a pt ur e d o n a n a d v ers e e v e nt ( A E) C R F p a g e.

5. 5 I n v e sti g ati o n al Pr o d u ct St or a g e

T h e i n v esti g at or, or a n a p pr o v e d r e pr es e nt ati v e will e ns ur e t hat all i n v esti g ati on al pr o d u ct s 
ar e st or e d i n a s e c ur e d ar e a wi t h co ntr oll e d a c c ess u n d er r e q uir e d st or a g e c o n dit i ons a n d i n 
a c c or d a n c e wit h a p pli c a bl e r e g ul at or y  r e q uir e m e nts a n d pr o d u ct la b el .  

Si t e s y st e ms m ust b e c a p a bl e of  me as uri n g a n d d o c u m e nt i n g (for e x a m pl e, vi a a l og), at a 
mi ni m u m, d ail y mi ni m u m a n d m a xi m u m t e mp er at ur e s f or all sit e st or a g e l oc ati o n s ( a s 
a p pli c a bl e, i n cl u di n g fr o z e n, r efri g er at e d, a n d/ or r o o m-t e mp er at ur e pr o d u ct s).  T hi s s h o uld b e 
c a pt ur e d fr o m t he tim e of  in v est i g ati on al pr o d u ct r e c ei pt t hr o u g h o ut t he st u d y.  Ev e n f or 
c o nti n u o us m o nit ori n g s y st e m s, a l o g or si t e pr o c e d ur e t h at e ns ur es a cti v e d ail y e v al u ati o n f or 
e x c ursi o ns s h o uld b e a v ail a bl e.  Th e o p er ati o n of  th e t e mp e r at ur e-m o nit ori n g d e vi c e a n d 
st or a g e u nit (f or e x a m pl e, r efrig er at or), as a p pli c a bl e, s h o uld b e r e g ularl y i ns p e ct e d t o e n s ur e 
it is mai nt ai n e d i n w or ki n g or d er. 

A n y e x c ursi o ns fr o m t he pr o d u ct -l ab el st or a g e c o n dit i ons s h o uld b e r e p ort e d u p o n dis c o v er y.  
T h e sit e s h o uld a cti v el y  pur s u e o pti o ns f or r et ur ni n g t he pr o d u ct t o t he st or a g e c o n di tio ns a s 
d es cri b e d i n t he l a b elli n g, a s s o o n a s p ossi bl e.  De vi at i ons fr om t he st or a g e r e q uir e m e nt s, 
i n cl u di n g a n y a cti ons t a k e n, m ust b e d o c u m e nt e d a n d r e p ort e d t o t h e S p o ns or.  

O n c e a n e x c ur si o n is i d e ntifi e d, t he i n v esti g ati on al pr o d u ct m ust b e q u ar a nt i n e d a n d n ot us e d 
u nt il t he S p o n s or pr o vi d e s d o c u m e nt ati o n of  p er mi s sio n  t o u s e t h e i n v e stig at i on al pr o d u ct.  It 
will n ot b e c o nsi d er e d a pr ot o c ol d e vi at i on if t he s p o ns or a p pr o v es t he us e of  th e 
i n v esti g ati on al pr o d u ct aft er t he t e mp er at ur e e x c ursi o n. Us e of  th e i n v esti g ati o n al pr o d u ct 
pri or t o s p o ns or a p pr o v al will b e c o nsi d er e d a pr ot o c ol  de vi at i on.  Sp e cifi c d et ails r e g ar di n g 
i nf or mat i on t h e sit e s h o ul d r e p ort f or e a c h e x c ursi o n will b e pr o vi d e d t o t h e sit e. 

5. 6 I n v e sti g ati o n al Pr o d u ct A c c o u nt a bilit y

All pr o d u ct s s u p pli e d ar e f or us e o nl y i n t hi s cli ni c al st u d y an d s h o uld n ot b e us e d f or a n y 
ot h er p ur p os e.
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St u d y  tr e at me nts m u st b e r e c ei v e d b y a d e si g n at e d p ers o n at t he st u d y site s, h a n dl e d a n d 
st or e d s af el y a n d pr o p erl y, a n d k e pt i n a s e c ur e d l o c atio n t o w hi c h o nl y t h e st aff h a v e a c c e s s. 
U p o n r e c eipt, all st u d y tr e at m e nts s h o uld b e st or e d a c c or di n g t o t he i nstr u cti o ns s p e cifi e d o n 
t he tr e at me nt l a b els. Cli ni c al s u p pli es ar e t o b e dis p e ns e d o nl y i n a c c or d a n c e wi t h th e 
pr ot o c ol .

T h e cli ni c al st u d y site m u st m a i ntai n a d e q u at e r e c or ds d o c u m e nt i n g t he r e c ei pt, us e, l oss, or 
ot h er di s p o sitio n of  t h e i n v e stig at i on al pr o d u ct s u p pli es.  All st u d y  pr o d u cts will b e a c c o u nt e d 
f or u sin g a dr u g a c c o u nt a bilit y f or m/r e c or d. 

T h e i n v e nt or y mu st b e a v ail a bl e f or i ns p e cti on b y t he st u d y mo ni t or d uri n g t he st u d y. 
M o ni t ori n g of  tr e at me nts a c c o u nt a bilit y will  be p erf or m e d b y t he fi el d m o nit or d uri n g sit e 
visit s a n d at t h e c o m pl et i on of t h e st u d y.

5. 6. 1 D e str u cti o n of I n v e sti g ati o n al Pr o d u ct S u p pli e s 

All i n v esti g ati on al st u d y tr e at m e nts s hi p p e d f or t his cli ni c al trial will b e r et ur n e d t o t he 
S p o n s or at t he t er mi n ati o n of  th e st u d y.  At t h e c o n cl u si o n of  th e st u d y, t he Pri n ci p al 
I n v esti g at or or a n a p pr o pri at e d esi g n e e, a n d a r e pr es e nt ati v e of  GS K  CH will  in v e nt or y  all 
us e d a n d u n us e d i n v esti g ati on al st u d y tr e at me nt.  Th e st u d y tr e at me nt i n v e nt or y r e c or d f or 
r et ur n e d st u d y tr e at me nt will t he n b e c o m p l et e d. All i n v esti g ati o n al pr o d u ct f or t his cli ni c al 
st u d y ( e m pty c o nt ai n ers), as w ell a s all u n us e d st u d y pr o d u ct will b e r et ur n e d t o t he 
d esi g n at e d v e n d or usi n g t h e r et ur n s hi p pi n g i nstr u cti o ns pr o vi d e d. 

5. 7 C o n c o mit a nt Tr e at m e nt s

D et ails of  an y r el e v a nt d e nt al , m e di c al or s ur gi c al hist or y ( wit hi n t h e l a st y e ar ), i n cl u di n g 
all er gi es or dr u g s e nsit i vity, will b e r e c or d e d i n t h e C R F.  T h e us e of c o n c o mit a nt m e di c at i ons 
is p er mi tt e d i n t his st u d y with t he e x c e pt i on of  th e us e of  bis p h os p h o n at e dr u gs ( e x cl usi o n 
cri t erio n 9) a n d m e di c at i ons t hat i n t he o pi ni o n  of t he i n v esti g at or w o ul d i nterf er e wi t h th e 
c o n d u ct of t his st u d y  ( e x cl u sio n  crit erio n 1 5).

Tr e at m e nts t a k e n af t er t he first d os e of  st u d y in v e sti g ati o n al pr o d u ct will b e d o c u m e nt e d a s 
c o n c o mit a nt tr e at m e nts.

All c o n c o mit a nt tr e at me nts t a k e n d uri n g t he st u d y mu st b e r e c or d e d wi t h in di c at i on, u ni t 
d o s e, d ail y d o s e, a n d st art a n d st o p d at es of  ad mi ni str ati o n.  All s u bj e cts will b e q u est i on e d 
a b o ut c o n c o mit a nt tr e at m e nt at e a c h cli ni c visit.

S u bj e cts will b e as k e d n ot t o h a v e a n y n o n- e m er g e n c y d e nt al / d e nt ur e w or k p erf or m e d d uri n g 
t he ti m e t he y  ar e i n t he st u d y, u nl ess dis c uss e d a n d p er mitt e d b y t he e x a mi n er .  This is t o 
ass ur e t h at t h e d e nt ur e fit will n ot b e alt er e d d uri n g t h e st u d y.

5. 8 R e s c u e M e di c ati o n 

N o s p e cifi c r es c u e t her a p y is r e q uir e d i n t hi s st u d y.  Sh o ul d a s u bj e ct s uff er a n a d v ers e 
r e a ctio n t o t h e p e a n ut s c o n s u m e d i n t his st u d y t he n t h e st u d y  st aff will a d mi ni st er a p pr o priat e 
fir st aid i n cl u di n g us e of a dr e n ali n e i n t h e c as e of a n a p h yl a xis.
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6 S T U D Y P R O C E D U R E S

6. 1 S T U D Y P E RI O D

6. 1. 1 S cr e e ni n g - Vi sit 1

T h e f oll owi n g pr o c e d ur es/ ass ess m e nts will t a k e pl a c e i n t he or d er list e d b el o w ( w h er e 
p ossi bl e), a n d r e c or d e d i n t h e C R F:

 O bt ai n writt e n i nf or m e d c o ns e nt.  

 C oll e ct d e m o gr a p h y  ( y e ar of birt h, g e n d er, r a c e a n d et h ni city) .

 O bt ai n m e di c al hist or y , i n cl u di n g hist or y of ill e g al dr u g, al c o h o l a n d t o b a c c o us e.

 O bt ai n D e nt al  Hi st or y.

 O bt ai n c o m p l et e m e d i c ati on hist or y of  all pr e s cripti o n or n o n -pr e s cri pt i on dr u gs, a n d 
di et ar y  a n d h er b al s u p pl e m e nts t a k e n wit hi n 3 0 d a ys pri or t o t h e pl a n n e d first d os e.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 Cl e a n t he s u bj e ct’s d e nt ur es usi n g t he s u p pli e d d e nt ur e br us h a n d cl e a nsi n g p ast e, 
b ot h t he u p p er a n d l ow er d e nt ur es will b e t hor o u g hl y cl e a n e d t o r e mo v e all tr a c es of  
d e nt ur e fi x at i v e, pl a q u e a n d p arti c ul at es/ d e bris. D e nt ur es s h o ul d t h e n b e dri e d.

 P erf or m  t h e W ell -M a d e Ass ess m e nt .

 P erf or m  t h e W ell -Fi t Ass ess m e nt .

 P erf or m  t he F o o d Mi gr ati o n A d e q u a c y Ass ess m e nt .

 R e vi e w I n cl usi o n a n d E x cl u si o n cri t eria.  Pr e g n a n c y  st at u s will b e c o nfir me d v er b all y 
b y t h e s u bj e ct.

 Ass ess s u bj e ct eli gi bilit y.

 A n y s eri o us a d v ers e e v e nt ass ess e d as r el at e d t o st u d y p artici p at i on t h at o c c urs 
s u bs e q u e nt t o t h e si g ni n g of i nf or m e d c o ns e nt will b e r e c or d e d.

T o pr e p ar e f or st u d y p arti ci p at i on, s u bj e cts will b e i nstr u ct e d o n t he us e of  th e Lif est yl e 
G ui d eli n e s a n d C o n c o mit a nt Tr e at m e nt( s) s e cti o ns of t h e pr ot o c ol.

6. 1. 2 Vi sit 2

S u bj e cts will b e a d mi tt e d t o t he cli ni c al sit e b et w e e n 2 - 3 0 d a y s af t er S cr e e ni n g.  Th e 
f oll owi n g pr o c e d ur es will b e c o m p l et e d i n t he f oll owi n g or d er ( w h er e v er p o ssi bl e) a n d 
r e c or d e d i n t h e C R F:

 R e vi e w I n cl usi o n a n d E x cl u si o n cri t eria.  Pr e g n a n c y  st at u s will b e c o nfir me d v er b all y 
b y t h e s u bj e ct.

 C oll e ct uri n e pr e g n a n c y t est f or f e m al es of c hil d b e ari n g p ot e nti al. 

 C o nfir m pr o p er c o ntr a c e pti o n is b ei n g us e d.

 R e vi e w c h a n g es i n t he s u bj e ct’s m e di c al hi st or y  in cl u di n g m e di c at i on hist or y  si n c e 
S cr e e ni n g.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .
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 Ass ess s u bj e ct eli gi bilit y.

 R a n d o mis e s u bj e ct t o tr e at m e nt gr o u p.

 Cl e a n t he s u bj e ct’s d e nt ur es usi n g t he s u p pli e d d e nt ur e br us h a n d cl e a nsi n g p ast e, 
b ot h t he u p p er a n d l ow er d e nt ur es will b e t hor o u g hl y cl e a n e d t o r e mo v e all tr a c es of  
d e nt ur e fi x at i v e, pl a q u e a n d p arti c ul at es/ d e bris. D e nt ur es s h o ul d t h e n b e dri e d.

 A p pl y tr e at m e nt a n d i ns ert d e nt ur es p er t h e Pr o d u ct A p pli c ati o n I nstr u cti o ns .

 6 0 ± 5 mi n ut es af t er d e nt ur e i ns erti o n, b e gi n F o o d O c cl usi o n T est i n g i n cl u di n g 
D e nt ur e Di slo d g e m e nt Ass ess m e nt .

 R e c or d t h e n u m b er of d e nt ur e disl o d g e m e nts d uri n g p e a n ut c h e wi n g.

 S u bj e cts c o m pl et e t h e q u esti o n n air e.

 P h ot o gr a p h d e nt ur es f or a s u bs et of s u bj e cts.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 R et ur n cl e a n d e nt ur es t o s u bje ct.

 R e c or d A Es a n d i n ci d e nts. Ass ess s y m pt o ms b y s p o nt a n e o us r e p orti n g of  ad v ers e 
e v e nts a n d b y as ki n g t he s u bj e cts t o r e s p o n d t o a n o n- l e a di n g q u est i on s u c h as “ H o w 
d o y o u f e el ? ”  A n y a d v ers e e v e nt t hat o c c urs s u bs e q u e nt t o t he first d os e will b e
r e c or d e d.

6. 1. 3 Vi sit 3

S u bj e cts will b e a d mi tt e d t o t he cli ni c al sit e b et w e e n 2 - 3 0 d a ys af t er Vi si t 2.  Th e f oll owi n g 
pr o c e d ur es will b e c o m p l et e d i n t he f oll o wi n g or d er ( w h er e v er p ossi bl e) a n d r e c or d e d i n t he 
C R F:

 R e vi e w I n cl usi o n a n d E x cl u si o n cri t eria.  Pr e g n a n c y  st at u s will b e c o nfir me d v er b all y 
b y t h e s u bj e ct.

 C oll e ct uri n e pr e g n a n c y t e st f or f e m al es of  chil d b e ari n g p ot e nti al if r e q uir e d p er 
S e cti o n 7. 3. 2 .

 R e vi e w c h a n g es i n t he s u bj e ct’s m e di c al hi st or y  in cl u di n g m e di c at i on hist or y  si n c e 
S cr e e ni n g.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 Ass ess s u bj e ct eli gi bilit y.

 Cl e a n t he s u bj e ct’s d e nt ur es usi n g t he s u p pli e d d e nt ur e br us h a n d cl e a nsi n g p ast e, 
b ot h t he u p p er a n d l ow er d e nt ur es will b e t hor o u g hl y cl e a n e d t o r e mo v e all tr a c es of  
d e nt ur e fi x at i v e, pl a q u e a n d p arti c ul at es/ d e bris. D e nt ur es s h o ul d t h e n b e dri e d.

 A p pl y tr e at m e nt a n d i ns ert d e nt ur es p er t h e Pr o d u ct A p pli c ati o n I nstr u cti o ns .

 6 0 ± 5 mi n ut es af t er d e nt ur e i ns erti o n, b e gi n F o o d O c cl usi o n T est i n g i n cl u di n g 
D e nt ur e Di slo d g e m e nt Ass ess m e nt .

 R e c or d t h e n u m b er of d e nt ur e disl o d g e m e nts d uri n g p e a n ut c h e wi n g.

 S u bj e cts c o m pl et e t h e q u esti o n n air e.

 P h ot o gr a p h d e nt ur es f or a s u bs et of s u bj e cts.
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 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 R et ur n cl e a n d e nt ur es t o s u bj e ct.

 R e c or d A Es a n d i n ci d e nts. Ass ess s y m pt o ms b y s p o nt a n e o us r e p orti n g of  ad v ers e 
e v e nts a n d b y as ki n g t he s u bj e cts t o r e s p o n d t o a n o n-l e a di n g q u est i on s u c h a s “ H o w 
d o y o u f e el ? ”

6. 1. 4 Vi sit 4

S u bj e cts will b e a d mi tt e d t o t he cli ni c al sit e b et w e e n 2 - 3 0 d a ys af t er Vi si t 3.  Th e f oll owi n g 
pr o c e d ur es will b e c o m p l et e d i n t he f oll o wi n g or d er ( w her e v er p ossi bl e) a n d r e c or d e d i n t he 
C R F:

 R e vi e w I n cl usi o n a n d E x cl u si o n cri t eria.  Pr e g n a n c y st at u s will b e c o nfi r me d v er b all y 
b y t h e s u bj e ct.

 C oll e ct uri n e pr e g n a n c y t e st f or f em al es of c hil d b e ari n g p ot e nti al if r e q uir e d p er 
S e cti o n 7. 3. 2 .

 R e vi e w c h a n g es i n t he s u bj e ct’s m e di c al hist or y i n cl u di n g m e di c ati o n hist or y si n c e 
S cr e e ni n g.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 Ass ess s u bj e ct eli gi bilit y.

 Cl e a n t h e s u bj e ct ’s d e nt ur es usi n g t h e s u p pli e d d e nt ur e br us h a n d cl e a nsi n g p ast e, b ot h 
t he u p p er a n d l ow er d e nt ur es will b e t hor o u g hl y cl e a n e d t o r e m o v e all  tr a c es of 
d e nt ur e fi x at i v e, pl a q u e a n d p arti c ul at es/ d e bris. D e nt ur es s h o ul d t h e n b e dri e d.

 A p pl y tr e at m e nt a n d i ns e rt d e nt ur es p er t h e Pr o d u ct A p pli c ati o n I nstr u cti o ns .

 6 0 ± 5 mi n ut es aft er d e nt ur e i ns erti o n, b e gi n F o o d O c cl u si o n  T esti n g i n cl u di n g D e nt ur e 
Di slo d g e m e nt Ass ess m e nt .

 R e c or d t h e n u m b er of d e nt ur e disl o d g e m e nts d uri n g p e a n ut c h e wi n g.

 S u bj e cts c o m pl et e t h e q u esti o n n air e.

 P h ot o gr a p h d e nt ur es f or a s u bs et of s u bj e cts.

 P erf or m  O S T E x a mi n at i on- E d e nt ul o u s .

 R et ur n cl e a n d e nt ur es t o s u bj e ct .

 R e c or d A Es a n d i n ci d e nts. Ass ess s y m pt o ms b y s p o nt a n e o us r e p orti n g of a d v ers e 
e v e nts a n d b y as ki n g t he s u bj e cts t o r es p o n d t o a n o n- l e a di n g q u est i on s u c h as “ H o w 
d o y o u f e el ? ”

 St u d y  c o n clu si o n .

If a s u bj e ct h as a n y cli ni c all y si g nifi c a nt, st u d y-r elat e d a b n or m alit i es at t he c o n cl u si o n  of a 
s c h e d ul e d i n p ati ent  porti o n of  th e st u d y, t he G S K C H m e di c al m o nit or ( or d esi g n at e d 
r e pr es e nt ati v e) s h o ul d b e n otifi e d a n d d e p e n di n g o n t h e a b n or m ality,  t h e s u bj e ct ma y  b e a s k e d 
t o r e mai n at t he cli ni c al sit e u nt il s u c h a b n or m alit i es ar e d e e m e d n ot cli ni c all y si g nifi c a nt, or 
it is s afe f or o ut p ati e nt f oll ow- u p.  If t he s u bj e ct is u n a bl e or u n willi n g t o r e m ai n at t he 
cli ni c al sit e a n d/ or w h e n o ut p ati e nt f oll ow- u p is d e e m e d a p pr o pri at e, t he G S K C H m e di c a l 
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m o nit or ( or d e si g n at e d r e pr es e nt ati v e) s h o ul d b e s o n otifi e d, a n d t h e i n v e sti g at or s h o ul d m a k e 
e v er y eff ort t o arr a n g e f oll ow- u p e v al u at i ons at a p pr o pri at e i nter v als t o d o c u m e nt t he c o urs e 
of  t h e a b n or m aliti es.

6. 2 S u bj e ct Wit h dr a w al

At  th e e n d of  th e st u d y su bj e cts will b e e v a l u at e d t o d et er mi n e if t he y c o m p l et e d all st u d y 
pr o c e d ur es or if t he y w er e dis c o nt i n u e d fr om t he st u d y earl y . If t he s u bj e ct di s c o nti n u e d at 
a n y p o i nt d uri n g t h e st u d y, t h e pri m ar y r e as o n f or wit h dr a w al s h o ul d b e r e c or d e d o n t h e St u d y 
C o n cl u si o n  p a g e of t he C R F b y  s el e cti n g o n e of t h e o pti o ns b el o w.

1. S u bj e ct di d n ot m e et st u d y  crit eria

2. A d v ers e e v e nt

3. S u bj e ct l o st t o f oll o w u p

4. Pr ot o c ol  Viol at i on

5. Wi t hdr a w al  of inf or m e d c o ns e nt

6. Ot h er

S u bj e cts m a y wi t hdr a w fr om t he st u d y at a n y tim e at t hei r o w n r e q u e st, or t he y m a y b e 
wi t hdr a w n at a n y tim e at t he di s cr et i on of  th e i n v esti g at or or s p o ns or f or s af et y or, 
b e h a vi o ur al r e as o ns, or t he i n a bility of  th e s u bj e ct t o c o m pl y wi t h th e pr ot o c ol -r e q uir e d 
s c h e d ul e of st u d y vi sits or pr o c e d ur es at a gi v e n st u d y sit e.  

T h e f oll owi n g ci r c u mst a n c es r e q uir e dis c o nt i n u ati o n of  st u d y tr e at me nt a n d/ or pr e m at ur e 
s u bj e ct wit h dr a w al:

 Pr ot o c ol  viol at i on t h at m a y  i m p a ct t h e o ut c o me of  t h e s u bj e ct’s s af ety

 Wit h dr a w al o f i nf or m e d c o ns e nt

 S u bj e ct l ost t o f oll o w - u p 

 Pr e g n a n c y

 D e at h

If a s u bj e ct is dis c o nt i n u e d or pr e m at ur el y wi t hdr a ws fr om t he st u d y, r e as o ns f or 
di s c o nti n u at i on or wi t hdr a w al  an d a s s o ci at e d d at e m ust b e d o c u m e nt e d i n t he r el e v a nt 
s e ct i on(s) of t h e C R F. 

If a s u bj e ct d o es n ot r et ur n f or a s c h e d ul e d visit, e v er y eff ort s h o ul d b e m a d e t o c o nt a ct t h e 
s u bj e ct.  T h e I n v esti g at or or sit e st aff s h o ul d att e m pt t o c o nt a ct t h e s u bj e ct t wi c e.  Aft er t w o 
att e m pts, cli ni c al  sit e st aff m u st s e n d a r e gist er e d l ett er.  If n o r es p o ns e is r e c ei v e d fr o m t he 
s u bj e ct, t h e s u bj e ct wil l b e c o nsi d er e d l ost t o f o ll ow u p.  All att e m pts t o c o nt a ct t h e s u bj e ct 
a n d i nf or m at i on r e c ei v e d d uri n g c o nt a ct att e m pts m ust b e d o c u m e nt e d i n t h e C R F.  I n a n y 
ci r c u mst a n c e, e v er y effort s h o ul d b e m a d e t o d o c u m e nt s u bj e ct o ut c o m e, if p ossi bl e.  T h e 
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i n v estig at or s h o ul d i n q uir e a b o ut t h e r e as o n f or wit h dr a w al, r e q u est t h at t h e s u bj e ct r et ur n f or 
a fi n al visit, if a p pli c a bl e, a n d f o ll ow- u p wi t h t h e s u bj e ct r e g ar di n g a n y u nr es ol v e d A Es.

It ma y b e a p pr o pri at e f or t he s u bj e ct t o r et ur n t o t h e cli ni c al  site f or fin al s af et y ass ess m e nts. 
S u bj e cts s h o uld b e q u est i on e d r e g ar di n g t heir r e as o n f or wit h dr a w al.  An O S T e x a mi n at i on 
m a y b e c o n d u ct e d at t h e i n v est i g at or’s dis cr eti on.

L a c k of  co m pl et i on of  all or a n y of  th e e arl y t er mi n ati on pr o c e d ur es will n ot b e vi e w e d a s 
p r ot o c ol d e vi ati on s s o l o n g as t h e s u bj e ct’s s af et y w as pr es er v e d.

If t he s u bj e ct wi t hdr a ws fr om t he st u d y an d als o wi t hdr a ws c o n s e nt f or dis cl o s ur e of  fut ur e 
i nf or mat i on, n o f urt h er e v al u at i ons s h o uld b e p erf or m e d a n d n o a d di tio n al d at a s h o uld b e 
c oll e ct e d .  Th e s p o ns or m a y r et ai n a n d c o nt i n u e t o us e a n y d at a c oll e ct e d b ef or e s u c h 
wi t hdr a w al  of c o ns e nt.

7 A S S E S S M E N T S

E v er y  eff ort s h o uld b e m a d e t o e ns ur e t hat pr ot o c ol -r e q uir e d t e st s a n d pr o c e d ur es ar e 
c o m pl et e d as d es cri b e d.  Ho w e v er, it is a nti ci p at e d t hat fr o m ti m e t o ti m e t her e m a y b e 
ci r c u mst a n c es, o ut si d e t he c o ntr ol  of t h e i n v esti g at or t hat m a y m a k e it unf e asi bl e t o p erf or m 
t he t e st.  I n t h e s e c a s e s, t h e i n v esti g at or m ust t a k e all st e ps n e c e s s ar y t o e n s ur e t h e s af et y  a nd 
w ell -b ei n g of  th e s u bj e ct.  Wh e n a pr ot o c ol -r e q uir e d t e st c a n n ot b e p erf or m e d, t he 
i n v esti g at or will d o c u m e nt t he r e as o n f or t he miss e d t e st a n d a n y c orr e cti v e a n d pr e v e nt ati v e 
a cti o n s t hat h e or s h e h as t a k e n t o e ns ur e t hat r e q uir e d pr o c ess es ar e a d h er e d t o as s o o n as 
p ossi bl e.   T h e s u bje ct s h o uld c o nt i n u e i n t he st u d y a s l on g as t he s af et y of  th e s u bj e ct is n ot 
c o m pr o mis e d   T h e st u d y  t e a m must b e i nf or m e d of t h es e i n ci d e nts i n a ti m el y m a n n er.   

7. 1 S cr e e ni n g

T h e f o ll owi n g a s s e s s m e nt s will b e p erf or m e d at ti m e s d efi n e d i n t h e St u d y  Pr o c e d ur e s s e cti o n 
of  t his pr ot o c ol.

7. 1. 1 I nf or m e d C o n s e nt

T h e i n v esti g at or, or d esi g n e e, m u st o bt ai n wri tt e n ( sig n e d a n d d at e d b y t he s u bj e ct) i nf or m e d 
c o ns e nt fr o m e a c h s u bj e ct p arti ci p at i n g i n t hi s st u d y after a d e q u at e e x pl a n ati o n of t he ai m s, 
m et h o ds, o bj e ct i v es, a n d p ot e nti al h a z ar ds of  th e st u d y. T h e i n v esti g at or, or d esi g n e e, m ust 
als o e x pl ai n t o t he s u bj e cts t hat t he y  ar e c o m pl et el y  fr e e t o r ef us e t o e nt er t he st u d y or t o 
wi t hdr a w fr om it  at a n y tim e. A p pr o pri at e f or ms f or d o c u m e nt in g a wri tt e n c o ns e nt will b e 
pr o vi d e d b y t he i n v esti g at or or b y G S K C H. T h e i n v esti g at or, or d esi g n e e, s h o uld si g n a n d 
d at e t he c o ns e nt f or m to c o nfir m t hat t he c o ns e nt pr o c ess w as c o m p l et e d c orr e ctl y . T h e 
s u bj e ct, will b e pr o vi d e d wi t h a co p y  of t hei r si g n e d a n d d at e d c o ns e nt f or m an d a n y ot h er 
wri tt e n i nf or m ati o n w hi c h t he y s h o uld b e i nstr u ct e d t o r et ai n.  If, duri n g a s u bj e ct’ s 
p arti ci p at i on i n t he st u d y, a n y n e w i nf or m ati on b e c o m e s a v ail a bl e t hat m a y aff e ct t he 
s u bj e ct’s willi n g n ess t o p arti ci p at e i n t h e st u d y , e a c h o n g oi n g s u bj e ct s h o uld r e c ei v e a c o p y  of 
t his n e w i nf or m ati on a n d b e r e-c o ns e nt e d i nto t h e st u d y. S u bj e cts will b e pr o vi d e d wi t h a 
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c o p y  of t he si g n e d a n d d at e d a m e n d e d c o ns e nt f or m. T h e d at e of co ns e nt will b e r e c or d e d o n 
t he C R F.

7. 1. 2 D e nt al Hi st or y

T h e I n v est i g at or, or m e di c all y q u alifi e d d esi g n e e, will t a k e a d e nt al hist or y fr o m e a c h s u bj e ct.  
D e nt al  hi st or y will i n cl u d e i nf or m ati o n of  all pr ost h es es i n t he m o ut h, m a xill ar y a n d 
m a n di b ul ar y , a s w ell as i nf or m ati o n r e g ar di n g t h e a g e of  th e d e nt ur es, h o w l on g t he s u bj e ct 
h as w or n d e nt ur es, t he pr ost h eti c t e et h m at eri al  an d w h et h er t he s u bj e ct is a r e g ul ar us er of  
d e nt ur e a d h esi v es. 

7. 1. 3 W ell -Fit A s s e s s m e nt, K a p ur ( Ol s h a n M o difi c ati o n) I n d e x

E a c h d e nt ur e ( u p p er a n d l ow er) will b e e x a mi n e d f or r et e nti o n a n d st a bilit y usi n g t he K a p ur 
I n d e x ( Ols h a n M o difi c at i on) (K a p ur, 1 9 6 7 ; Ols h a n, 1 9 9 2 ) b y a n e x a mi n er wi t h ex p ert 
k n o wl e d g e of pr ost h o d o nti cs.  A s u m s c or e ( u p p er + l o w er) of ≥ 6 is r e q uir e d f or i n cl usi o n.

R et e nti o n:

Wit h gl o v e d h a n ds, t he e x a mi n er will att e m pt t o u n s e at t he u p p er a n d l ow er d e nt ur e b y 
a p pl yi n g a n o p p osi n g v erti c al f or c e at t he c a ni n e/l at er al i n cis or r e gio n of  th e d e nt ur e.  Th e 
e x a mi n er will s c or e r et e nti o n as 0 - 5 usi n g t h e f o ll owi n g cri t eria:

5 = E x c ell e nt - d e nt ur e off ers e x c ell e nt r esist a n c e t o v ert i c al p ull a n d l at er al f or c e.

4 = V er y  G o o d- d e nt ur e off ers v er y g o o d r esist a n c e t o v erti c al p ull a n d l at er al f or c e. 

3 = G o o d - d e nt ur e off ers m o d er at e r esist a n c e t o v erti c al p ull a n d l at er al f or c e.

2 = F air - d e nt ur e off ers m o d er at e r e si st a n c e t o v erti c al p ull a n d littl e or n o r e si st a n c e t o lat er al 
f or c es. 

1 = P o or - d e nt ur e off ers sli g ht r esist a n c e t o v erti c al p ull a n d littl e or n o r e sist a n c e t o l ater al 
f or c e.

0 = N o r et e nti o n- w h e n t h e d e nt ur e is s e at e d i n pl a c e, it dis pl a c es its elf. 

St a bilit y:

Wit h gl o v e d h a n ds, t h e e x a mi n er will att e m pt t o r o c k t h e s e at e d d e nt ur e s b y pl a ci n g al t er n at e 
h ori z o nt al  for c e at t h e c u s pi d a n d c o ntr al at er al  mol ar r e gi o n s of t h e u p p er a n d lo w er d e nt ur e s.  
T h e e x a mi n er will s c or e d e nt ur e st a bilit y as 0 - 4 usi n g t h e f o ll owi n g cri t eria:

4 = E x c ell e nt - w h e n d e nt ur e b as e off ers n o r o c ki n g o n its s u p p orti n g str u ct ur es u n d er pr ess ur e.

3 = G o o d - w h e n d e nt ur e b as e h as v er y sli g ht r o c ki n g o n its s u p p orti n g str u ct ur es u n d er 
pr ess ur e.

2 = F air - w h e n d e nt ur e b as e h as sli g ht r o c ki n g o n its s u p p orti n g str u ct ur es u n d er pr ess ur e.

1 = P o or - w h e n d e nt ur e b as e h as m o d er at e r o c ki n g o n its s u p p orti n g str u ct ur es u n d er pr ess ur e.

0 = N o st a bilit y- w h e n d e nt ur e b as e h as e xtr e m e r o c ki n g u n d er pr ess ur e.

S u m s c or e ( u p p er + l o w er d e nt ur e) of < 6 = d e nt ur es wit h p o or r et e nti o n a n d st a bilit y.
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S u m  s c or e ( u p p er + lo w er d e nt ur e) 6 -9 = d e nt ur es wit h f air r et e nti o n a n d st a bilit y.

S u m  s c or e ( u p p er + lo w er d e nt ur e) 1 0 -1 4 = d e nt ur es wit h g o o d r et e nti o n a n d st a bilit y.

S u m s c or e ( u p p er + l o w er d e nt ur e) > 1 4 = d e nt ur es wit h v er y  g o o d r et e ntio n a n d st a bili t y.

S u bj e ct r e cr ui t me nt will b e c o ntr oll e d t o e n s ur e 5 0 ± 1 0 % of t h e s u bj e ct s will b e i n e a c h of t he 
l ow a n d hi g h K a p ur -Ols h a n gr o u p s [t h e l ow K a p ur -Ols h a n gr o u p is d efi n e d a s a c o m p osit e 
K a p ur -Ols h a n s c or e of  6- 1 4 ( cli ni c all y f air a n d g o o d d e nt ur es) a n d t he hi g h K a p ur -Ols h a n 
s c or e as 1 5 -1 8 ( cli ni c all y v er y g o o d d e nt ur es)].

7. 1. 4 W ell M a d e A s s e s s m e nt

Cli ni c al A c c e pt a bilit y

E a c h d e nt ur e ( u p p er a n d l ow er) will b e e x a mi n e d.  O nl y d e nt ur e s h a vi n g a d e q u at e ( a s j u d g e d 
b y a n e x a mi n er wi t h e xp ert k n o wl e d g e of  pr o st h o d o ntics) v erti c al di m e n si o n , fr e e w a y s p a c e, 
h ori z o nt al  oc cl us al r el ati ons hi ps a n d b or d er e xt e nsi o n will b e c o nsi d er e d cli ni c all y 
a c c e pt a bl e.  For e a c h d e nt ur e ( u p p er a n d l ow er), t he e x a mi n er will i n di c at e a c c e pt a bl e or 
u n a c c e pt a bl e o n t h e C R F.

D e nt ur e Fi nis h a n d C o nt o ur

T h e c o nt o ur a n d fi nis h of  ea c h d e nt ur e ( ma xill ar y a n d m a n di b ul ar) will b e e x a mi n e d.  Onl y 
d e nt ur es wit h a c c e pt a bl e ( a s j u d g e d b y a n e x a mi n er wi t h e x p ert k n o wle d g e of  pr o st h o d o ntic s) 
p or o si t y, tiss u e s urf a c es, p olis h e d s urf a c es, c ol o ur a n d t hi c k n ess will b e a c c e pt e d.  For e a c h 
d e nt ur e ( u p p er a n d l o w er), t h e e x a mi n er will i n di c at e a c c e pt a bl e or u n a c c e pt a bl e o n t h e C R F.

7. 1. 5 F o o d Mi gr ati o n A d e q u a c y D et er mi n ati o n

S u bj e cts m u st c o m pl et e t he f oo d mi gr ati o n a d e q u a c y  ass ess m e nt w hilst usi n g n o d e nt ur e 
a d h esi v es/fi x at i v es.  De nt ur es s h o uld h a v e b e e n cl e a n e d a n d dri e d b y t h e st u d y st aff an d 
r e pla c e d i n t he s u bj e ct’s m o ut h.  Su bj e cts will b e pr o vi d e d wi t h 30 - 3 2 gr a ms ( a c cur at el y 
w ei g h e d) of  no n -s alt e d p e a n ut s, di vi d e d i nto s mall er p orti o n s of a p pr o xi m at el y ei g ht p e a n ut 
h al v es b y t h e st u d y  st aff.  E a c h p ortio n s h o ul d b e c h e w e d b y t h e s u bj e ct f or a p pr o xi m at el y 2 0 
s e c o n ds, aft er w hi c h t h e s u bj e ct will b e i nstr u ct e d t o s w all o w at a n y ti m e t h e y ar e c o mf ort a bl e.  
S u bj e cts will b e all o w e d s m all si p s of  w at er d uri n g t h e p e a n ut c o n s u mpt i on t o aid c h e wi n g a s 
a p pr o pri at e.  After c o m pl et i on of  th e p e a n ut c o ns u m pt i on, t he s u bj e ct will rins e t hei r m o ut h 
wi t h wat er f or fi v e s e c o n ds b ef or e r e mo vi n g t hei r d e nt ur e.  Su bj e cts will b e as k e d t o r e mo v e 
t hei r d e nt ur es (t h e e x a mi n er m a y assist i n t his if r e q uir e d) a n d pl a c e t he m  int o a l a b ell e d tr a y 
( wit h su bj e ct s cr e e ni n g n u m b er) t e et h sid e d o w n, a n d m a y r e mo v e a n y  resi d u al p e a n ut 
p arti cl es fr om t hei r m o ut h wi t h wat er a n d a g a u z e p a d ( n ot f or c oll e cti o n).  Th e a m o u nt of 
f oo d p arti cl es o n e a c h d e nt ur e will  b e vis u all y ass ess e d b y t h e e x a mi n er a c c or di n g t o t h e s c al e 
b el o w a n d r e c or d e d i n t he C R F t o d et er mi n e if t h er e is e vi d e n c e of p e a n ut p arti cl e mi g r ati on 
u n d er t h e d e nt ur e s.  T h e f oll owi n g 0 – 3 a s s e s s m e nt s c al e will b e u s e d.  S u bj e ct s w h o pr e s e nt 
n o e vi d e n c e of  pe a n ut p arti cl es u n d er ei t her t he u p p er or l ow er d e nt ur e (i. e. if ei t her d e nt ur e 
s c or es as 0) will n ot b e eli gi bl e. 

T h e l o c ati o n a n d e xt e nt of  p e a n ut p articl e mi gr at i on will b e r at e d as f o ll ows:
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0 = N o n e – N o  p e a n ut mi gr ati on u n d er t h e d e nt ur e.

1 = Mi ni m al – Sl i g ht mi gr ati o n of p e a n uts u n d er t h e d e nt ur e.

2 = M o d er at e – Mi gr ati o n of  p e a n uts o v er t h e i nt er n al w alls of t h e d e nt ur e.

3 = E xt e nsi v e – P e a n uts mi gr ati o n o n t h e cr est of t h e d e nt ur e.

D e nt ur es s h o ul d b e cl e a n e d t h or o u g hl y b y t h e st u d y st aff pri or t o r et ur ni n g t o t h e s u bj e ct.

7. 2 Effi c a c y

T h e f oll owi n g effi c a c y ass ess m e nts will b e p erf or m e d at ti m es d efi n e d i n t he St u d y 
Pr o c e d ur es s e cti o n of t his pr ot o c ol.  

7. 2. 1 F o o d O c cl u si o n T e sti n g I n c or p or ati n g D e nt ur e Di sl o d g e m e nt 
A s s e s s m e nt

F o o d O c cl usi o n will b e m e as ur e d b y a tr ai n e d or e x p eri e n c e d o p er at or usi n g t he m et h o d 
d es cri b e d b el o w.  6 0  5 mi n ut es aft er t h e d e nt ur es h a v e b e e n i ns ert e d:

1. T h e s u bj e ct will b e i n str u ct e d t o bit e d o w n firml y o n t h ei r d e nt ur e s.  T h e s u bj e ct will t he n 
br i efl y rins e t heir m o ut h vi g or o usl y wi t h wat er.  Th e sit e st aff will r e mo v e a n y a d h esi v e 
t hat i s o o zi n g fr o m  t h e d e nt ur e s.  N ot e: T h e s u bj e ct mu st n ot e at a n y f o o d d uri n g t h e 6 0  5 
mi n ut e s w ai tin g p eri o d.  S u bj e ct s m a y n ot dri n k d uri n g t hi s 6 0  5 m i n ut e s p erio d wi t h t h e 
e x c e pti o n of s m all si ps w at er.

2. T h e s u bj e ct will b e gi v e n 3 0 -3 2 g of  no n -s alt e d, dr y r o a st e d p e a n ut s t o c h e w a n d s w allo w.  
T h e 3 2 g p orti o n of  pe a n uts will b e di vi d e d b y t he sit e st aff i n t o s m all er p orti o n s of 
a p pr o xi m at el y  8 pe a n ut h al v es ( a p pr o xi m at el y 4g).  Th e s u bj e ct will b e as k e d t o c h e w 
e a c h pr e -m e as ur e d p orti o n of  pe a n uts f or at  le a st 2 0 s e c o n ds, aft er w hi c h t he y m a y 
s w all o w at a n y tim e t he y ar e c o mf o rt a bl e.  Th e s u bj e ct m a y si p w at er d uri n g p e a n ut 
c o ns u m pti o n.

3. W hilst c o ns u mi n g t he p e a n uts t he s u bj e ct s h o uld n ot e t he n u m b er of  ti m es t he y 
e x p eri e n c e t hei r d e nt ur e di slo d gi n g.  Th e t ot al nu m b er of  de nt ur e disl o d g e m e nts f or t he 
s u bj e ct sh o ul d b e r e c or d e d b y  t h e st u d y sit e st aff i n t h e C R F.

4. Aft er c o ns u mi n g all of  th e p e a n uts, t he s u bj e ct will rins e t hei r m o ut h wi t h wat er f or 
a p pr o xi m at el y  5 s e c o n d s (t o r e mo v e a n y p e a n ut p arti cl es n ot r et ai n e d u n d er t h e d e nt ur es).

5. T h e e x a mi n er will  car ef ull y r e mo v e t he s u bj e ct’s l ow er d e nt ur e a n d pl a c e it on a s mall 
tr a y, t e et h si d e d o w n a n d r e mo v e a n y r esi d u al a d h esi v e a n d/ or p e a n ut p arti cl es fr om t he 
l ow er g u m  with a pi e c e of  ga u z e t hat will b e pl a c e d i n a s e p ar at e b e a k er c o d e d wit h t he 
s u bj e ct s cr e e ni n g nu m b er, tr e at m e nt p eri o d a n d “ L ” f or l o w er d e nt ur e.

6. T h e e x a mi n er will  car ef ull y  re m o v e t he s u bj e ct’s u p p er d e nt ur e a n d pl a c e it on a s mall 
tr a y, t e et h si d e d o w n a n d r e mo v e a n y r esi d u al a d h esi v e a n d/ or p e a n ut p arti cl es fr om t he 
r o of of t h e mo ut h wi t h a pi e c e of  g a u z e t h at will b e pla c e d i n a s e p ar at e b e a k er c o d e d wi t h 
t he s u bj e ct s cr e e ni n g n u m b er, tr e at m e nt p eri o d a n d “ U ” f or u p p er d e nt ur e.
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7. All t he s urf a c es of  th e d e nt ur es will b e c h e c k e d f or r esi d u al p e a n uts.  If a n y is f ou n d o n 
a n y s urf a c e ot h er t ha n t hos e i n c o nt a ct wit h or al s oft tiss u e, it will b e r e mo v e d wi t h a 
s p at ul a a n d dis c ar d e d. 

8. F or a s u bs et of  ap pr o xi m at el y 5 s u bj e cts at e a c h tr e at me nt visit, a p h ot o gr a p h of  th e fit 
s urf a c e of t h e d e nt ur es will b e t a k e n as p er s e cti o n 7. 2. 3 .

9. T h e u p p er a n d l ow er d e nt ur e s of e a c h s u bj e ct will b e pl a c e d i n t he c o d e d b e a k er s wi t h t he 
g a u z e ( u p p er a n d l o w er s e p ar at el y ).

1 0. I mm e di at el y f oll o wi n g r e mo v al  of t he pr ost h es es t he s u bj e ct will c o m p l et e t he st u d y 
q u esti o n n air e p er s e ct i on 7. 2. 2 .

1 1. I n t he l a b or at or y, a p pr o xi m at e l y 1 0 0 ml ( or e n o u g h t o c o v er t he pr ost h es es) of  hot d e-
i onis e d w at er ( 9 0 ° C, ( 1 9 4 ° F)) will b e a d d e d t o e a c h b e a k er.  Th e b e a k ers will b e 
s o ni c at e d f or 3 0 mi n ut es t o l o os e n a n y a d h eri n g p e a n ut p arti cl es. 

1 2. Aft er s o ni c at i on, a n y p e a n ut p arti cl es st ill r e m aini n g o n t h e pr ost h es es or t h e g a u z e will b e 
w as h e d o ut i nto t he b e a k er.  Th e g a u z e pi e c es will b e dis c ar d e d a n d t he d e nt ur es will b e 
cl e a n e d a n d r et ur n e d t o t h e s u bj e ct. 

1 3. T h e d e nt ur es s h o ul d b e cl e a n e d t h or o u g hl y b ef or e r et ur ni n g t o t h e s u bj e ct.

1 4. T h e s o l utio ns i n t he b e a k ers ( mi xt ur e of  wat er, a d h esi v e, s ali v a a n d p e a n ut p arti cl es) will 
b e h e at e d t o b oili n g wit h fr e q u e nt stirri n g t o diss o l v e a n y u n diss ol v e d a d h esi v e.

1 5. T h e h ot s ol ut i on i n e a c h b e a k er will b e str ai n e d t hr o u g h a st a n d ar d t esti n g si e v e, U S A # 6 0 
(c o d e d wit h s u bj e ct’s s cr e e ni n g n u m b er, tr e at m e nt c o d e a n d U or L f or u p p er a n d l ow er 
d e nt ur es).

1 6. T h e r e sid u e r e mai ni n g o n t he s cr e e n will  be w a s h e d r e p e at e dl y wi t h hot w at er t o r e m o v e 
a n y a d h esi v e or s ali v a.

1 7. T h e c oll e ct e d p e a n ut p arti cl es will b e air -dri e d o v er ni g ht o n t h e s cr e e n.

1 8. T h e dri e d p art i cl es will b e tr a nsf err e d fr o m t he s cr e e n t o pr e -w ei g h e d c o d e d (s u bj e ct 
s cr e e ni n g n u m b er, U p p er/ L o w er a n d d at e) al u mi ni u m w ei g hi n g p a ns usi n g a s p at ul a a n d 
t he n will b e dri e d i n a n o v e n at 4 0 ° C ( 1 0 5 ° F) f or 5 h o urs.

1 9. T h e p a ns will b e r e mo v e d fr om t he o v e n, c o ol e d t o r o o m te m p er at ur e a n d t he n w ei g h e d 
(in gr a ms, t o 4 de ci m al pl a c es) t o d et er mi n e t he m ass of  t he p art i cl es c o ll e ct e d fr om e a c h 
d e nt ur e.

Pri or t o c o m m e n ci n g t hi s t esti n g t he s u bj e ct s will h a v e t he e nti r e f oo d o c cl u si o n a n d d e nt ur e 
di slo d g e m e nt ass ess m e nt pr o c e d ur e e x pl ai n e d t o t he m  at e a c h visit b y t he e x a mi n er or a 
d esi g n e e .  A st a n d ar d s cri pt will b e us e d t o e ns ur e c o nsist e n c y i n pr o c e d ur es.
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7. 2. 2 S u bj e ct Q u e sti o n n air e

Aft er t he f oo d o c cl u si o n  testi n g a n d f oll o wi n g r e mo v al of  th e d e nt ur es o n T e st D a y s, t he 
s u bj e ct will c o m p l et e a q u est i on n air e (S e cti o n 1 3. 2 ) o n t hei r e x p eri e n c e d uri n g t h e c h e wi n g 
pr o c e d ur e.  Th e s u bj e ct r es p o ns es s h o uld b e tr a ns cri b e d b y t he st u d y st aff t o t he C R F.  T h e 
st u d y st aff s ho ul d b e mi n df ul t h at w hil st t h e q u e sti o n n air e d o e s n ot s oli ci t s af et y inf or m at i on,  
a n y i nf or mat i on o n s af et y o ut c o m es r e c or d e d b y s u bj e cts o n t he q u est i on n air e s h o uld b e 
e v al u at e d b y t h e i n v esti g at or t o e ns ur e all A Es ar e r e c or d e d.

7. 2. 3 D e nt ur e P h ot o gr a p h s at Tr e at m e nt Vi sit s

F or a s u bs et of  su bj e cts, e xtr a or al  di gital  ph ot o gr a p hs will b e t a k e n of  th e u n d ersi d e of  ea c h 
d e nt ur e i m m e di at el y af t er t hei r r e mo v al  t o do c u m e nt t he a p p e ar a n c e of  mi gr at e d p arti cl es f or 
s p o ns or r e vi e w.  S u bj e cts will b e s el e ct e d at t h e dis cr eti o n of  t he I n v esti g at or, b ut all o w f or a 
v ari et y of  de nt ur e siz es a n d fit to b e r e pr es e nt e d.  It is e x p e ct e d t hat a p pr o xi m at el y 5 s ets of 
d e nt ur es b e p h ot o gr a p h e d p er tr e at me nt gr o u p, a n d w h er e p ossi bl e t hat c o nsist e n c y of  
s u bj e cts b et w e e n tr e at me nts is m ai nt ai n e d (i. e. a s u bj e ct will b e i d e ntifi e d at visit 2 as b ei n g 
s uit a bl e f or d e nt ur e i m a gi n g a n d will h a v e t heir d e nt ur es p h ot o gr a p h e d at visit 2, 3 a n d 4).  
S h o ul d s u bj e ct dr o p o uts or ot h er r e as o ns n e c essit at e, s u bj e cts c a n b e s u bstit ut e d.  Di gital  
p h ot o gr a p hs a n d t hei r fil e n a m es s h o uld n ot c o nt ai n a n y  pers o n all y i d e ntifi a bl e i nf or m ati o n.  
T h e di gi t al fil e s h o uld b e a p pr o pri at el y n a m e d t o i d e ntif y t he s u bj e ct s cr e e ni n g n u m b er a n d 
t he tr e at m e nt p eri o d.  T his pr o c e d ur e s h o ul d b e u n d er t a k e n b y t h e e x a mi n er or d e sig n e e.

7. 3 S af et y

T h e f oll owi n g s af et y ass ess m e nts will b e p erf or m e d at ti m e s d efi n e d i n t h e St u d y  Pr o c e d ur e s
s e ct i on of t his pr ot o c ol.  

7. 3. 1 Or al S oft Ti s s u e ( O S T) E x a mi n ati o n - E d e nt ul o u s

T h e O S T e x a mi n at i on s h o uld b e p erf or m e d b y a q u alifi e d d e nt ist an d i d e all y t he s a m e 
e x a mi n er s h o uld b e us e d T h e O S T E x a m -E d e nt ul o u s will i n cl u d e t he l a bi al m u c os a 
(in cl u di n g li ps), b u c c al m u c os a, t o n g u e, gi n gi v al m u c os a, s u bli n g u al ar e a, h ar d a n d s o ft 
p al at e s, m u c o gi n gi v al f ol ds, s u b m a n di b ul ar ar e a, s ali v ar y gl a n ds, t o nsil ar a n d p h ar y n g e al 
ar e as.  Obs er v at i ons will b e m a d e of  an y er y t he m a, d es q u a m at i on a n d ul c er at i ons, a n d ot h er 
r ele v a nt cli ni c al o b s er v ati o n s.  Th e r e s ult s of  t he e x a mi n at i on will b e r e c or d e d i n t he C R F a s 
ei t her n or m al or a b n or m al.  Th e l oc at i on a n d br i ef d es cri pt i on of  an y a b n or m ali ties will als o 
b e r e c or d e d.

7. 3. 2 Pr e g n a n c y T e sti n g

F or f em al e s u bj e cts of  chil d b e ari n g p ot e nti al , a uri n e pr e g n a n c y t e st, will b e p erf or m e d at 
Vi sit 2 a n d t h e n a g ai n at Vi sits 3 a n d 4 i n t h e e v e nt t h at mor e t h a n 3 0 d a y s h a v e el a p s e d si n c e 
t hei r pr e vi o u s Pr e g n a n c y t e st. R e s ults will b e o bt ai n e d pri or t o d osi n g d uri n g e a c h p eri o d.  

A n e g at i v e pr e g n a n c y  re s ul t is r e q uir e d b ef or e t he s u bj e ct m a y r e c ei v e t he i n v esti g ati on al 
pr o d u c t.  Pr e g n a n c y t ests will als o b e d o n e w h e n e v er o n e m e nstr u al c y cl e is miss e d d uri n g t h e 
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a cti v e st u d y p eri o d ( or w h e n p ot e nti al pr e g n a n c y is ot h er wi s e s u s p e ct e d). Pr e g n a n c y t e st s 
m a y als o b e r e p e at e d as p er r e q u est of I R Bs/ E Cs or if r e q uir e d b y l o c al r e g ul a tio n s.

I n t he c as e of a p o si tiv e c o nfi r me d pr e g n a n c y , t he s u bj e ct will b e wi t hdr a w n fr o m 
a d mi nistr ati o n of i n v est i g ati on al pr o d u ct a n d fr o m t h e st u d y .

If a uri n e s a m pl e is c oll e ct e d as p art of t h e pr e g n a n c y t esti n g it will b e dis p os e d of 
i m m e di at el y aft er t he c o n cl u si o n  of t h e t est

8 A D V E R S E E V E N T A N D O T H E R E V E N T S O F S P E CI A L 
I N T E R E S T R E P O R TI N G

8. 1 D efi niti o n s of A d v er s e E v e nt s a n d S eri o u s A d v er s e E v e nt s

8. 1. 1 A d v er s e E v e nt

A n A E is a n y  unt o w ar d m e d i c al o c c urr e n c e i n a cli ni c al st u d y parti ci p a nt, t e mp or all y 
a s s o ci at e d w ith t h e us e of a n i n v esti g ati o n al  or w a s h o ut pr o d u ct or me di c al  d e vi c e, w h et h er or 
n ot c o nsi d er e d r el at e d t o t h e i n v est i g ati on al or w as h o ut pr o d u ct or m e di c al d e vi c e.

N O T E: A n A E c a n t h er ef or e b e a n y u nf a v o ur a bl e a n d u ni nt e n d e d si g n (i n cl u di n g a n a b n or m al 
l a b or at or y fi n di n g), s y m pt o m, or di s e a s e ( n e w or e x a c er b at e d) t e m p or all y a s s o ci at e d wi t h t he 
us e of a st u d y  tr e at me nt.

E v e nts M e eti n g t h e A E D efi niti o n:  

 A n y a b n or m al  saf et y ass ess m e nts ( e. g., O S T fi n di n gs, i n cl u di n g t hos e t hat w o rs e n 
fr om b as eli n e, c o nsi d er e d cli ni c all y si g nifi c a nt i n t he m e d i c al a n d s ci e nt ifi c j u d g m e nt 
of  t h e i n v esti g at or (i e, n ot r el at e d t o pr o gr essi o n of u n d erl yi n g dis e as e)).

 E x a c er b at i on of  a chr o ni c or i nter mitt e nt pr e -e xisti n g c o n di tio n  in cl u di n g ei t her a n 
i n cr e as e i n fr e q u e n c y a n d/ or i nt e nsit y of  t h e c o n ditio n .

 N e w c o n di tio n s d et e ct e d or di a g n os e d af t er st u d y tr e at me nt a d mi nistr ati o n e v e n 
t ho u g h it m a y  ha v e b e e n pr es e nt b ef or e t h e st art of t h e st u d y .

 Si g ns, s y m pt o ms, or t h e cli ni c al s e q u el a e of a s us p e ct e d dr u g -dr u g i nt er a cti o n .

 Si g ns, s y m pt o ms, or t he cli ni c al s e q u el a e of  a sus p e ct e d o v er d os e of  eith er st u d y 
tr e at me nt or a c o n c o mit a nt m e d i c ati on. O v er d os e p er s e will n ot b e r e p ort e d as a n 
A E/ S A E u nl ess it is a n i nte nti o n al o v er d o s e t a k e n wi t h p o s si bl e s ui ci d al/ s elf-h ar mi n g 
i nte nt . S u c h o v er d os es s h o ul d b e r e p ort e d r e g ar dl ess of s e q u el a e.

 " L a c k of effi c a c y " or "f ail ur e of  ex p e ct e d p h ar m a c ol o gi c al a ct i on " p er s e will n ot b e 
r e p ort e d as a n A E or S A E. S u c h i nst a n c es will b e c a pt ur e d i n t he effi c a c y 
ass ess m e nts. H o w e v er, t he si g ns, s y m pt o m s, a n d/ or cli ni c al s e q u el a e r e s ultin g fr om 
l a c k of effi c a c y will b e r e p ort e d a s A E or S A E if t h e y f ulfil t h e d efi ni tio n of  a n AE or 
S A E. 

E v e nts N O T m e eti n g t h e A E d efi niti o n: 
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 A n y cli ni c all y si g nifi c a nt a b n or m al l a b or at or y fi n di n gs (if a p pli c a bl e) o r ot h er 
a b n or m al  saf et y ass ess m e nts w hi c h ar e a s s o ci at e d wi t h th e u n d erl yi n g dis e as e, u nl ess 
j u d g e d b y t h e i n v esti g at or t o b e m or e s e v er e t h a n e x p e ct e d f or t h e s u bj e ct’s c o n diti on. 

 T h e di s e a s e/ di s or d er b ei n g st u di e d or e x p e ct e d pr o gr e s si o n, si g n s, or s y m p t o ms of t he 
di s e as e/ dis or d er b ei n g st u die d, u nl ess m o r e s e v er e t ha n e x p e ct e d f or t he s u bj e ct’s 
c o n di tio n. 

 M e di c al or s ur gic al pr o c e d ur e ( e. g., e n d os c o p y , a p p e n d e ct o m y ) is n ot t he A E. T h e 
c o n di tio n t h at l e a ds t o t h e pr o c e d ur e is a n A E ( e. g., a p p e n di cit is).

 Si t u atio ns w h er e a n u nt o w ar d m e d i c al o c c urr e n c e di d n ot o c c ur ( s o cial a n d/ or 
c o n v e ni e n c e a d missi o n t o a h os pit al).

 A nt i ci p at e d d a y -t o-d a y  fl u ct u atio n s of  pr e-e xist i n g di s e as e(s) or c o n dit i on(s) pr es e nt 
or d et e ct e d at t h e st art of t h e st u d y  t h at d o n ot w ors e n. 

8. 1. 2 S eri o u s A d v er s e E v e nt

If a n e v e nt is n ot a n A E p er d efi ni tio n  ab o v e, t he n it ca n n ot b e a n S A E e v e n if s erio u s 
c o n di tio n s ar e m et ( e. g., h os pit alis at i on f or si g ns/s y m pt o ms of  t he dis e as e u n d er st u d y, d e at h 
d u e t o pr o gr essi o n of dis e as e).

A s eri o us a d v er s e e v e nt i s a n y u nt o w ar d m e di c al o c c urr e n c e at a n y d o s e t h at:

 R es ults i n d e at h

 Is lif e-t h r e at e ni n g

 T h e t er m 'lif e-t hr e at e ni n g' i n t he d efi ni tio n of  's eri o us' r efers t o a n ev e nt i n w hi c h 
t he p arti ci p a nt w as at ris k of  de at h at t h e ti m e of  t he e v e nt. It d o es n ot r ef er t o a n 
e v e nt, w hi c h h y p ot h eti c all y mi g ht h a v e c a us e d d e at h, if it w er e m or e s e v er e;

 R e q ui r es i n p ati e nt h os pit alis ati o n o r p r ol o n g ati o n of e xisti n g h os pit alis ati o n

 I n g e n er al , h o s pi t alis ati on si g nifi es t hat t h e p arti ci p a nt h as b e e n d et ai n e d ( us u all y 
i n v ol vi n g at l e ast a n o v er ni g ht st a y) at t he h o s pi t al or e m er g e n c y w ar d f or 
o bs er v at i on a n d/ or tr e at me nt t hat w o ul d n ot h a v e b e e n a p pr o pri at e i n t he 
p h ysi ci a n’s of fi c e or o ut p ati e nt s etti n g. C o m pli c at i ons t hat o c c ur d uri n g 
h o s pi t alis ati on ar e A E. If a c o m pli c ati o n pr o l on gs h o s pi t alis ati on or f ulfils a n y 
ot h er s erio u s cri t eria, t he e v e nt is s erio u s. W h e n i n d o u bt as t o w h et h er 
“ h os pit alis at i on ” o c c urr e d or w as n e c ess ar y , t h e A E s h o uld b e c o nsi d er e d s eri o us.

 H os pit alis at i on f or ele ct i v e tr e at m e nt of a pr e -e xisti n g c o n dit i on t h at di d n ot 
w ors e n fr o m b as eli n e is n ot c o nsi d er e d a n A E.

 R es ults i n p e rsist e nt o r si g nifi c a nt dis a bilit y/i n c a p a cit y

 T h e t er m dis a bilit y me a ns a s u bst a nt i al disr u pt i on of  a pers o n’s a bili t y t o c o nd u ct 
n or m al  lif e fu n ct i ons.

 T his d ef i niti on is n ot i nte n d e d t o i n cl u d e e x p eri e n c es of  rel ati v el y mi n or m e d i c al 
sig nifi c a n c e s u c h as u n c o m p li c at e d h e a d a c h e, n a us e a, v o mit i n g, di arr h o e a, 
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i nfl u e n z a, a n d a c ci d e nt al tr a u m a ( e. g., s pr ai n e d a n kl e) w hi c h m a y i nt erf er e wit h or 
pr e v e nt e v er y d a y  lif e fu n ct i ons b ut d o n ot c o nstit ut e a s u bst a nt i al disr u pti o n

 R es ults i n c o n g e nit al a n o m al y/ bi rt h d ef e ct

 Ot h e r sit u ati o ns

 M e di c al or s cie nt ifi c j u d g m e nt s h o uld b e e x er cis e d i n d e ci di n g w h et h er S A E 
r e p orti n g is a p pr o pri at e i n ot h er sit u atio ns s u c h a s i m p ort a nt m e di c al e v e nts t hat 
m a y n ot b e i m m e di at el y lif e-t hr e at e ni n g or r e s ult i n d e at h or h o s pi t alis ati on b ut 
m a y j e o p ar diz e t h e p arti ci p a nt or m a y r e q uir e m e di c al or s ur gic al i nter v e nt i on t o 
pr e v e nt o n e of  th e ot h er o ut c o m e s list e d i n t he a b o v e d efi ni tio n . T h es e e v e nt s 
s h o uld us u all y b e c o nsi d er e d s eri o us.

 E x a m pl es of  su c h e v e nts i n cl u d e i n v asi v e or m a li g n a nt c a n c ers, i nte nsi v e 
tr e at me nt i n a n e m er g e n c y r o o m or at h o m e f or all er gi c br o n c h os p as m, bl o o d 
d y s cr asi as or c o n v ulsi o ns t hat d o n ot r es ult i n h o s pi t alis ati on, or d e v el o p m e nt of 
dr u g d e p e n d e n c y  or dr u g a b us e.

8. 2 R e p orti n g P eri o d

8. 2. 1 A d v er s e E v e nt

A Es will b e c o ll e ct e d fr o m t he fir st u s e of i n v esti g ati o n al tr e at m e nt at  Visit 2 a n d u nt il 5 d a y s 
f oll owi n g l ast a d mi nistr ati o n of tr e at me nt . 

M e di c al o c c urr e n c es t hat b e gi n b ef or e t he st art of  st u d y tr e at me nt b ut aft er o bt ai ni n g 
i nf or me d c o ns e nt will b e r e c or d e d o n t h e M e di c al Hist or y / C urr e nt M e dic al C o n dit i ons s e ct i on 
of  t h e c as e r e p ort f or m ( C R F) n ot t h e A E s e cti on.

8. 2. 2 S eri o u s A d v er s e E v e nt

S A Es ass ess e d a s r el at e d t o st u d y p a rtici p at i o n ( e. g., i n v esti g ati on al pr o d u ct, pr ot o c ol 
m a n d at e d pr o c e d ur es, i n v asi v e t e st s, or c h a n g e i n e xist i n g t her a p y) or r el at e d t o a G S K 
c o n c o mit a nt m e d i c ati on will b e r e c or d e d fr om t he ti m e a s u bj e ct pr o vi d es i nf or m e d c o ns e nt, 
w hi c h is o bt ai n e d pri or t o t h e s u bj e ct’ s p artici p at i o n i n t he st u d y , i. e., prior t o u n d er g oi n g a n y 
st u d y-r el at e d pr o c e d ur e a n d/ or r e c ei vi n g i n v esti gati o n al pr o d u ct a n d u ntil 5 d a ys f oll owi n g 
l ast a d mi nistr ati o n of t h e i n v esti g ati on al pr o d u ct.

S A Es ass ess e d as n ot r el at e d t o st u d y p arti ci p ati o n  (e. g., i n v esti g ati on al pr o d u ct, pr ot o c ol 
m a n d at e d pr o c e d ur es, i n v asi v e t e st s, or c h a n g e i n e xist i n g t her a p y ) or n ot r el at e d t o a G S K 
c o n c o mit a nt m e d i c atio n will b e r e c or d e d fr om t he ti m e t he s u bj e cts pr o vi d es i nf or m e d 
c o ns e nt a n d u nt il 5 d a ys fol l owi n g l ast a d mi nistr ati o n of t h e i n v est i g ati o n al pr o d u ct. 

8. 3 R e p orti n g Pr o c e d ur e s

T h e i n v esti g at or a n d a n y d esi g n e es ar e r es p o nsi bl e f or d et e cti n g, d o c u m e nti n g a n d r e p orti n g 
e v e nts t hat m e et t he d efi nit i on of  an A E or S A E a n d r e m ai n r es p o nsi bl e f or f oll owi n g u p o n 
A E s t h at ar e s eri o u s, c o n si d er e d r el at e d t o t h e st u d y  tr e at me nt or t h e st u d y , or t h at c a u s e d t h e 
p arti ci p a nt t o di s c o nt i n u e t h e st u d y tr e at me nt. 
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T h e i n v esti g at or is t o r e p ort all di r e ctl y o b s er v e d A Es a n d all A Es s p o nt a n e o usl y r e p ort e d b y 
t he st u d y s u bj e ct. I n a d diti on, e a c h st u d y  s u bj e ct will b e q u est i on e d a b o ut A Es. 

E a c h A E is t o b e ass ess e d t o d et er mi n e if it me ets t he cri t eri a f or S A Es.  If a n S A E o c c urs, 
e x p e dit e d r e p orti n g will f o ll ow l o c al a n d i nt er n at i on al r e g ul at i ons, as a p pr o pri at e.

W h e n a n A E/ S A E o c c ur s, it is t he r es p o nsi bility of  th e i n v esti g at or t o r e vi e w all 
d o c u m e nt ati o n ( e. g., h o s pi t al pr o gr e s s n ot e s, la b or at or y , a n d di a g n osti cs r e p orts) r el at e d t o t h e 
e v e nt.

T h e i n v e sti g at or or si t e st aff will t h e n r e c or d all r el e v a nt i nf or m atio n r e g ar di n g a n A E/ S A E i n 
t he C R F.

It is n ot a c c e pt a bl e f or t he i n v esti g at or t o s e n d p h ot o c o pi es of  th e p arti ci p a nt’s m e di c al 
r e c or ds t o G S K i n li e u of c o m p l eti o n of t he G S K / A E/ S A E C R F p a g e.

T h er e m a y b e i nst a n c es w h e n c o pi e s of  me di c al r e c or ds f or c ert ai n c as es ar e r e q u est e d b y 
G S K.  I n t his i nst a n c e, all s u bj e ct i d e nt ifi ers, wit h t h e e x c e pti on o f t he s u bj e ct n u m b er, will b e 
bli n d e d o n t h e c o pi es of t h e m e di c al r e c or ds pri or t o s u b missi o n t o G S K.

T h e i n v esti g at or will att e m pt t o est a blis h a di a g n osis of t he e v e nt b as e d o n sig n s, s y m pt o ms, 
a n d/ or ot h er cli ni c al i nf or m ati o n.  In s u c h c a s e s, t he di a g n osis will b e d o c u m e nt e d as t he 
A E/ S A E a n d n ot t he i n di vi d u al si g n s/ s y m pt o ms. Cli ni c al A E s will b e d es cri b e d b y di a g n osis 
a n d n ot b y s y m pt o ms w h e n p ossi bl e ( e. g., u p p er r e s pir at or y tr a ct i nf e cti on, s e as o n al all er g y, 
et c. i nst e a d of r u n n y n os e).

M e di c al c o n di tio n s r e p ort e d pri or t o t he ti m e p eri o d f or r e p orti n g A Es/ S A Es s h o uld b e 
r e c or d e d as p art of t h e s u bj e ct’s m e di c al hist or y.

A Es eli ci t e d b y t he i n v esti g at or in a st a n d ar d m a n n er at t he st u d y visits s h o uld als o b e 
r e c or d e d i n t he A E s e ct i on of  th e C R F. C ar e will b e t a k e n n ot t o i ntr o d u c e bi as w h e n 
d et e cti n g A E a n d/ or S A E. O p e n -e n d e d a n d n o n- l e a di n g v er b al q u est i oni n g of  th e p arti ci p a nt 
is t h e pr ef err e d m et h o d t o i n q uir e a b o ut A E o c c urr e n c e.

8. 3. 1 A d v er s e E v e nt

All A Es will b e r e p ort e d o n t he A E p a g e(s) of  th e C R F b y t he i n v esti g at or or sit e st aff.  It 
s h o uld b e n ot e d t hat t he f or m for c o ll e cti on of S A E i nf or m ati on is n ot t he s a m e a s t he A E  
C R F.  Wh er e t he s a m e d at a ar e c oll e ct e d, t he f or ms m u st b e c o m p l et e d i n a c o nsist e nt 
m a n n er.  For e x a m pl e, t he s a m e A E t er m sh o ul d b e us e d o n b ot h f or ms.  AE s h o uld b e 
r e p ort e d usi n g c o n cis e m e di c al t er mi n ol og y o n t h e C R F a s w ell as o n t h e f or m for c oll e cti o n 
of  S A E i nf or mat i on.

8. 3. 2 S eri o u s A d v er s e E v e nt

A p a p er c o p y  of t he S A E f or m pr o vi d e d i n t h e i n v esti g at or st u d y m ast er fil e s h o uld b e 
c o m pl et e d as f ull y as p ossi bl e. 

It is ess e nt i al t o e nt er t h e f oll o wi n g i nf or m ati on: 
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 Pr ot o c ol  a n d s u bj e ct id e nt ifi ers

 S u bj e ct’s d e m o gr a p h y

 D es cri pt i on o f e v e nt s, wi t h dia g n osis if a v ail a bl e

 I n v esti g at or o pi ni on of r el ati o ns hi p t o st u d y  pr o d u ct 

 Cri t erio n f or s eri o us n ess.

T h e f oll owi n g ar e d esir a bl e a n d ar e of  parti c ul ar r el e v a n c e f or i n v esti g at or a n d G S K C H 
ass ess m e nt of t h e S A E r e p ort:

 D at e of o ns et of A E 

 D at e A E st o p p e d, if r el e v a nt

 St u d y  pr o d u ct st art d at e

 St u d y  pr o d u ct e n d d at e if r el e v a nt

 A ct i on t a k e n o n st u d y  pr o d u ct

 O ut c o m e if k n o w n

T h e S A E f or m, c o m p l et e d as f ull y as p ossi bl e, m ust b e e- m a il e d t o t he G S K C H Cli ni c al 
O p er ati o ns S a f ety R e p orti n g e m ail b o x wi t h th e st u d y nu m b er a n d s u bj e ct n u m b er i n t he 
s u bj e ct li n e of  th e e m ail i m m e di at el y a n d u n d e r n o ci r c u mst a n c e s h o ul d t his e x c e e d 2 4 
h o u rs af t er st u d y site p ers o n n el l e ar n of  th e e v e nt. T h e i n v esti g at or will s u b mit a n y u p d at e d 
S A E d at a t o t he s p o ns or, i m m e di at el y a n d u n d e r n o ci r c u mst a n c e s h o ul d t his e x c e e d 2 4 
h o urs of  it b ei n g a v ail a bl e. T h e G S K C H St u d y M a n a g er s h o uld als o b e n otifi e d of  th e 
sit u atio n b y  t ele p h o n e or e m ail.

E m ail S e ri o us A d v e rs e E v e nts t o:

T h e G S K C H St u d y  M a n a g er or d e sig n e e will  be r es p o nsi bl e f or f or w ar di n g t h e S A E f or m t o 
t he C as e M a n a g e m e nt Gr o u p, Gl o b al Cli ni c al S af et y a n d P h ar m a c o vi gil a n c e m ail b o x 

T h e i niti al r e p ort will b e f oll ow e d u p wi t h mor e i nf or mat i on a s r el e v a nt, or as r e q u est e d b y 
t he G S K C H st u d y  ma n a g er.

8. 3. 3 S p o n s or’ s R e p orti n g R e q uir e m e nt s t o R e g ul at or y A ut h oriti e s a n d 
Et hi c s C o m mitt e e s

G S K h as a l e g al r e s p o n si bility t o n otif y, a s a p pr o pri at e, t he l oc al r e g ul at or y aut h ori t y an d 
ot h er r e g ul at or y a ut h ori tie s a b o ut t h e s af et y  of a pr o d u ct u n d er cli ni c al i n v esti g ati on.  Pr o m pt 
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n otifi c ati o n of  SA Es b y t he i n v esti g at or t o G S K is ess e nt i al s o t hat l e g al o bli g at i ons a n d 
et hi c al r es p o nsi bilit i es t o w ar ds t h e s af ety of  s u bj e cts ar e m et.

G S K will c o m pl y wi t h c o u ntr y sp e cifi c r e g ul at or y r e q ui r e m e nt s r elat i n g t o s afet y r e p orti n g t o 
t he r e g ul at or y  a ut h orit y, I R B/ E C a n d i n v esti g at ors.

I n v esti g at or s af et y r e p ort s m u st b e pr e p ar e d f or s us p e ct e d u n e x p e ct e d s erio u s a d v ers e 
r e a ctio n s ( S U S A R) a c c or di n g t o l oc al  re g ul at or y  re q ui r e m e nts a n d s p o n s or p oli c y a n d 
f or w ar d e d t o i n v esti g at ors as n e c ess ar y.

A n i n v esti g at or w h o r e c ei v es a n i n v esti g at or s af et y r e p ort d es cri bi n g a S A E or ot h er s p e cifi c 
s af et y i nf or m ati o n e. g., s u m m ar y or listi n g of S A E) f r o m t h e s p o ns or will r e vi e w a n d t h e n fil e 
it alo n g wi t h t h e I n v esti g at or’s Br o c h ur e a n d will n otif y t h e I R B/I E C, if a p pr o pri at e a c c or di n g 
t o lo c al  r e q uir e m e nt s.

8. 4 E v al u ati n g A d v er s e E v e nt s a n d S eri o u s A d v e r s e E v e nt s

8. 4. 1 S e v erit y A s s e s s m e nt

T h e i n v esti g at or or d esi g n e e will m a k e a n ass ess m e nt of  se v eri t y for e a c h A E a n d S A E 
r e p ort e d d uri n g t h e st u d y a n d will a s sig n i t t o o n e of t h e f oll o wi n g c at e g ori es:

 Mil d:  A n e v e nt t h at i s e a sil y t ol er at e d b y t h e s u bj e ct, c a usi n g mi ni m al dis c o mf ort a n d 
n ot i nt erf eri n g wit h e v er y d a y a ct i viti es.

 M o d er at e:  An e v e nt t hat is s uffi ci e nt l y dis c o mf orti n g t o i nterf er e wi t h nor m al 
e v er y d a y a ct i viti es

 S e v er e:  A n e v e nt t h at pr e v e nts n or m al e v er y d a y a cti vit i es. 

N ot e: A n A E t hat is as s ess e d as s e v er e will  not b e c o nf us e d wi t h an S A E. S e v erit y is a 
c at e g or y  utilis e d f or r ati n g t he i nte nsi t y of a n e ve nt; a n d b ot h A Es a n d S A Es c a n b e ass ess e d 
as s e v er e. F or e x a m pl e, a h e a d a c h e m a y b e s e v er e (i nt erf er es si g nifi c a ntl y wi t h th e s u bj e ct's 
us u al  fu n ct i on) b ut w o ul d n ot b e cl assifi e d as s erio u s u nl ess it met o n e of  th e crit eri a f or 
S A Es, list e d a b o v e. 

8. 4. 2 C a u s alit y A s s e s s m e nt

T h e c a us alit y ass ess m e nt is o n e of  th e crit eri a us e d w h e n d et er mi ni n g r e g ulat or y  re p orti n g 
r e q uir e m e nt s. F or e a c h A E/ S A E, t he i n v esti g at or m ust d o c u m e nt i n t he m e di c al n ot es t hat 
h e/s h e h as r e vi e w e d t he A E/ S A E a n d h as pr o vi d e d a n ass ess m e nt of  ca u s ali t y. T h e 
i n v e sti g at or’ s a s s e s s m e nt of c a u s alit y mu st b e pr o vi d e d f or all A E s ( s eri o u s a n d n o n- s erio u s); 
t he i n v est i g at or m ust r e c or d t h e c a us al r el ati on s hi p i n t h e C R F, as a p pr o pri at e, a n d r e p ort s u c h 
a n ass ess m e nt i n a c c or d a n c e wit h t h e S A E r e p orti n g r e q uir e m e nts if a p pli c a bl e.

A "r e as o n a bl e p ossi bilit y " of  a rel ati o ns hi p c o n v e ys t hat t her e ar e f a cts, e vi d e n c e, a n d/ or 
ar g u m e nts t o s u g g est a c a us al r elat i on s hi p, r at h er t ha n a r el ati ons hi p c a n n ot b e r ul e d o ut. 
G e n er all y, t he f a cts ( e vi d e n c e) or ar g u m e nts t o s u g g est a c a us al r el atio ns hi p s h o uld b e 
pr o vi d e d.
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T h e i n v esti g at or will u s e cli ni c al j u d g m e nt t o d et er mi n e t h e r el atio n s hi p a n d will al s o c o n s ul t 
t he I n v esti g at or Br o c h ur e (I B), S af et y St at e m e nt a n d/ or Pr o d u ct I nf or m ati on, f or m ar k et e d 
pr o d u cts, i n t he d et er mi n at i on of  his/ h er ass ess m e nt.  Alter n ati v e c a us es, s u c h a s u n d erl yi n g 
di s e as e(s), c o n c o mit a nt t her a p y , ot h er ris k f a ct ors, a n d t he t e mp or al  rel at i ons hi p of  th e e v e nt 
t o t h e st u d y pr o d u ct will be c o n si d er e d a n d i n v est i g at e d.

T h er e m a y b e sit u atio n s w h e n a n S A E h as o c c urr e d a n d t he i n v esti g at or h as mi ni m a l 
i nf or mat i on t o i n cl u d e i n t he i niti al r e p ort t o G S K.  H o w e v e r, it is v e r y i m p o rt a nt t h at t h e 
i nv esti g at o r al w a ys m a k e a n ass ess m e nt of c a us alit y f o r e v e r y e v e nt p r i o r t o t h e i niti al 
t r a ns missi o n of t h e S A E d at a t o G S K. T h e i n v esti g at or m a y c h a n g e his/ h er o pi ni o n of  
c a us alit y i n li g ht of f oll o w-u p i nf or m at i on a n d s e n d a n S A E f oll o w -u p r e p ort wi t h t h e u p d at e d 
c a us alit y ass ess m e nt. 

8. 5 Wit h dr a w al D u e t o a n A d v er s e E v e nt a n d S eri o u s A d v er s e 
E v e nt s

Wit h dr a w al d u e t o A Es s h o uld b e dist i n g uis h e d fr om wi t hdr a w al  du e t o ot h er c a us es, 
a c c or di n g t o t he d efi nit i on of  AE n ot e d e arli er, a n d r e c or d e d o n t he a p pr o pri at e A E C R F
p a g e. 

W h e n a s u bj e ct wi t hdr a ws b e c a us e of  a n S AE, t he S A E m ust b e r e p ort e d i n a c c or d a n c e wi t h 
t he r e p orti n g r e q uir e m e nts d efi n e d b el o w.

8. 6 Pr e g n a n c y

8. 6. 1 Ti m e P eri o d f or C oll e cti n g Pr e g n a n c y I nf or m ati o n

Pr e g n a n c y i nf or mat i on will b e c o ll e ct e d o n all pr e g n a n ci es r e p ort e d f oll owi n g a d mi ni str ati o n 
of  an y i n v esti g ati on al pr o d u ct or w a s h o ut pr o d u ct a n d u nt il 5 d a y s f oll owi n g l ast 
a d mi nistr ati o n of t h e i n v esti g at i on al pr o d u ct. 

8. 6. 2 A cti o n t o b e T a k e n if Pr e g n a n c y O c c ur s

T h e i n v est i g at or will c oll e ct pr e g n a n c y i nf orm ati o n o n a n y s u bj e ct w h o b e c o m es pr e g n a nt 
w hil e p arti ci p at i n g i n t h e st u d y aft er a d mi nistr atio n of  t h e i n v esti g ati o n al pr o d u ct or w as h o ut 
pr o d u ct. T h e i n v est i g at or will r e c or d pr e g n a n c y i nf or m ati o n o n t h e a p pr o pri at e f or m a n d e-
m ail it t o t h e G S K C H Cli ni c al O p er at i ons S af et y R e p orti n g e m ail b o x 

wi t hi n 2 4 h o ur s of le ar ni n g of t h e s u bj e ct b e c o mi n g pr e g n a nt. T h e G S K 
C H St u d y  M a n a g er or d esi g n e e will b e r es p o nsi bl e f or f or w ar di n g t he S A E f or m  t o t h e C as e 
M a n a g e m e nt Gr o u p, Gl o b al Cli ni c al S af et y a n d P h ar m a c o vi gil a n c e m ail b o x 

T h e s u bj e ct will b e f oll ow e d t o d et er mi n e t he o ut c o m e of  th e pr e g n a n c y. I nfor m at i on o n t he 
st at us of  t he m o t her a n d i nf a nt / n e o n at e (in cl u di n g c o n c o mit a nt m e d i c atio n s t a k e n b y t he 
m o t her d uri n g t he pr e g n a n c y) will b e f or w ar d e d b y t he i n v esti g at or t o t he G S K C H Cli ni c al 
O p er ati o ns S af et y R e p orti n g e m ail  bo x a n d t he G S K C H St u d y  Ma n a g er or d esi g n e e will 
f or w ar d t his i nf or mat i on t o t he C as e M a n a g e m e nt Gr o u p, Gl o b al Cli ni c al S af et y a n d 
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P h ar m a c o vi gil a n c e gr o u p m a il b ox at G S K . G e n er all y, foll o w -u p will 
b e n o l on g er t ha n 6 t o 8 w e e k s f oll owi n g t he e sti m at e d d eli v er y d at e. A n y t er mi n ati on of  t he 
pr e g n a n c y will b e r e p ort e d.

W hil e pr e g n a n c y its elf is n ot c o nsi d er e d t o b e a n A E, a b n or m al pr e g n a n c y  out c o m es ( e g, 
s p o nt a n e o us a b orti o n, f oet al  de at h, still birt h, c o n g e nit al a n o m a li es, e ct o pi c pr e g n a n c y) ar e 
c o nsi d er e d t o b e a n d s h o ul d b e r e c or d e d as a n S A E.

A n y f e m al e p art i ci p a nt w h o b e c o m es pr e g n a nt w hil e p arti ci p ati n g will b e with dr a w n fr o m t he 
st u d y.

8. 7 F oll o w -u p of 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

Aft er t he i niti al r e p ort, t h e i n v esti g at or is r e q uir e d t o pro a cti v el y f oll o w u p wi t h e a c h s u bj e ct 
a n d pr o vi d e f urt h er i nf or m ati o n o n t h e s u bj e ct’s c o n dit i on.

All A E s/ S A Es will b e f o ll ow e d u nt il r es ol uti on, u ntil t h e c o n dit i on st a bilis es, u ntil t h e e v e nt is 
ot h er wi s e e x pl ai n e d, or u ntil t h e s u bj e ct is l ost t o f oll o w- u p.  

T h e i n v esti g at or is o bli g at e d t o p erf or m or arr a n g e f or t he c o n d u ct of  su p pl e m e nt al 
m e as ur e m e nts a n d/ or e v al u ati o ns as m a y b e i n di c at e d or as r e q u est e d b y G S K t o elu ci d at e as 
f ull y a s p ossi bl e t he n at ur e a n d/ or c a us alit y of  th e A E or S A E. T his m a y in cl u d e a d di tio n al 
l a b or at or y t e st s or i n v esti g ati ons, hi st o p at h ol o gi c al  ex a mi n at i ons, or c o ns ult ati o n wi t h ot h er 
h e alt h c ar e pr of essi o n als.

N e w or u p d at e d i nf or m at i on will b e r e c or d e d i n t h e ori gi n all y c o m p l et e d C R F.

T h e i n v esti g at or will s u b mit a n y  u p d at e d S A E d at a t o G S K wi t hi n 2 4 h o urs of  re c ei pt of  th e 
i nf or mat i on.

I n v esti g at ors ar e n ot o bli g e d t o a cti v el y s e e k A Es or S A Es i n f or mer s u bj e cts.  Ho w e v er, if 
t he i n v esti g at or l e arns of  an y S A E, i n cl u di n g t he d e at h, at a n y tim e af t er a s u bj e ct h as b e e n
di s c h ar g e d fr om t he st u d y, a n d c o nsi d ers t he e v e nt r e as o n a bl y r el at e d t o t he i n v esti g ati on al 
pr o d u ct or st u d y p arti ci p ati o n, t he i n v esti g at or will pr o m pt l y n otif y G S K b y e m aili n g t he 
i nf or mat i on t o t he G S K C H Cli ni c al O p er ati o n s S af et y R e p orti n g e m ail b o x

. T h e G S K C H St u d y M a n a g er or d esi g n e e will b e r es p o nsi bl e f or 
f or w ar di n g t he i nf or mat i on t o t he C as e M a n a g e m e nt Gr o u p, Gl o b al Cli ni c al S af et y a n d 
P h ar m a c o vi gil a n c e gr o u p m a il b ox at G S K 

T h e i n v esti g at or will s u b mit a n y u p d at e d S A E d at a t o G S K wi t hi n t he d esi g n at e d r e p orti n g 
ti m e fr a m es.

8. 8 D efi niti o n of a n d Pr o c e d ur e f or R e p orti n g 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 s ar e b ei n g pr o vi d e d b y G S K C H f or u s e i n t hi s st u d y na m el y t h e T e st D e nt ur e 
A d h esi v e, t h e d e nt ur e br us h es a n d t h e d e nt ur e cl e a nsi n g p ast e.
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8. 8. 1 D efi niti o n of a n I n ci d e nt

A m e di c al d e vi c e i n ci d e nt is a n y m alf u n ct i on or d et eri or ati o n i n t he c h ar a ct eristi cs a n d/ or 
p erf or m a n c e of  a d e vi c e a s w ell as a n y i n a d e q u a c y i n t he l a b elli n g or t h e i nstr u ctio ns f or us e 
w hi c h, di r e ctl y or i n dir e ctl y, mi g ht l e a d t o or mi g ht h a v e l e d t o t he d e at h of  a 
p arti ci p a nt/ us er/ ot h er p ers o n or t o a s eri o us d et eri or ati o n i n his/ h er st at e of  h e alt h.

N ot all i n ci d e nt s l e a d t o d e at h or s eri o u s d et eri or ati o n i n h e alt h. T h e n o n-o c c urr e n c e of s u c h a 
r e s ult mi g ht h a v e b e e n d u e t o ot h er f ort u n at e cir c u mst a n c es or t o t he i nter v e nti o n of  he al t h 
c ar e p ers o n n el.

It is s uffi ci e nt t h at:
 A n i n ci d e nt ass o ci at e d wi t h a d e vi c e h a p p e n e d a n d

 T h e i n ci d e nt w as s u c h t h at, if it o c c urr e d a g ai n, mi g ht l e a d t o d e at h or a s eri o us 
d et eri or ati o n i n h e alt h.

A s eri o us d et eri or ati o n i n st at e of h e alt h c a n i n cl u d e a n y  of t h e fol l owi n g:
 Lif e -t hr e at e ni n g ill n ess

 P er m a n e nt i m p air m e nt of b o d y  fu n cti o n or p er m a n e nt d a m a g e t o b o d y  str u ct ur e

 C o n di tio n n e c essit at i n g m e d i c al or s ur gic al i nt er v e nt i on t o pr e v e nt o n e of t h e a b o v e 

 F o et al  distr ess, f o et al d e at h, or a n y c o n g e nit al a b n or malit y or bi rt h d ef e cts

E x a m pl es of i n ci d e nts:
 A p arti ci p a nt, us er, c ar e gi v er, or h e alt h c ar e pr of essi o n al is i nj ur e d as a r es ult of a 

m e di c al d e vi c e f ail ur e or its mis us e.

 A p arti ci p a nt’s st u d y  tr e at me nt i s i nt err u pt e d or c o m pr o mis e d b y a m e di c al d e vi c e 
f ail ur e.

 A mis di a g n osis d u e t o m e di c al d e vi c e f ail ur e l e a ds t o i n a p pr o pri at e tr e at m e nt.

 A p arti ci p a nt’s h e alt h d et eri or at es d u e t o m e di c al d e vi c e f ail ur e.

8. 8. 2 R e p orti n g of a n I n ci d e nt s a n d M alf u n cti o n s

 All i n ci d e nts m ust b e r e p o rt e d t o G S K wit hi n 2 4 h o u rs ( o r s o o n e r if p ossi bl e) of 
t h e i n v esti g at o r o r d esi g n e e b e c o mi n g a w a r e of t h e sit u ati o n.

 A n y m e di c al d e vi c e i n ci d e nt o c c urri n g d uri n g t h e st u d y will b e d o c u m e nt e d i n t h e 
s u bj e ct's m e di c al r e c or d s, i n a c c or d a n c e wi t h th e i n v esti g at or's n or m al cli ni c al 
pr a cti c e, a n d o n t he a p pr o pri at e I n ci d e nt R e p ort F or m .  In a d di tio n, f or i n ci d e nts 
f ulfilli n g t he d efi nit i on of a n A E  or a n S A E, t he a p pr o pri at e A E C R F p a g e or S A E 
f or m will b e c o mpl et e d a n d r e p ort e d as p er t h e A E a n d S A E r e p orti n g s e cti o ns.
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 T h e I n ci d e nt R e p ort F o r m will b e c o m p l et e d as t h or o u g hl y as p ossi bl e a n d si g n e d b y 
t he i n v esti g at or b ef or e tr a ns mitt al t o G S K C H.  It is v er y  im p ort a nt t hat t he 
i n v esti g at or d es cri b es a n y c orr e cti v e or r e me di al a cti o ns t a k e n t o pr e v e nt r e c urr e n c e of 
t he i n ci d e nt.

 T h e c o m p l et e d I n ci d e nt R e p ort F or m  sh o ul d b e e m ail e d t o t he G S K C H Cli ni c al 
O p er ati o ns S af et y R e p orti n g e m ail b o x wi t h th e st u d y nu m b er a n d s u bj e ct n u m b er i n 
t he s u bj e ct li n e of t he e m ail a s s o o n as p o s si bl e, b ut n ot l at e r t h a n 2 4 h o u rs af t er 
st u d y site p ers o n n el l e ar n of  th e e v e nt. If t her e is an S A E, t he c o m pl et e d S A E p a g es 
s h o uld b e s e nt t o g et h er wit h t hi s r e p ort for m .  H o w e v er, if a c o p y  of t he S A E r e p ort i s 
s e nt wit h t hi s f or m, t hi s d o e s n ot r e pla c e t h e pr o c e d ur e t o r e p ort a n S A E.  T h e ori gi n al 
I n ci d e nt R e p ort F or m will r e m ai n with t h e s u bj e ct’s r e c or ds.

 T h e G S K C H St u d y  M a n a g er s h o uld b e n otifi e d of t h e sit u ati o n b y  t ele p h o n e or e m ail.

E m ail t h e I n ci d e nt R e p o rt F o r ms t o:

 T h e G S K C H St u d y  Ma n a g er or d esi g n e e will b e r es p o nsi bl e f or f or w ar di n g t he 
I n ci d e nt R e p ort F or m t o t he C as e M a n a g e m e nt Gr o u p, Gl o b al Cli ni c al S af et y a n d 
P h ar m a c o vi gil a n c e gr o u p m a il b ox , r es p o nsi bl e f or t he st u d y 
a n d ot h er G S K C H p ers o n n el as a p pr o pri at e.

 T h e i niti al r e p ort will b e f oll o w e d u p wi t h mor e i nf or m ati on as r el e v a nt, or as 
r e q u est e d b y t h e G S K C H st u d y ma n a g er.

T h e i n v esti g at or will f oll o w t he f oll owi n g dir e cti o ns r e g ar di n g t he r e p orti n g of  a de vi c e 
f ail ur e ( m alf u n cti on):

 N otif y G S K C H i m m e di at el y ( b y  fol l owi n g t h e pr o c ess d es cri b e d a b o v e).
 S c h e d ul e t h e s u bj e ct t o r et ur n t o t h e sit e pr o m pt l y t o r et ur n t h e f ail e d d e vi c e.
 R e c or d a n y i n ci d e nts o n t he C R F a n d I nci d e nt R e p ort F or m  fol l owi n g i nstr u ctio n s 

gi v e n i n t h e s e ct i on a b o v e.
 R et ur n t h e f ail e d d e vi c e t o t h e s p o ns or as s o o n as p ossi bl e, i n cl u di n g d o c u m e nt ati o n of 

t he d et ails of t h e f ail ur e 

8. 8. 3 F oll o w -u p of M e di c al D e vi c e I n ci d e nt s

 All m e di c al d e vi c e i n ci d e nts i n v o l vi n g a n A E will b e f oll ow e d a n d r e p ort e d i n t h e 
s a m e ma n n er as ot h er A Es. T his a p pli es t o all p arti c i p a nts, i n cl u di n g t h os e w h o 
di s c o nti n u e st u d y tr e at me nt or t h e st u d y .

 T h e i n v est i g at or is r es p o nsi bl e f or e ns uri n g t h at f oll o w-u p i n cl u d es a n y s u p pl e m e nt al 
i n v esti g ati ons as i n di c at e d t o el u ci d at e t h e n at ur e a n d/ or c a us alit y of  t h e i n ci d e nt.

 N e w or u p d at e d i nf or m ati o n will  be r e c or d e d o n t he ori gi n all y c o m p l et e d f or m with 
all c h a n g es si g n e d a n d d at e d b y  t h e i n v esti g at or.
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8. 8. 4 R e g ul at or y a n d Et hi c s R e p orti n g R e q uir e m e nt s f or I n ci d e nt s

 I n or d er t o f ulfil r e g ul at or y re p orti n g o bli g ati o ns w orl d wi d e, t he i n v esti g at or is 
r es p o nsi bl e f or t he d et e cti o n a n d d o c u m e nt ati o n of  ev e nts m e et i n g t he d efi nit i ons of  
i n ci d e nt or m a lf u n cti o n t hat o c c ur d uri n g t he st u d y wi t h su c h d e vi c es. M e di c al d e vi c e 
i nci d e nts or m alf u n ct i ons of t he d e vi c e t hat r e s ult i n a n i n ci d e nt will b e d et e ct e d, 
d o c u m e nt e d, a n d r e p ort e d d uri n g all p eri o d s of  t h e st u d y in w hi c h t he m e di c al d e vi c e 
is us e d. 

 T h e i n v est i g at or will pr om pt l y r e p ort all i n ci d e nts o c c urri n g wit h a n y m e di c al d e vi c e 
pr o vi d e d f or us e i n t h e st u d y  in or d er f or t h e s p o ns or t o f ulfil t h e l e g al r es p o nsi bilit y t o 
n otif y a p pr o pri at e r e g ul at or y  a ut h oriti es a n d ot h er e ntiti es a b o ut c ert ai n s af ety 
i nf or mat i on r el at i n g t o m e di c al d e vi c es b ei n g us e d i n cli ni c al st u di es.

 T h e i n v esti g at or, or r es p o nsi bl e p ers o n a c c or di n g t o lo c al  re q ui r e m e nts ( e. g., t h e h e a d 
of  th e m e di c al i nstituti o n), will c o m pl y wi t h th e a p pli c a bl e l oc al r e g ul at or y 
r e q uir e m e nt s r elat i n g t o t h e r e p orti n g of i n ci d e nts t o t h e I R B/I E C.

9 D A T A M A N A G E M E N T

As us e d i n t hi s pr ot o c ol, t he t er m  C R F s h o uld b e u n d er st o o d t o r ef er t o ei t her a p a p er f or m or 
a n el e ctr o ni c d at a r e c or d or b ot h, d e p e n di n g o n t h e d at a c oll e cti o n m et h o d us e d i n t his st u d y . 

F or t hi s st u d y s u bj e ct d at a will b e e nt er e d i nt o a n el e ctr o ni c C R F, usi ng a v ali d at e d s y st e m.

9. 1 S o ur c e D o c u m e nt s/ D at a

T h e s o ur c e d o c u m e nts ( e. g., h o s pi t al re c or d s, cli ni c al a n d of fi c e c h art s, l ab or at or y n ot es, 
m e m or a n d a, s u bj e ct s’ di ari e s or e v al u ati o n c h e c kli st s, p h ar m a c y dis p e nsi n g r e c or ds, r e c or d e d 
d at a fr o m a ut o m at e d i nstr u m e nts, mi cr ofi c h es, p h ot o gr a p hi c n e g at i v es, mi cr ofil m or m a g n eti c 
m e di a, x- r a ys, s u bj e ct fil es a n d r e c or ds k e pt at  th e p h ar m a c y , at t he l ab or at or y  an d at t he 
m e di c o -t e c h ni c al d e p art me nts i n v ol v e d i n t h e cli ni c al st u d y) w hi c h c o nt ai n t h e s o ur c e of d ata 
r e c or d e d i n t he C R F s h o uld b e s p e cifi e d i n S e ct i o n 6 .  Th e C R F c a n b e us e d as a s o ur c e 
d o c u m e nt at t h e di s cr et i on of d at a m a n a g e m e nt.

E a c h s u bj e ct will b e assi g n e d a n d i d e ntifi e d b y a u ni q u e N u m b er. A n y r ef er e n c e m a d e t o a n 
i n di vi d u al s u bj e ct wit hi n t h e st u d y must b e d o n e usi n g t h e u ni q u e S cr e e ni n g N u m b er.

9. 2 C a s e R e p ort F or m

A C R F is a pri nt e d, o pti c al , or el e ctr o ni c d o c u m e nt d esi g n e d t o r e c or d all of  th e pr ot o c ol 
r e q uir e d i nf or mat i on t o b e r e p ort e d t o t h e s p o ns or o n e a c h tri al s u bj e ct.

F or e a c h s u bj e ct w h o h a s gi v e n i nf or m e d c o ns e nt/ ass e nt a n d h as b e e n s cr e e n e d, C R F m u st b e 
c o m pl et e d a n d si g n e d b y t h e Pri n ci p al I n v e sti g at or ( or a ut h ori s e d d e si g n e e) t o c ertif y t h at t h e 
d at a ar e c o m pl et e a n d c orr e ct.  
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M a n a g e m e nt of  cli ni c al dat a will b e p erf or m e d i n a c c or d a n c e wi t h T hir d P art y  BD M V e n d or 
a p pli c a bl e st a n d ar ds a n d d at a cl e a ni n g pr o c e d ur es wi t h ov ersi g ht b y G S K C H t o e ns ur e 
i nte gri t y of t h e d at a e. g., r e m o vi n g err ors a n d i n c o nsist e n ci es i n t h e d at a.

I n or d er t o pr ot e ct t he pri v a c y of  su bj e ct s, n o P ers o n all y I d ent ifi a bl e I nf or m atio n ( PII) 
(in cl u di n g t he s u bj e ct's n a m e or i niti als or f ull birt h d at e) is t o b e r e c or d e d i n t h e C R F or a s 
p art of t h e q u er y  t e xt.

All C R F p a g es s h o uld b e c o m p l et e d d uri n g a s u bj e ct ass ess m e nt w h e n t he C R F h as b e e n 
d e si g n at e d a s t h e s o ur c e.  D at a t h at i s s o ur c e d el s e w h er e s h o ul d b e e nt er e d i nt o t h e C R F i n a n 
a gr e e d u p o n ti m efr a m e b et w e e n t h e I n v est i g at or a n d S p o ns or.  

G S K C H will o bt ai n a n d r et ai n all C R Fs a n d a s s o ci at e d st u d y dat a at t he c o m pl et i on of  th e 
st u d y. 

9. 3 D at a H a n dli n g

D o c u m e nt at i on of  all d at a m a n a g e m e nt a cti vit i es s h o uld all o w st e p - b y-st e p r etr os p e cti v e 
ass ess m e nt of d at a q u alit y a n d st u d y  p erfor m a n c e. 
A n y c h a n g es or c o rr e cti o ns t o d at a will b e p erf or m e d i n t h e El e ctr o ni c D at a C a pt ur e ( E D C) 
S y st e m, a n d it will i n cl u d e r atio n al e f or c h a n g es. T h e E D C s yst e m h as a n a u di t tr ail, w hi c h 
will pr o vi d e a c o m pl et e r e c or d of t h e c h a n g es a n d c orr e cti o ns e n d ors e d b y  t h e I n v esti g at or.

A n y c orr e cti o n s t o t he e ntri es m a d e t o p a p er s o ur c e d o c u m e nts m ust b e d at e d, i niti all e d, a n d 
e x pl ai n e d (if n e c e s s ar y ) a n d s h o uld n ot o bs c ur e t h e ori gi n al e ntr y . 

A d v ers e e v e nts will b e c o d e d usi n g M e d D R A ( M e dic al Di ct i on ar y f or R e g ul at or y  Act i viti es) 
a n d c o n c o mit a nt m e d i c ati ons t er ms (if a p pli c a bl e) usi n g a n i nter n al v ali d at e d m e d i c ati on 
di ct i on ar y , G S K Dr u g.  

9. 3. 1 Q u eri e s

Pr o gr a m m e d e di t c h e c k s will b e g e n er at e d a ut o m ati c all y , a s t h e d at a i s b ei n g e nt er e d i nto t h e 
s y st e m. D at a M a n a g e m e nt will als o r u n r e p orts a n d listi n gs o n t h e C R F d at a, i n a d diti on t o t h e 
q u eri es al r e a d y pr o gr a m m e d a n d g e n er at e d b y t h e s y st e m, t o r ais e m a n u al q u eri es a s n e e d e d 
f or sit e cl arifi c at i on or c orr e cti o n. T h e Cli ni c al Di ct i on ar y D e v el o p m e nt a n d M a n a g e m e nt 
Gr o u p will r ais e q u eri es a s n e e d e d o n s af et y d at a t o c o d e t he t er ms ( Ad v ers e E v e nts a n d 
Dr u gs) a p pr o pri at el y . 

T h e st u d y mo ni t or at  th e st u d y sit e will r e vi e w t h e C R Fs i n a c c or d a n c e wi t h th e m o nit ori n g 
pl a n, a n d a n y q u eri es will b e g e n er at e d i n t he E D C S y st e m to t he I n v esti g at or or d esi g n e e, 
e n a bli n g t he err or s t o b e a d dr ess e d i n p ar all el wi t h Dat a M a n a g e m e nt r e vi e w. T h e st u d y 
m o nit or c a n als o r u n r e p ort s a n d listi n gs o n t he C R Fs, t o r ais e m a n u al q u eri es as n e e d e d f or 
sit e clarifi c ati o n or c orr e cti o n.

9. 4 Pr o c e s si n g P ati e nt R e p ort e d O ut c o m e s

P ati e nt r e p ort e d o ut c o m e ( P R O) d at a m a y b e c o ll e ct e d fr o m di ar y c ar ds, q u e sti o n n ai r e s, et c, 
a n d e nt er e d i nto t he s p o ns or’s cli ni c al d at a m a n a g e m e nt s y st e m (D M S).  In i nst a n c es w h er e 
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t he P R O d at a is e nt er e d i nto t h e D M S b y G S K C H, t he P R Os will b e a n o n y mis e d as a gr e e d 
a n d d o c u m e nt e d pri or t o st u d y i niti ati on. P R Os t hat ar e s o ur c e will b e r et ai n e d b y t he 
i n v esti g at or a n d c ertifi e d c o pi es will b e s e nt t o G S K C H. 

I n or d er t o pr ot e ct t he pri v a c y of  su bj e ct s, n o P ers o n all y I d e ntifi a bl e I nf or m atio n ( PII) 
(in cl u di n g t he s u bj e ct's n a m e or i niti als or bi rt h d at e) is t o be r e c or d e d o n all P R O’s t hat will 
b e f or w ar d e d t o G S K C H.

All P R O s o ur c e d at a s h o uld b e r e vi e w e d b y t he st u d y st aff/ st u d y mo ni t or ( as a p pr o pri at e) t o 
e ns ur e t h at a n y  p ot e ntial A Es r e p ort e d o n t h es e d o c u m e nts ar e r e pr es e nt e d i n t h e D M S.

9. 5 E xt er n al D at a 

E xt er n al D at a ar e s u bj e ct d at a o bt ai n e d e xt er n all y t o t h e C R F . T hes e d at a ar e g e n er at e d fr o m 
l a b or at or y i n str u m e nt s, c o mp ut er s or ot h er s o ur c e s a n d t h e n tr a n s cri b e d i nto a fil e a n d f or mat 
a gr e e d u p o n b y G S K C H t o id e ntif y t he s u bj e ct a n d tim e p oi nt r efer e n c e d i n t he C R F a n d/ or 
pr ot o c ol . 

A n a gr e e d u p o n q u alit y c o ntr ol pr o c e s s i s p erf or m e d a g ai n st t h e tr a n s cri b e d d at a t o t h e s o ur c e 
t o e ns ur e t he a c c ur a c y of  th e tr a n s cript i on. T h e tr a ns cri b e d d at a is tr a ns mitt e d i n a n a gr e e d 
u p o n f or m at t o G S K C H. 

R e c o n cili at i on will b e p erf or m e d b et w e e n t h e tr a ns cri b e d d at a a n d t he c li ni c al d at a b as e t o 
e ns ur e s u bj e ct a n d ti m e p oi nt r ef er e n c e d i n t he Cli ni c al D at a b as e m at c h b ef or e Cli ni c al 
D at a b as e Fr e e z e (l o c ki n g of t h e d at a b as e) c a n o c c ur.

1 0 S T A TI S TI C A L C O N SI D E R A TI O N S A N D D A T A A N A L Y S E S

1 0. 1 S a m pl e Si z e D et er mi n ati o n

Si n c e t his is a n e x pl or a t or y met h o d ol o g y  de v el o p m e nt st u d y, n o f or mal s a m pl e si z e 
c al c ul at i on w a s c o n d u ct e d.  

 
 
 

T h er ef or e, a p pr o xi m at el y 4 8 ( ma xi m u m 5 0) h e al t h y s u bj e cts wi t h bot h  ma xill ar y a n d 
m a n di b ul ar f ull d e nt ur es will b e e nr oll e d i n t hi s st u d y.  S u bj e ct r e cr uit me nt will b e c o ntr oll e d 
t o e ns ur e 5 0 ± 1 0 % of  th e s u bj e cts will b e i n e a c h of  th e l ow a n d hi g h K a p ur -Ol s h a n gr o u p s 
[t h e l ow K a p ur -Ols h a n gr o u p is d efi n e d a s a c o m p o si t e K a p ur -Ol s h a n s c or e of  6- 1 4 
( cli ni c all y f air a n d g o o d d e nt ur e s) a n d t he hi g h K a p ur -Ols h a n s c or e a s 1 5 - 1 8 ( cli ni c all y v er y 
g o o d d e nt ur es)].

1 0. 2 St ati sti c al M et h o d s a n d A n al yti c al Pl a n

A d dit i on al d et ails of  th e pr o p os e d st atist i c al a n al ysis will b e d o c u m e nt e d i n t he st atisti c al 
a n a l ysis pl a n ( S A P), w hi c h will b e wri tt e n f oll owi n g fi n alis ati on of  th e pr ot o c ol  an d pri or t o 
st u d y u n bli n di n g / a n al ysis ( as a p pr o pri at e).
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1 0. 2. 1 D efi niti o n of A n al y si s P o p ul ati o n s

 All ass ess m e nts of s af et y will b e b as e d o n t h e s af et y  p o p ulati o n, d efi n e d as all s u bj e cts 
w h o ar e r a n d o mis e d a n d r e c ei v e at l ea st o n e d o s e of  st u d y tr e at me nt d uri n g t he st u d y. 
S af et y p o p ul at i on s u m m ari es will b e pr es e nt e d b y  tr e at me nt r e c ei v e d.

 T h e pri m ar y p o p ul at i on f or effi c a c y a s s e s s m e nt will b e t he i nte nt -t o-tr e at (I T T) 
p o p ul at i on, d efi n e d a s all s u bj e cts w h o ar e r a n d o mis e d, r e c ei v e t he st u d y tr e at me nt at 
l e ast o n c e a n d pr o vi d e at l e ast o n e ass ess m e nt of effi c a c y.

 T h e P P p o p ul at i on i n cl u d es all s u bj e cts w h o f ull y c o m p l y wi t h all st u d y pr o c e d ur es 
a n d r estri cti o ns.

1 0. 2. 2 E x cl u si o n of D at a f r o m A n al y si s 

E x cl usi o n of  an y d at a fr om t he a n al ys es will b e d et er mi n e d d uri n g a Bli n d D at a R e vi e w 
M e et i n g pri or t o d at a b a s e lo c k. A n y r e a s o n s f or e x cl u si o n f r o m a n a n al y si s p o p ulat i on will b e 
list e d, if a p pli c a bl e.

T h e P er Pr ot o c ol ( P P) p o p ul at i on will b e a s u bs et of t h e I T T p o p ul at i on. 

S u bj e cts wit h a pr ot o c ol vi o l ati on t h at is d e e m e d t o aff e ct effi c a c y f or all effi c a c y ass ess m e nts 
will b e e x cl u d e d fr o m t he P P p o p ul at i on. S u bj e cts wi t h a pr ot o c ol vi ol ati on t hat is d e e m e d t o 
aff e ct effi c a c y  for o nl y  so m e ( but n ot all) of  th e effi c a c y ass ess m e nts will b e p art of  th e P P 
p o p ul at i on, b ut t h eir d at a will b e e x cl u d e d fr o m t h e ass ess m e nt at w hi c h t h e pr ot o c ol vi ol at i on 
o c c urr e d. A P P a n al ysis will b e p erf or m e d o nl y if 1 0 % or m o r e I T T s u bj e cts ar e e x cl u d e d 
fr om P P p o p ul at i on. 

1 0. 2. 3 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

D es cri pt i v e st atist i cs ( n u m b er of  su bj e cts, m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m a n d 
m a xi m u m f or c o nt i n u o us v ari a bl es, a n d fre q u e n c y a n d p er c e nt a g e f or c at e g ori c al v ari a bl es) 
will b e pr o vi d e d f or d e m o gr a p hi c a n d b as eli n e c h ar a ct eri st i cs. M e di c al hi st or y  an d c urr e nt 
m e di c al c o n dit i ons will b e list e d.

1 0. 2. 4 Tr e at m e nt s ( st u d y dr u g/ pr o d u ct, r e s c u e m e di c ati o n, ot h er 
c o n c o mit a nt t h er a pi e s, c o m pli a n c e)

Pri or m e d i c ati ons, c o n c o mit a nt m e d i c ati ons a n d sig nifi c a nt n o n- dr u g t her a pi es t a k e n d uri n g 
tr e at me nt will b e list e d f or t he s af et y p o p ul at i on. C o m pli a n c e t o t he st u d y pr o d u ct s will als o  
b e s u m m aris e d.

1 0. 2. 5 Pri m ar y A n al y si s

F o o d o c cl u si o n  will b e m e as ur e d b y w ei g ht of  pe a n ut p arti cl es ( mass of  retri e v e d p e a n uts i n
gr a m s). D es cri pti v e st atist i cs (R a w m e a ns, st a n d ar d d e vi at i on s, st a n d ar d err or s, mi ni m u m  a nd 
m a xi m u m v al u es) of  c o m bi n e d m ass es of  pe a n uts r e c o v er e d fr om m a n di b ul ar a n d m a xill ar y 
d e nt ur es a n d t h eir ass o ci at e d g a u z es will b e pr o vi d e d b y  tr e at me nt gr o u p.
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1 0. 2. 6 S af et y A n al y si s

All A Es will b e c o d e d usi n g M e d D R A. A Es will b e c at e g ori s e d a s or al  an d n o n- or al  by t he
Cli ni c al R es e ar c h Di r e ct or/ S ci e nt ist or d esi g n e e pri or t o d at a b as e l oc k. Tr e at m e nt -e m er g e nt 
a d v er s e e v e nt ( Or al  AE s a s w ell a s all A Es) will b e a s s o ci at e d wi th t h e m o st r e c e nt tr e at me nt 
r e c ei v e d. T h e n u m b er of A Es a n d n u m b er of s u bj e cts wit h AE s will b e li st e d a n d t a b ul at e d b y 
tr e at me nt. T h e r es ults of O S T e x a ms will b e list e d. I n ci d e nts will b e list e d.

1 0. 2. 7 Ot h er A n al y s e s

D es cri pt i v e st atist i cs (R a w m e a ns, st a n d ar d d e vi at i ons, st a n d ar d err or s, mi ni m u m a n d 
m a xi m u m v al u es) of  m ass es of  pe a n uts r e c o v er e d fr om m a n di b ul ar, m a xill ar y  an d c o m bi n e d 
d e nt ur es will b e pr o vi d e d b y tr e at m e nt gr o u p.

D es cri pt i v e st atist i cs (R a w m e a ns, st a n d ar d d e vi at i ons, st a n d ar d err or s, mi ni m u m a n d 
m a xi m u m v al u es) of  c o m bi n e d m ass es of  pe a n uts r e c o v er e d fr om m a n di b ul ar a n d m a xill ar y 
d e nt ur es will b e pr o vi d e d b y tr e at me nt gr o u p i n l ow a n d hi g h K a p ur -Ols h a n gr o u p s of 
s u bj e cts.

D es cri pt i v e st atist i cs (R a w m e a ns, st a n d ar d d e vi at i ons, st a n d ar d err or s, mi ni m u m a n d 
m a xi m u m v al u es) will als o b e pr o vi d e d f or t h e n u m b er of d e nt ur e di slo d g e m e nts b y tr e at m e nt 
gr o u p. M ass of  pe a n uts will als o b e pl ott e d a g ai nst t he n u m b er of  disl o d g e m e nts o v er all a n d 
b y tr e at me nt gr o u p.

F or t he s u bj e cts’ r es p o ns es t o q u esti o n n air es, d e s cri pt i v e st atist i cs ( nu m b er of  su bj e ct s a n d 
p er c e nt a g es) will b e pr o vi d e d f or e a c h q u esti o n b y tr e at m e nt gr o u p.

1 0. 2. 8 A d diti o n al A n al y s e s

F or f ut ur e d e v el o p m e nt w or k, a dj ust e d m e a ns of  m ass es of  pe a n uts r e c o v er e d fr om 
m a n di b ul ar, m a xill ar y a n d c o m bi n e d d e nt ur e s , al o n g wi t h 95 % c o nfi d e n c e i nter v al will als o 
b e r e p ort e d b y tr e at me nt gr o u p. T h es e will b e d eri v e d fr om a mi x e d m o d el wi t h peri o d a n d 
tr e at me nt as fi x e d eff e cts a n d s u bj e ct as a r a n d o m eff e ct. Tr e at m e nt diff er e n c es a n d 9 5 % 
c o nfi d e n c e i nter v als o f tr e at me nt diff er e n c es will b e r e p ort e d .

Usi n g t he s a m e m o d el a s a b o v e, a s u b gr o u p a n al ysis will  be als o c o n d u ct e d i n l ow a n d hi g h 
K a p ur -Ols h a n gr o u p s of  su bj e ct s . A d j ust e d m e a ns of  c o m bi n e d m ass es of  pe a n uts r e c o v er e d 
fr om m a n di b ul ar a n d m a xill ar y d e nt ur e , alo n g wi t h 95 % c o nfi d e n c e i nter v al will b e r e p ort e d 
b y tr e at m e nt gr o u p s f or e a c h s u b-gr o u p.

T h es e r es ults will b e r e p ort e d i n t h e st atisti c al a p p e n di x as p art of t h e C S R.

1 0. 2. 9 H a n dli n g of Dr o p o ut s a n d Mi s si n g D at a 

S u bj e cts w h o wi t hdr a w fr o m t he st u d y earl y will b e i n cl u d e d i n t he st u d y an al ysis u p t o t he 
p oi nt of  wit hdr a w al. S u bj e cts w h o wi t hdr a w will n ot b e r e pla c e d. N o d at a will b e i m p ut e d i n 
t he c as e of dr o p o uts or missi n g d at a.
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1 0. 2. 1 0 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 .

1 1 S T U D Y G O V E R N A N C E C O N SI D E R A TI O N S

1 1. 1 Q u alit y C o ntr ol 

I n a c c or d a n c e wi t h a p pli c a bl e r e g ul ati ons i n cl u di n g G C P, a n d G S K pr o c e d ur es, G S K or 
d esi g n e e (i. e. t hir d p art y  ve n d or) m o ni t or s will c o nt a ct t h e sit e prior t o t h e st art of t h e st u d y  t o 
r e vi e w wi t h t he sit e st aff t he pr ot o c ol , st u d y re q uir e m e nt s, a n d t hei r r es p o nsi biliti es t o s atisf y 
r e g ulat or y , et hi c al, a n d G S K r e q uir e m e nts.

W h e n r e vi e wi n g d at a c oll e cti o n pr o c e d ur es, t h e di s c u s si o n will i n cl u d e i d e ntifi c ati on, 
a gr e e m e nt a n d d o c u m e nt ati o n of  dat a ite m s f or w hi c h t he C R F will s er v e a s t he s o ur c e 
d o c u m e nt.

G S K or d esi g n e e will m o nit or t h e st u d y  a n d sit e a cti vit y t o v erif y t h at t h e:

 D at a ar e a ut h e nti c, a c c ur at e, a n d c o m pl et e.

 S af et y a n d ri g ht s of  s u bj e cts ar e b ei n g pr ot e ct e d.

 St u d y  is c o n d u ct e d i n a c c or d a n c e wi t h th e c urr e ntl y a p pr o v e d pr ot o c ol  an d a n y ot h er 
st u d y a gr e e m e nts, G C P, a n d all a p pli c a bl e r e g ul at or y r e q uir e m e nts.

T h e e xt e nt a n d n at ur e of  mo ni t ori n g will  be d es cri b e d i n a wri tt e n m o nit ori n g pl a n o n fil e at 
G S K C H. T h e i n v esti g at or ( or d esi g n e e) a gr e es t o all o w t he m o nit or dir e ct a c c ess t o all 
r ele v a nt d o c u m e nts a n d a gr e es t o c o -o p er at e wit h t he m o nit or t o e ns ur e t hat a n y pr o bl e m s 
d et e ct e d i n t h e c o urs e of t h es e m o nit ori n g visit s ar e r es ol v e d.

1 1. 2 Q u alit y A s s ur a n c e

T o e ns ur e c o m pli a n c e wi t h GC P a n d all a p pli c a bl e r e g ul at or y re q ui r e m e nt s, G S K m a y 
c o n d u ct a q u alit y ass ur a n c e ass ess m e nt a n d/ or a u di t of  th e sit e r e c or d s, a n d t he r e g ul at or y 
a g e n ci es m a y c o n d u ct a r e g ulat or y  ins p e ct i on at a n y tim e d uri n g or af t er c o m pl eti o n of  th e 
st u d y. 

I n t h e e v e nt of a n a s s e s s m e nt, a u dit or i n s p e ctio n, t h e i n v est i g at or ( a n d i nstituti o n) m u st a gr e e 
t o gr a nt t h e a d vi s or( s), a u dit or(s) a n d i n s p e ct or( s) dir e ct a c c ess t o all r el e v a nt d o c u m e nts a n d 
t o all o c at e t hei r tim e a n d t he tim e of  th eir st aff t o dis c uss t h e c o n d u ct of  th e st u d y, a n y 
fi n di n gs/r el e v a nt iss u es a n d t o i m pl e m e nt a n y c orr e cti v e a n d/ or pr e v e nt ati v e a cti o n s t o 
a d dr ess a n y  fi n di n gs/iss u es i d e ntifi e d.

T h e i n v est i g at or(s) will n otif y G S K C H or its a g e nts i m m e di at el y of a n y r e g ul at or y in s p e cti o n 
n otifi c ati o n i n r el ati on t o t he st u d y. F urt h er m or e, t he i n v esti g at or will c o o p er at e wit h G S K 
C H or its a g e nts t o pr e p ar e t he st u d y site f or t he i ns p e cti on a n d will all o w G S K C H or its 
a g e nt, w h e n e v er f e asi bl e, t o b e pr es e nt d uri n g t he i ns p e cti on. T h e i n v esti g at or will pr o m pt l y 
a p pl y c o pi e s of  t he i ns p e cti o n fi n di n g t o G S K C H or it s a g e nt. B efor e r e s p o n s e s u b mi s si o n  t o 
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t he r e g ulat or y  aut h ori t y, t he i n v esti g at or will pr o vi d e G S K C H or its a g e nt s wi t h a n 
o p p ort u nit y t o r e vie w a n d c o m m e nt o n r es p o ns es t o a n y s u c h fi n di n gs. 

T h e s p o ns or will b e a v ail a bl e t o h el p i n v esti g at ors pr e p ar e f or a n i ns p e cti o n.

1 1. 3 R e g ul at or y a n d Et hi c al C o n si d er ati o n s

As p er t h e R e g ul at or y  D et er mi n ati on f or t his st u d y, t h e d e nt ur e a d h esi v e pr o d u ct t o b e us e d i n 
t his st u d y is al r e a d y mar k et e d i n t he U S. T h e st u d y is n ot i nte n d e d t o ass ess s af et y a n d 
effi c a c y , t ho u g h s af et y is a s e c o n d ar y obj e ct i v e i n t hat tr e at me nt e m er g e nt A Es will b e 
c oll e ct e d, as p er a n y cli ni c al st u d y. W e d o n ot a nti ci p at e a n y ris k a s s o ci at e d wi t h th e us e of 
t he s yrin g e f or a d h esi v e a p pli c ati o n i nst e a d of  ap pl yi n g di r e ctl y fr om t u b e as d o n e f or t he 
m ar k et e d pr o d u ct. As s u c h, t his st u d y is a n ID E e x e m pt m e d i c al d e vi c e st u d y as p er 2 1 C F R 
8 1 2. 2( c)( 1) a n d 2 1 C F R 8 1 2. 2( c)( 4). T hi s st u d y d o e s not r e q ui r e r e g ul at or y a p pr o v al pri or t o 
c o n d u cti n g t h e st u d y .

1 1. 3. 1 I n stit uti o n al R e vi e w B o ar d 

It is t he r es p o nsi bility of  th e i n v esti g at or t o h a v e pr os p e cti v e a p pr o v al of t he st u d y pr ot o c ol , 
pr ot o c ol  a me n d m e nts, i nf or m e d c o n s e nt d o c u m e nt s, s af et y st at e me nt (in cl u di n g a n y u p d at es) 
a n d ot h er r ele v a nt d o c u m e nts, e. g., r e cr uit m e nt a d v ert is e m e nts, if a p pli c a bl e, fr om t he I R B.  
All c orr es p o n d e n c e wi t h th e I R B s h o uld b e r et ai n e d i n t he i n v esti g at or fil e.  Co pi e s of I R B 
a p pr o v al s s h o uld b e f or w ar d e d t o G S K C H pri or t o t h e i niti ati on of t he st u d y, a nd als o w h e n 
s u bs e q u e nt a m e n d m e nts t o t h e pr ot o c ol ar e m a d e.

T h e o nl y cir c u mst a n c e i n w hi c h a n a m e n d m e nt m a y b e i nit i at e d pri or t o I R B a p pr o v al  is 
w h er e t h e c h a n g e is n e c ess ar y  t o eli mi n at e a p p ar e nt i m m e di at e h a z ar ds t o t h e s u bj e cts.  I n t h at 
e v e n t, t he i n v esti g at or m ust n otif y t h e I R B a n d G S K C H i n wri tin g i m m e di at el y af t er t he 
i m pl e m e nt ati o n.

1 1. 3. 2 Et hi c al C o n d u ct of t h e St u d y

T h e st u d y will b e c o n d u ct e d i n a c c or d a n c e wi t h le g al  a nd r e g ul at or y re q ui r e m e nt s, as w ell a s 
t he g e n er al  prin ci pl es s et f ort h in t he I nt er n atio n al Et hi c al G ui d eli n es f or Bi o m e di c al 
R es e ar c h I n v ol vi n g H u m a n S u bj e cts ( C o u n cil f or I nt er n ati o n al Or g a ni z at i ons of  Me di c al 
S ci e n c es 2 0 0 2), g ui d eli n es f or G C P ((I C H, 1 9 9 6 ) a n d r e visi on 2), a n d t he D e cl ar at i on of 
H elsi n ki ( (W o rld M e di c al A s s o ci at io n, 2 0 0 8 )). 

I n a d diti on, t h e st u d y  will b e c o n d u ct e d i n a c c or d a n c e wit h t h e pr ot o c ol, t h e I C H g ui d eli n e o n 
G C P, a n d a p pli c a bl e l o c al r e g ul at or y  r e q uir e m e nts a n d la ws.

1 1. 3. 3 S u bj e ct I nf or m ati o n a n d C o n s e nt

All p arti e s will e ns ur e pr ot e cti o n of  su bj e ct p ers o n a l d at a a n d will n ot i n cl u d e s u bj e ct n a m es 
or ot h er i d e ntifi a bl e d at a i n a n y r e p ort s, p u bli c ati o ns, or ot h er di s clo s ur es, e x c e pt w h er e 
r e q uir e d b y l a ws. 
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W h e n st u d y dat a ar e c o m p il e d f or tr a nsf er t o G S K C H a n d ot h er a ut h ori z e d p arti e s, s u bj e ct 
n a m es, a d dr es s es, a n d ot h er i de ntifi a bl e d at a will b e r e pl a c e d b y n u m eri c al c o d es b as e d o n a 
n u m b eri n g s yst e m pr o vi d e d b y  G S K C H i n or d er t o d e-i d e ntif y st u d y s u bj e cts.  

T h e st u d y site will m ai nt ai n a c o nfi d e nt i al list of  su bj e cts w h o p arti ci p at e d i n t he st u d y, 
li n ki ng e a c h s u bj e ct’s n u m eri c al c o d e t o his or h er a ct u al i d e ntity.   In c as e of  dat a tr a nsf er, 
G S K C H will m ai nt ai n hi g h st a n d ar ds of  co nfi d e nt i ality a n d pr ot e cti o n of  su bj e cts’ p er s o n al 
d at a c o nsist e nt wit h a p pli c a bl e pri v a c y l a ws.

T h e i nf or m e d c o ns e nt d o c u m e n t s m u st b e i n c o m pli a n c e wi t h IC H G C P, l oc al  re g ul at or y 
r e q uir e m e nt s, a n d le g al  r e q uir e m e nts, i n cl u di n g a p pli c a bl e pri v a c y la ws.

T h e i nf or m e d c o n s e nt d o c u me nt s u s e d d uri n g t h e i nf or me d c o n s e nt pr o c e s s m ust b e r e vi e w e d 
a n d a p pr o v e d b y t h e s p o n s or, a p pr o v e d b y t h e I R B/ E C b ef or e us e, a n d a v ail a bl e f or 
i ns p e cti o n.

T h e i n v esti g at or m u st e ns ur e t hat e a c h st u d y su bj e ct, is full y i nf or me d a b o ut t he n at ur e a n d 
o bj e ct i v es of t h e st u d y a n d p ossi bl e ris ks ass o ci at e d wit h p arti ci p ati on. 

T h e i n v esti g at or, or a p ers o n d e sig n at e d b y t he i n v esti g at or, will o bt ai n wri tt e n i nf or m e d 
c o ns e nt fr o m e a c h s u bj e ct b ef or e a n y st u d y-s p e cifi c a cti vit y is p erf or m e d.  Th e i n v esti g at or 
will r et ai n t h e ori gi n al o f e a c h s u bj e ct's si g n e d i nf o r me d c o ns e nt d o c u m e nt.

1 1. 3. 4 S u bj e ct R e cr uit m e nt 

A d v ert is e m e nts a p pr o v e d b y I R Bs a n d i n v e sti g at or d at a b as es m a y b e us e d a s r e cr uit me nt 
pr o c e d ur es.   Us e of I R B a p pr o v e d, g e n eri c, pr e- s cr e e ni n g q u esti o n n air e t o ass ess b asi c s u bj e ct 
c h ar a ct erist i cs t o d et er mi n e g e n er al eli gi bilit y f or t his st u d y is all o w e d. T his g e n eri c 
q u esti o n n air e m a y b e us e d b y sit e s a s a p h o n e s cript a n d/ or t o r e vi e w i nter n al d at a b as es t o 
i d e ntif y s u bj e cts.  

G S K C H will h a v e a n o p p ort u ni t y t o r e vi e w a n d a p pr o v e t h e c o nt e nt of a n y st u d y r e cr uit me nt 
m at eri al s di r e ct e d t o p ot e ntial  st u d y s u bj e cts b ef or e s u c h m at eri als ar e us e d. 

1 1. 3. 5 R e p orti n g of S af et y I s s u e s a n d S eri o u s Br e a c h e s of t h e Pr ot o c ol or 
I C H G C P 

Wit hi n a G S K C H a s erio u s br e a c h is d efi n e d a s a br e a c h li k el y t o aff e ct t o a sig nifi c a nt 
d e gr e e t h e s af et y  a nd ri g ht s of  a s u bj e ct or t he r eli a bili t y a nd r o b u st n e s s of t h e d at a g e n er at e d 
i n G S K C H- s p o ns or e d h u m a n s u bj e ct r es e ar c h st u di es. 

I n t he e v e nt of  an y pr o hi bit i on or r e strict i on i m p os e d (i. e., cli ni c al h o l d) b y a n a p pli c a bl e 
c o m p et e nt a ut h ori t y in a n y ar e a of  th e w orl d, or if t he in v est i g at or is aw ar e of  an y n e w 
i nf or mat i on t hat mi g ht i nfl u e n c e t h e e v al u ati on of  t he b e n efi t s a nd ri s k s of  t he i n v esti g ati on al 
pr o d u ct, G S K C H s h o ul d b e i nf or m e d i m m e di at el y. 

I n a d di tio n , t he i n v esti g at or will i nf or m G S K C H i m m e di at el y of  a n y ur g e nt s afet y m e as ur es 
t a k e n b y t he i n v esti g at or t o pr ot e ct t he st u d y su bj e cts a g ai nst a n y i m m e di at e h a z ar d, a n d of  
a n y s eri o us br e a c h es of t his pr ot o c ol or of I C H G C P t h at t h e i n v est i g at or b e c o m es a w ar e of.
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1 1. 4 P o sti n g of I nf or m ati o n o n P u bli cl y A v ail a bl e Cli ni c al Tri a l 
R e gi st er s

St u d y  inf or m at i on fr om t hi s pr ot o c ol will b e p ost e d o n p u bli cl y a v ail a bl e cli ni c al trial 
r e gist ers b ef or e e nr o l m e nt of s u bj e cts b e gi ns i n a c c or d a n c e wit h a p pli c a bl e G S K pr o c ess es.

1 1. 5 Pr o vi si o n of St u d y R e s ult s t o I n v e sti g at or s

W h er e r e q uir e d b y a p pli c a bl e r e g ul at or y re q uir e m e nt s, a n i n v esti g at or sig n at or y will b e 
i d e ntifi e d f or t he a p pr o v al of  th e cli ni c al st u d y re p ort.  Th e i n v esti g at or will b e pr o vi d e d 
r e as o n a bl e a c c ess t o st atist i c al t a bl es, fi g ur es, a n d r el e v a nt r e p ort s a n d will h a v e t he 
o p p ort u nit y t o r e vi e w t he c o m pl et e st u d y res ul t s at a G S K sit e or ot h er m ut u all y -a gr e e a bl e 
l oc at i on.

G S K will als o pr o vi d e t h e i n v esti g at or wit h t he f ull s u m m ar y of t he st u d y res ul t s.  Th e 
i n v esti g at or is e n c o ur a g e d t o s h ar e t he s u m m ar y r e s ult s wi t h th e st u d y su bj e cts, as 
a p pr o pri at e.

T h e pr o c e d ur es a n d timi n g f or p u bli c dis cl o s ur e of t he r e s ult s s u m m ar y a n d f or d e v el o p m e nt 
of  a ma n u s cri pt f or p u bli c at i on will b e i n a c c or d a n c e wit h G S K P oli c y.

A m a n us cri pt will b e pr o gr ess e d f or p u bli c at i on i n t he s ci e nt ifi c lite r at ur e if t he r e s ult s 
pr o vi d e i m p ort a nt s ci e nt ifi c or m e di c al k n o wl e d g e.

1 1. 6 R e c or d s R et e nti o n

F o ll owi n g cl o s ur e of  th e st u d y, t he i n v esti g at or m ust m ai nt ai n all sit e st u d y re c or ds ( e x c e pt 
f or t hos e r e q uir e d b y l oc al r e g ul ati ons t o b e m ai nt ai n e d els e w h er e), i n a s afe a n d s e c ur e 
l oc at i on.  

T h e r e c or ds ( st u d y/ sit e m ast er fil e) m u st b e m ai nt ai n e d t o all o w e as y a n d tim el y r etrie v al , 
w h e n n e e d e d ( e. g., f or a G S K a u di t or r e g ulat or y i ns p e ct i on) a n d m ust b e a v ail a bl e f or r e vi e w 
i n c o nj u n cti o n wi t h ass ess m e nt of t h e f acilit y, s u p p orti n g s yst e ms, a n d r el e v a nt sit e st aff.

W h er e p er mi tt e d b y l oc al l a ws/r e g ul ati o ns or i nstit uti o n al p oli c y, s o me or all of t h e s e r e c or d s 
c a n b e m ai nt ai n e d i n a f or mat ot h er t ha n h ar d c o p y  (e. g., mi cr ofi c h e, s c a n n e d, el e ctr o ni c); 
h o w e v er, c a ut i on n e e ds t o b e e x er cis e d b ef or e s u c h a ct i on is t a k e n. 

T h e i n v esti g at or m ust e ns ur e t hat all r e pr o d u ctio n s ar e l e gi bl e a n d ar e a tr u e a n d a c c ur at e 
c o p y  of t he ori gi n al a n d m e et a c c essi bilit y a n d r etrie v al st a n d ar ds, i n cl u di n g r e-g e n er at i n g a 
h ar d c o p y , if r e q uir e d.  F urt h er mor e, t h e i n v esti g at or mu st e n s ur e t h er e is a n a c c e pt a bl e b a c k -
u p of  th es e r e pr o d u ctio n s a n d t hat a n a c c e pt a bl e q u alit y c o ntr ol pr o c ess e xists f or m a ki n g 
t hes e r e pr o d u cti o ns.

T h e i n v esti g at or m ust ass ur e t hat t he s u bj e ct’s a n o n y mi t y will b e m ai nt ai n e d.  On C R Fs or 
ot h er d o c u m e nts s u b mitt e d t o G S K C H, s u bj e cts s h o uld n ot b e i d e ntifi e d b y t heir n a m es or 
i niti als, b ut b y a n i d e ntifi c ati on c o d e. T h e i n v esti gat or s h o ul d k e e p a s e p ar at e l og of  su bj e cts’ 
c o d es, n a m es a n d a d dr ess es.  Do c u m e nts n o t f or s u b missi o n t o G S K C H, e. g. s u bj e cts’ 
wri tt e n c o ns e nt f or ms, s h o ul d b e m ai nt ai n e d b y t h e i n v esti g at or i n stri ct c o nfi d e n c e.

 

D o c u m e nt N a m e   

T y p e  V er si o n  D o c u m e nt I d e ntifi er  Eff e cti v e D at e  

    

R e a s o n F or I s s u e   
 

 

 

 

 

 

 

 

 

 

 

 

 

2 4- O ct- 2 0 1 7 0 8: 4 9: 0 5

 

2 0 8 3 9 7 Cli ni c al Pr ot o c ol 2. d o c x

el d o _ c o ntr oll e d 2. 0; M o st- R e c e nt; Eff e cti v e; C U R R E N T

A ut o I s s u e
0 9 0 0 3 2 d 5 8 0 d b 1 b 9 1

P a g e 5 4 of 6 2



S o di u m -c al ci u m mi x e d p arti al s alt of p ol y( m et h yl vi n y l et h er/ m al ei c a ci d) a n d c ar b o x y m et h yl c ell ul os e

2 0 8 3 9 7

Fi n al Cli ni c a l Pr ot o c ol, 2 0 O ct 2 0 1 7

Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e C o nfi d e nti al

T e m pl at e V er si o n Eff e cti v e: 2 2 -J u n -2 0 1 7

P a g e 5 5 of  6 2

R e c or d s a n d d o c u m e nt s, i n cl u di n g si g n e d I C F, p ert ai ni n g t o t h e c o n d u ct of t hi s st u d y mu st b e 
r et ai n e d b y t he i n v esti g at or f or 2 5 y e ars fr om t he iss u e of  th e fi n al Cli ni c al St u d y R e p ort 
( C S R)/ e q ui v al e nt s u m m ar y u nl ess l oc al r e g ul ati ons or i nstituti o n al  pol i ci es r e q uir e a l on g er 
r et e ntio n p eri o d. T h e mi ni m u m r et e ntio n ti m e will m e et t he stri ct e st st a n d ar d a p pli c a bl e t o 
t hat sit e f or t he st u d y, as di ct at e d b y a n y  in sti t utio n al r e q uir e m e nts or l oc al  la ws or 
r e g ulat i ons, G S K st a n d ar ds/ pr o c e d ur es, a n d/ or i nstit ut i on al r e q uir e m e nts.  

N o st u d y d o c u m e nt s h o uld b e d estr o y e d wi t ho ut a  prior wri tt e n a gr e e m e nt b et w e e n G S K C H 
a n d t he i n v esti g at or. T h e i n v esti g at or m ust n otif y G S K of  an y c h a n g e s i n t he ar c hi v al 
arr a n g e m e nts, i n cl u di n g, b ut n ot li mite d t o, ar c hi v al at a n off -sit e f acilit y or tr a nsf er of 
o w n ers hi p of t h e r e c or ds i n t h e e v e nt t h e i n v esti g at or is n o l o n g er ass o ci at e d wit h t h e sit e.

1 1. 7 C o n diti o n s f or T er mi n ati n g t h e St u d y 

Pr e m at ur e t er mi n ati on of  this st u d y ma y o c c ur b e c a us e of  a re g ul at or y  aut h ori t y de ci si o n , 
c h a n g e i n o pi ni o n  of t he I R B/ E C, or i n v esti g ati o n al pr o d u ct s af et y pr o bl e ms, or at t he 
di s cr etio n of  GS K  CH.  I n ad di tio n , G S K C H r et ai ns t he ri g ht t o dis c o nt i n u e d e v el o p m e nt of  
d e nt ur e a d h esi v es at a n y  ti m e.  

If a st u d y is pr e m at ur el y  ter mi n at e d, G S K C H will pr o m pt l y n otif y t he i n v esti g at or.  After 
n otifi c ati o n, t he i n v esti g at or m u st pr o m pt l y c o nt a ct all p arti ci p ati n g s u bj e cts a n d s h o uld 
ass ur e a p pr o pri at e t her a p y / f oll o w- u p f or t he s u bj e cts.  As dir e ct e d b y G S K C H, all st u d y 
m at eri al s m ust b e c o ll e ct e d a n d all C R Fs c o m p l et e d t o t he gr e at e st e xt e nt p ossi bl e. W h er e 
r e q uir e d b y t he a p pli c a bl e r e g ul at or y r e q uir e m e nt s, G S K C H s h o uld i nf or m  th e r e g ul at or y 
a ut h ori t y(ie s) a n d t h e i n v esti g at or s h o uld pr o m pt l y i nf or m t h e I R B a n d pr o vid e t h e I R B/ E C a 
d et ail e d writt e n e x pl a n at i on of t h e t er mi n at i on or s us p e nsi o n. 

If t h e I R B/ E C t er mi n at es or s us p e n ds its a p pr o v al /fa v o ur a bl e o pi ni o n  of a trial , t he 
i n v esti g at or s h o uld pr o m pt l y n otif y t h e G S K C H a n d pr o vi d e G S K C H wi t h a d et ail e d writt e n 
e x pl a n at i on of t h e t er mi n at i on or s us p e nsi o n.

U p o n c o m pl et i on or pr e m at ur e di s c o nt i n u ati on of  th e st u d y, t he G S K C H m o nit or will 
c o n d u ct sit e cl o s ur e a cti vit i es wi t h t he i n v esti g at or or sit e st aff, a s a p pr o pri at e, i n a c c or d a n c e 
wi t h a p pli c a bl e r e g ul ati ons i n cl u di n g G C P, a n d G S K C H St a n d ar d O p er ati n g Pr o c e d ur es.

1 1. 8 D efi niti o n of St u d y E n d/ E n d of St u d y 
T h e e n d of t h e st u d y  will b e t h e d at e of t h e L ast S u bj e ct L ast Vi sit ( L S L V).  F or t his st u d y t h e 
L S L V d at e will b e t h e pri m ar y c o m p l eti o n d at e ( P C D).

1 2 R E F E R E N C E S
2 0 5 9 1 5, G S K Cli ni c al St u d y  Re p ort, A Cli ni c al St u d y  to E v al u at e t he A bilit y of  an 
E x p eri m e nt al D e nt ur e A d h esi v e t o Pr e v e nt F o o d P arti cl e I ngr ess u n d er D e nt ur es. G S K D at a 
H el d o n Fil e; 2 0 1 6.

A h m a d M, I br a hi m D F A, H a z mi  NH, T ari b N A, K a m ar u di n K H. T h e Ef f ect of  De nt ur e 
A d h esi v e o n F o o d O c cl usi o n. M al a ysi a n D e nt. J. 2 0 0 9; 3 0( 2): 1 4 6 - 7.
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A h m a d M, I br a hi m D F A, H a z mi N H, T ari b N A, K a m ar u di n K H. A n In v est i g ati on i nto t he 
Eff e ct of  De nt ur e A d h esi v es i n Li mit i n g t h e F o o d I mp a cti o n. M al a ysi a n D e nt. J. 
2 0 1 0; 3 1( 2): 6 5 - 7 0.

F D A U. G ui d a n c e f or I n d u str y: C o ll e cti on of  Ra c e a n d Et h ni cit y D at a i n Cli ni c al Tri al s. 
2 0 0 5.

I C H. T o pic 6 G ui d eli n e f or G o o d Cli ni c al Pr a ct i c e C p m p/I c h/ 1 3 5/ 9 5. 1 9 9 6.

K a p ur K K. A Cli ni c al E v al u at i on of D e nt ur e A d h esi v es. J. Pr ost h et. D e nt. 1 9 6 7; 1 8( 6): 5 5 0- 8.

 

 
 

 

M u n o z -Vi v er os C, S c h o b er N, C a m pill o M, G o ns er F, S h a n g a G, M a g n us z e ws ki T, et al . 
D e nt ur e A d h esi v e R e d u c e d F o o d E ntr a p m e nt u n d er R e m o v a bl e P arti al D e nt ur es. J. D e nt. 
R es. 2 0 1 0; 9 0( S p e c Iss A): A bstr a ct 1 0 5 3.

M u n o z -Vi v er os C, T ys o n -J o h ns o n D, F er n a n d e z P, C a m pill o M, S h a n g a G, G e n dr e a u L, et al. 
D e nt ur e A d h esi v e R e d u c e d F o o d E ntr a p m e nt u n d er R e m o v a bl e F ull D e nt ur es. J. D e nt. R es. 
2 0 1 0; 9 0( S p e c Iss A): A b str a ct 1 0 5 2.

M u n o z C A, G e n dr e a u L, S h a n g a G, M a g n us z e ws ki T, F er n a n d e z P, D ur o c h er J. A Cli ni c a l 
St u d y  to E v al u at e D e nt ur e A d h esi v e Us e i n W ell � Fi tti n g D e nt ur es. J. Pr ost h o d o nt. 
2 0 1 2; 2 1( 2): 1 2 3 - 9.

Ol s h a n A, R oss N, M a n k o di S, M elit a S. A M o difi e d K a p ur S c al e f or E v al u at i n g D e nt ur e 
R et e nti o n a n d St a bilit y: M et h o d ol o g y  St u d y. A m. J. D e nt. 1 9 9 2; 5( 2): 8 8- 9 0.

Ö z c a n M, K u l a k Y, D e B a at C, Ar i k a n A, U c a n k al e M. T h e Ef f e ct of  a Ne w D e nt ur e 
A d h esi v e o n Bit e F or c e u ntil D e nt ur e Disl o d g e m e nt. J. Pr ost h o d o nt. 2 0 0 5; 1 4( 2): 1 2 2 -6.

 

S al d a n h a S, S h e n o y V K, E a c h a m p at i P, U p p al N. D e nt al  Im p li c ati ons of  
Bis p h o p h o n at e � R el at e d O st e o n e cr o si s. G er o do nt ol o g y . 2 0 1 2; 2 9( 3): 1 7 7- 8 7.
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T ar b et WJ, B o o n e M, S c h mi dt N F. Ef f e ct of  a De nt ur e A d h esi v e o n C o m p l et e D e nt ur e 
Di slo d g e m e nt D uri n g M ast i c ati on. J. Pr ost h et. D e nt. 1 9 8 0; 4 4( 4): 3 7 4 -8.

W o rld M e di c al A s s o ci at i on. D e cl ar at i on of H elsi n ki, 5 9t h G e n er al Ass e m bl y, S e o ul . 2 0 0 8.

1 3 A P P E N DI C E S

1 3. 1 A B B R E VI A TI O N S

T h e f o ll owi n g i s a list of a b br e vi at i on s t h at m a y  be us e d i n t h e pr ot o c ol.

T a bl e 1 3 - 1 A b br e vi ati o n

A b br e vi ati o n T e r m

° C D e gr e e C e nti gr a d e

° F D e gr e e F a hr e n h eit

A E A d v er s e E v e nt

A N O V A A n al y si s of V ari a n c e

CI C o nfi d e n c e I nt er v al

C R F C a s e R e p ort F or m

C S A Cli ni c al St u d y A gr e e m e nt

C T A Cli ni c al Tri al A p pli c ati o n

e C R F El e ctr o ni c C a s e R e p ort F or m

E u dr a C T E ur o p e a n Cli ni c al Tri al s D at a b a s e

F D A F o o d a n d Dr u g A d mi ni str ati o n ( U nit e d St at e s)

F D A A A F o o d a n d Dr u g A d mi ni str ati o n A m e n d m e nt s A ct ( U nit e d St at e s)

g Gr a m

G C P G o o d Cli ni c al Pr a cti c e

G S K Gl a x o S mit h Kli n e

G S K C H Gl a x o S mit h Kli n e C o n s u m er H e alt h c ar e

I C H I nt er n ati o n al C o nf er e n c e o n H ar m o ni s ati o n

I R B I n stit uti o n al R e vi e w B o ar d

L S L V L a st S u bj e ct L a st Vi sit 

M e d D R A M e di c al Di cti o n ar y f or R e g ul at or y A cti viti e s

N/ A N ot A p pli c a bl e

O S T Or al S oft Ti s s u e

PI Pri n ci p al I n v e sti g at or

S A E S eri o u s A d v er s e E v e nt

S O P St a n d ar d O p er ati n g Pr o c e d ur e

S S S af et y St at e m e nt

U S U nit e d St at e s
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1 3. 2 S u bj e ct C o m pl et e d Q u e sti o n n air e

T h e f oll owi n g q u est i ons ar e a b o ut t he p e a n ut c h e wi n g y o u h a v e j ust u n d ert a k e n.  Thi n ki n g 
a b o ut o nl y t h e p e a n uts y o u h a v e j ust c h e w e d pl e as e cir cl e o n e a ns w er f or e a c h q u est i on.

O nl y a ns w er q u est i ons 2 -4 if y o u ci r cl e d “ Y es ” f or q u estio n 1 a b o v e.

1 2 3 4 5 6 7 8 9 1 0

2 ) O n a s c al e of 1 t o 1 0 h o w w o ul d y o u r at e t h e a m o u nt of p e a n ut p arti cl e s t h at w e nt 
u n d er y o ur d e nt ur e ? ( Pl e a s e cir cl e y o ur a n s w er) 

N o n e N u m er o u s

1 2 3 4 5 6 7 8 9 1 0

3 ) O n a s c al e of 1 t o 1 0 h o w w o ul d y o u r at e t h e irrit ati o n of p e a n ut s u n d er y o ur 
d e nt ur e ? ( Pl e a s e cir cl e y o ur a n s w er) 

N ot at all Irrit ati n g E xtr e m el y Irrit ati n g

1 2 3 4 5 6 7 8 9 1 0

4 ) O n a s c al e of 1 t o 1 0 h o w b ot h er e d w er e y o u b y t h e p e a n ut s t h at w e nt u n d er y o ur 
d e nt ur e ? ( Pl e a s e cir cl e y o ur a n s w er) 

N ot at all B ot h er e d E xtr e m el y B ot h er e d

1) W er e y o u a w ar e of p e a n ut s u n d er y o ur d e nt ur e ? ( Pl e a s e cir cl e y o ur a n s w er) 

Y e s N o

 

D o c u m e nt N a m e   

T y p e  V er si o n  D o c u m e nt I d e ntifi er  Eff e cti v e D at e  

    

R e a s o n F or I s s u e   
 

 

 

 

 

 

 

 

 

 

 

 

 

2 4- O ct- 2 0 1 7 0 8: 4 9: 0 5

 

2 0 8 3 9 7 Cli ni c al Pr ot o c ol 2. d o c x

el d o _ c o ntr oll e d 2. 0; M o st- R e c e nt; Eff e cti v e; C U R R E N T

A ut o I s s u e
0 9 0 0 3 2 d 5 8 0 d b 1 b 9 1

P a g e 5 9 of 6 2



S o di u m -c al ci u m mi x e d p arti al s alt of p ol y( m et h yl vi n y l et h er/ m al ei c a ci d) a n d c ar b o x y m et h yl c ell ul os e

2 0 8 3 9 7

Fi n al Cli ni c a l Pr ot o c ol, 2 0 O ct 2 0 1 7

Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e C o nfi d e nti al

T e m pl at e V er si o n Eff e cti v e: 2 2 -J u n -2 0 1 7

P a g e 6 0 of  6 2

1 3. 3 Pr o d u ct A p pli c ati o n I n str u cti o n s

R a n d o mis at i on C o d e [   ]

F or a p pli c at i on p er c o n v e nt i on al p att er n ….

1. E xtr u d e a n d dis p os e of first 1 -2 i n c h es of pr o d u ct fr o m e a c h t u b e t o e ns ur e pr o d u ct 

c o nsist e n c y.

2. Pr e -l oa d 2 s y rin g es wi t h 1. 0 0 ± 0. 0 5 g a n d 0. 6 0 ± 0. 0 5 g of d e nt ur e a d h esi v e f or t h e 

m a xill ar y  a n d m a n di b ul ar d e nt ur e r es p e cti v el y.  S yri n g e s s h o uld b e l a b ell e d   St or e t h e 

s yrin g es c a p p e d a n d d o n ot st or e f or l o n g er t h a n 4 h o urs.  S y rin g es will  b e la b ell e d 

wi t h s u bj e ct or r a n d o mis at i on n u m b er a n d i d e nt if yi n g t e xt f or m a xill ar y or m a n di b ul ar 

a p pli c at i on.

3. Cl e a n a n d dr y  d e nt ur es.

4. A p pl y pr o d u ct vi a t h e pr e - w ei g h e d s yri n g e i n s h ort stri ps as s h o w n i n t h e di a gr a m, n ot 

t o o cl os e t o t h e d e nt ur e e d g es ( 3 stri ps s h o ul d b e a p pli e d t o t h e u p p er d e nt ur e a n d 2 o n 

t he l o w er d e nt ur e).  All of t h e a d h esi v e i n t h e pr e -w ei g h e d s yri n g e s h o ul d b e us e d.

5. H a v e t h e s u bj e ct ri ns e t h eir m o ut h wit h w at er a n d e x p e ct or at e b ef or e i ns erti n g t h e 

d e nt ur es.

6. H a v e t h e s u bj e ct pr ess d e nt ur es i nt o pl a c e fi r ml y, a n d bit e d o w n f or a f e w s e c o n ds t o 

s e c ur e h o l d.

 

D o c u m e nt N a m e   

T y p e  V er si o n  D o c u m e nt I d e ntifi er  Eff e cti v e D at e  

    

R e a s o n F or I s s u e   
 

 

 

 

 

 

 

 

 

 

 

 

 

2 4- O ct- 2 0 1 7 0 8: 4 9: 0 5

 

2 0 8 3 9 7 Cli ni c al Pr ot o c ol 2. d o c x

el d o _ c o ntr oll e d 2. 0; M o st- R e c e nt; Eff e cti v e; C U R R E N T

A ut o I s s u e
0 9 0 0 3 2 d 5 8 0 d b 1 b 9 1

P a g e 6 0 of 6 2



S o di u m -c al ci u m mi x e d p arti al s alt of p ol y( m et h yl vi n y l et h er/ m al ei c a ci d) a n d c ar b o x y m et h yl c ell ul os e

2 0 8 3 9 7

Fi n al Cli ni c a l Pr ot o c ol, 2 0 O ct 2 0 1 7

Gl a x o S mit h Kli n e C o ns u m er H e alt h c ar e C o nfi d e nti al

T e m pl at e V er si o n Eff e cti v e: 2 2 -J u n -2 0 1 7

P a g e 6 1 of  6 2

R a n d o mis at i on C o d e [   ]

F or a p pli c at i on p er c o nti n u o us stri ps p att er n ….

1. E xtr u d e a n d dis p os e of first 1 -2 i n c h es of pr o d u ct fr o m e a c h t u b e t o e ns ur e pr o d u ct 

c o nsist e n c y.

2. Pr e -l oa d 2 s y rin g e s wi t h 1. 0 0 ± 0. 0 5 g a n d 0. 6 0 ± 0. 0 5 g of d e nt ur e a d h esi v e f or t h e 

m a xill ar y  a n d m a n di b ul ar d e nt ur e r es p e cti v el y.  St or e t h e s yrin g es c a p p e d a n d d o n ot 

st or e f or l o n g er t h a n 4 h o urs.  S y rin g es will  be l a b ell e d wi t h t h e s u bj e ct or 

r a n d omis at i on n u m b er a n d i d e nt if yi n g t e xt f or m a xill ar y or ma n di b ul ar a p pli c ati o n.

3. Cl e a n a n d dr y  d e nt ur es.

4. A p pl y pr o d u ct vi a a pr e -w ei g h e d s y rin g e i n l o n g, c o nti n u o us stri ps as s h o w n i n t h e 

di a gr a m , n ot t o o clos e t o t h e d e nt ur e e d g es ( 3 stri ps s h o ul d b e a p pli e d t o t h e u p p er 

d e nt ur e a n d 1 o n t h e l o w er d e nt ur e).  All o f t he a d h esi v e i n t h e pr e -w ei g h e d s yri n g e 

s h o uld b e us e d.

5. H a v e t h e s u bj e ct ri ns e t h eir m o ut h wit h w at er a n d e x p e ct or at e b ef or e i ns erti n g t h e 

d e nt ur es.

6. H a v e t h e s u bj e ct pr ess d e nt ur es i nt o pl a c e fir ml y, a n d bit e d o w n f or a f e w s e c o n d s t o 

s e c ur e h o l d.
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the PRO data is entered into the DMS by GSK CH, the PROs will be anonymised as agreed 
and documented prior to study initiation. PROs that are source will be retained by the 
investigator and certified copies will be sent to GSK CH. 

In order to protect the privacy of subjects, no Personally Identifiable Information (PII) 
(including the subject's name or initials or birth date) is to be recorded on all PRO’s that will 
be forwarded to GSK CH.

All PRO source data should be reviewed by the study staff/study monitor (as appropriate) to 
ensure that any potential AEs reported on these documents are represented in the DMS.

9.5 External Data 

External Data are subject data obtained externally to the CRF. These data are generated from 
laboratory instruments, computers or other sources and then transcribed into a file and format 
agreed upon by GSK CH to identify the subject and time point referenced in the CRF and/or 
protocol. 

An agreed upon quality control process is performed against the transcribed data to the source 
to ensure the accuracy of the transcription. The transcribed data is transmitted in an agreed 
upon format to GSK CH. 

Reconciliation will be performed between the transcribed data and the clinical database to 
ensure subject and time point referenced in the Clinical Database match before Clinical 
Database Freeze (locking of the database) can occur.

10 STATISTICAL CONSIDERATIONS AND DATA ANALYSES

10.1 Sample Size Determination

Since this is an exploratory methodology development study, no formal sample size 
calculation was conducted.  

 
 
 

Therefore, approximately 48 (maximum 50) healthy subjects with both maxillary and 
mandibular full dentures will be enrolled in this study.  Subject recruitment will be controlled 
to ensure 50±10% of the subjects will be in each of the low and high Kapur-Olshan groups 
[the low Kapur-Olshan group is defined as a composite Kapur-Olshan score of 6-14 
(clinically fair and good dentures) and the high Kapur-Olshan score as 15-18 (clinically very 
good dentures)].

10.2 Statistical Methods and Analytical Plan

Additional details of the proposed statistical analysis will be documented in the statistical 
analysis plan (SAP), which will be written following finalisation of the protocol and prior to 
study unblinding / analysis (as appropriate).
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