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The purpose of this Statistical Reporting and Analysis Plan is to describe the planned analyses 
and outputs to be included in the Clinical Study Report for Protocol 215262. 

1 Summary of Key Protocol Information 

1.1 Study Design 

This is a 2-arm, single center, single dose, open-label, randomized, two-sequence, two-
period crossover, bioequivalence study in healthy adult subjects. 

Subjects will be screened for eligibility within 15 days prior to dosing. Subjects will receive 
each of the two study treatments in fasted state during a 6-day (5-overnight stay) residential 
period at the study site. Subjects will receiveeach treatment in a randomized order with a 
washout period of at least 72 hours between doses. During each treatment period, subjects will 
provide a pre-dose blood sample 1 hour before dosing and 20 post-dose blood samples at 5, 10, 
20, 30, 40, 50, 60, 80, 90, 120, 150, 180 minutes, 4, 5, 6, 8, 10, 12, 14, 16 hours, for bioanalytical 
analyses of paracetamol. 
 

Figure 1-1 Study design 
 

Screening Period 1 Washouta Period 2 End of study 
visit 

Day -15 to -2 Day -1 to 2 Day 1b-3 Day 4-5 Day 5 
a: Washout period of at least 72 hours between the doses 

b: Begins post administration of first dose 

1.2 Study Objectives 

 
Objectives Endpoints 

Primary Objective Primary Endpoint
  

 

 
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O bj e cti v e s E n d p oi nt s 
S e c o n d ar y O bj e cti v e s S e c o n d ar y E n d p oi nt s 
  A s s e s s t h e p h ar m a c o ki n eti c ( P K) pr ofil e of 

t h e n e w a n d t h e m ar k et e d p ar a c et a m ol or al 
s u s p e n si o n 

  A U C 0-i nf  ( T h e ar e a u n d er t h e pl a s m a c o n c e ntr ati o n 
v er s u s ti m e c ur v e c al c ul at e d fr o m ti m e 0 t o i nfi nit y 
A U C 0-i nf  = A U C0-tl a st  + Cl a stλ z w h er e Cl a st i s t h e l a st 
m e a s ur a bl e c o n c e ntr ati o n a n d λ z i s t h e t er mi n al 
eli mi n ati o n r at e c o n st a nt) 

  % A U C e x  ( P er c e nt a g e of A U C 0-i nf o bt ai n e d b y 

e xtr a p ol ati o n, c al c ul at e d a s ( 1 －  [ A U C0-tl a st  
/ A U C0-i nf ]) × 1 0 0) 

  λ z ( T h e t er mi n al eli mi n ati o n r at e c o n st a nt 
c o m p ut e d a s t h e sl o p e of t h e r e gr e s si o n li n e of l n 
( c o n c e ntr ati o n) v s  ti m e. T h e r e gr e s si o n s h o ul d 
g e n er all y i n v ol v e at l e a st 3 c o n s e c uti v e 
m e a s ur a bl e c o n c e ntr ati o n s t h at d e cr e a s e o v er 
ti m e) 

S af et y  

  A s s e s s t h e s af et y pr ofil e of b ot h pr o d u ct s   A E s, vit al si g n s a n d cli ni c al s af et y l a b or at or y t e st 
r e s ult s 

1. 3   Tr e at m e nt s 

Si n gl e or al d o s e of  T est Pr o d u ct ( n e w p ar a c et a m ol or al s u s p e nsi o n) or  R ef er e n c e Pr o d u ct 
( P a n a d ol B & I) will b e a d mi nist er e d t o all s u bj e ct s i n e a c h st u d y p eri o d. 

 T est P r o d u ct  R ef e r e n c e P r o d u ct  

Pr o d u ct N e w p ar a c et a m ol or al 
s us p e nsi o n 
( 2 4 m g/ ml p ar a c et a m ol) 

P a n a d ol B &I 
( 2 4 mg/ ml p ar a c et a m ol) 

D o s e 4 2 m L  ( 1 g p ar a c et a m ol) 4 2 m L  ( 1 g p ar a c et a m ol) 

R o ut e of a d mi nistr ati o n Or al Or al 

M ar k eti n g  A ut h ori z ati o n 
H ol d er  & S o ur c e m ar k et 

G S K C H, Fi nl a n d G S K C H, C z e c h R e p u bli c ( C Z) 

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

A p pr o xi m at el y 1 1 0 s u bj e ct s will b e s cr e e n e d t o r a n d o mi z e a p pr o xi m at el y 3 7 h e alt h y a d ult 
s u bj e ct s t o e ns ur e at l e a st 3 1 e v al u a bl e s u bj e ct s c o m pl et e t h e e ntir e st u d y, ass u mi n g a 1 5 % 
dr o p o ut a n d n o n- e v al u a bl e r at e.  C CI
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2  P l a n n e d A n al y s e s 

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

N o i nt eri m a n al ysis is pl a n n e d. 

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

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

1.  All s u bj e ct s h a v e eit h er c o m pl et e d or dis c o nti n u e d t h e st u d y a s d efi n e d i n t h e pr ot o c ol 

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

3.  T h e r a n d o mi z ati o n c o d es h a v e b e e n distri b ut e d. 

3  C o n si d er ati o n s f or d at a a n al y s e s a n d D at a H a n dli n g 
C o n v e nti o n s 

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

F or s af et y a n al ys es: 

  S u bj e ct l e v el b a s eli n e is d efi n e d as t h e l at est ass es s m e nt wit h a n o n- mis si n g v al u e b ef or e 
t h e fir st d o si n g.  

F or P K a n al ys e s: 

  S u bj e ct l e v el b a s eli n e is d efi n e d as t h e l at est ass es s m e nt wit h a n o n- mis si n g v al u e b ef or e 
d o si n g i n e a c h p eri o d .  

C CI
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U nl e ss ot h er wis e st at e d, if b a s eli n e d at a is mis si n g n o i m p ut ati o n  will b e p erf or m e d a n d will b e 
s et t o mis si n g. 

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

N ot a p pli c a bl e.  

3. 3  P o ol i n g b y c e nt er 

T his will b e a si n gl e c e nt er st u d y.  

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

R ef er t o S e cti o n 4. 4. 1. 3 f or h a n dli n g of P K s a m pl es t h at ar e o ut si d e t h e of pr ot o c ol- s p e cifi e d 
c oll e cti o n wi n d o w. 

4  D at a A n al y si s 

D eri v ati o n of t h e P K p ar a m et er s f or p ar a c et a m ol i n pl a s m a  will b e t h e r es p o nsi bilit y of t h e 
cli ni c al p h ar m a c o ki n eti cist at  . T h e P K a n d s af et y s u m m ari es, fi g ur es, a n d d at a listi n gs, 
as w ell a s t h e st atisti c al a n al ysis of t h e P K v ari a bl e s, will b e t h e r es p o nsi bilit y of t h e st u d y 
bi o st atisti ci a n at . N o n - c o m p art m e nt al P K p ar a m et er c al c ul ati o ns will b e p erf or m e d 
usi n g P h o e ni x ® Wi n N o nli n ® 8. 3 or hi g h er ( C ert ar a, L. P. Pri n c et o n, N e w J er s e y). T h e 
st atisti c al a n al ysis s oft w ar e us e d will b e S A S ® v er si o n 9. 4 (i n a WI N D O W S e n vir o n m e nt usi n g 
S A S E nt er pris e G ui d e) .  

Pri or t o d at a b as e cl o s ur e, a Bli n d D at a R e vi e w M e eti n g ( B D R M) will b e c o n d u ct e d i n w hi c h 
v ari o us as p e ct s of t h e tri al will b e dis c us s e d a n d a gr e e d.   Bi o st atisti cs will g e n er at e 
listi n g o ut p ut s wit h n o tr e at m e nt i nf or m ati o n f or i n cl u si o n/ e x cl usi o n, pr ot o c ol d e vi ati o ns, 
a d v er s e e v e nt s, dr u g c o m pli a n c e, m e di c al hist or y, a n d c o n c o mit a nt m e di c ati o ns t o s u p p ort t h e 
B D R M. 

O n e a s p e ct t h at will b e c o nsi d er e d pri or t o or d uri n g B D R M is t h e ass ess m e nt of t h e n u m b er of 
s u bj e ct s w h o h a v e dis c o nti n u e d or b e e n dis c o nti n u e d fr o m t h e st u d y d u e t o p a n d e mi c r el at e d 
e v e nt s ( e. g. C O VI D- 1 9) a n d t h e p ot e nti al n e e d of a s e nsiti vit y a n al ysis. A n y m aj or c h a n g es t o 
pl a n n e d a n al ys es will n e e d a n  a m e n d m e nt t o t h e R e p orti n g a n d A n al ysis Pl a n ( RA P ).  

E x c e pt as d es cri b e d b el o w, all listi n g s will b e pr o d u c e d f or all r a n d o mi z e d s u bj e ct s.  

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

T a bl es d e s cri b e d i n t his s e cti o n will b e pr o d u c e d f or all r a n d o mi z e d s u bj e ct s. S u bj e ct 
dis p o siti o n will i n cl u d e all s cr e e n e d s u bj e ct s ( ). All s cr e e n f ail ur e s u bj e ct d at a will 
b e l ist e d. 

C CI

P P D

P P D

P P D
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4. 1. 1 S u bj e ct Di s p o siti o n a n d Eli gi bilit y f o r A n al y si s P o p ul ati o n s 

S u bj e c t dis p o siti o n f or all s cr e e n e d s u bj e ct s will b e s u m m ari z e d as t h e n u m b er of s u bj e ct s 
s cr e e n e d, n u m b er of s u bj e ct s p as s e d s cr e e ni n g, n u m b er of s u bj e ct s f ail e d s cr e e ni n g wit h r e a s o n, 
n u m b er of s u bj e ct s r a n d o mi z e d, n u m b er a n d p er c e nt a g e of s u bj e ct s w h o r e c ei v e d a n y st u d y 
m e di c ati o n, c o m pl et e d t h e st u d y, a n d w h o dis c o nti n u e d wit h t h e r e as o n f or dis c o nti n u ati o n b y 
s e q u e n c e a n d o v er all ( ). S u bj e ct dis p o siti o n i n cl u di n g t h e s u bj e ct st at us 
( c o mpl et e d, Y es/ N o), criti c al d e m o gr a p hi c d at a ( a g e, s e x, r a c e), d at e of 
c o m pl eti o n/ dis c o nti n u ati o n a n d t h e s p e cifi c r e as o n f or dis c o nti n u ati o n, will b e list e d i n Listi n g 
1 6. 2. 1. 1 .  

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

Pr ot o c ol d e vi ati o ns will b e c oll e ct e d a n d st or e d i n   Cli ni c al Tri al M a n a g e m e nt S yst e m 
( C T M S). All d e vi ati o ns c oll e ct e d i n C T M S will b e pr o vi d e d b y t h e   cli ni c al st u d y 
m a n a g er as a Mi cr o s oft E x c el fil e a n d r e a d i nt o S D T M t o g e n er at e t h e d at a listi n g.  

T h e pr ot o c ol d e vi ati o n m a n a g e m e nt pl a n ( P D M P) list s t h e p ot e nti al pr ot o c ol d e vi ati o ns a n d 
ass o ci at e d s e v erit y b y c at e g or y f or t h e st u d y. Pri or t o d at a b as e l o c k, all pr ot o c ol d e vi ati o ns will 
b e cl as sifi e d a s criti c al, m aj or or mi n or. 

I m p ort a nt ( criti c al a n d m aj or) pr ot o c ol d e vi ati o ns (i n cl u di n g d e vi ati o ns r el at e d t o st u d y 
i n cl usi o n/ e x cl u si o n crit eri a, c o n d u ct of t h e tri al, p ati e nt m a n a g e m e nt or p ati e nt ass e ss m e nt) will 
b e s u m m aris e d a n d list e d. T h e n u m b er a n d p er c e nt a g e of s u bj e ct s wit h a n y criti c al or m aj or 
pr ot o c ol d e vi ati o n will b e pr es e nt e d ( ). Criti c al a n d m aj or pr ot o c ol d e vi ati o ns will 
b e list e d i n Listi n g 1 6. 2. 2. 1 . Mi n or pr ot o c ol d e vi ati o ns will b e list e d si mil arl y ( ). 

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

C h a n g es t o t h e pr o c e d ur es or e v e nt s w hi c h m a y i m p a ct t h e q u alit y of t h e P K d at a will als o b e 
d es cri b e d wit hi n t h e cli ni c al st u d y r e p ort b o d y t e xt. T h es e c h a n g e s or e v e nt s will i n cl u d e a n y 
cir c u mst a n c es t h at will alt er t h e e v al u ati o n of t h e P K. T h e y m a y p ot e nti all y aff e ct as littl e a s a 
si n gl e c o n c e ntr ati o n r e c or d or a n e ntir e pr ofil e ( c o n c e ntr ati o n-ti m e pr ofil e a n d/ or pri m ar y P K 
p ar a m et er s) . E x a m pl es aff e cti n g a si n gl e c o n c e ntr ati o n r e c or d i n cl u d e, b ut m a y n ot b e li mit e d 
t o, a si n gl e s a m pl e mis s e d or c oll e ct e d o ut si d e t h e pr ot o c ol- s p e cifi e d wi n d o w at n o n- criti c al 
ti m es. T h es e pr ot o c ol d e vi ati o ns m a y n ot i m p a ct t h e q u alit y of t h e P K d at a.  E x a m pl e s aff e cti n g 
a n e ntir e pr ofil e i n cl u d e, b ut m a y n ot b e li mit e d t o, v o miti n g f oll o wi n g or al d o si n g o c c urri n g 
wit hi n 1 0 3 mi n ut es p o st- d o s e, c o n c o mit a nt a d mi nistr ati o n of m e di c ati o ns wit h t h e p ot e nti al t o 
i m p a ct P K, a n d/ or i n a c c ur at e d o si n g o n t h e d a y of P K s a m pli n g. A s u bj e ct m a y n ot h a v e C m a x  
or t m a x  c orr e ctl y e v al u at e d if 2 or m or e s a m pl es ar e mis s e d ar o u n d t h e m e di a n tm a x . A s u bj e ct 
m a y n ot h a v e A U C 0-tl a st  c orr e ctl y e v al u at e d if 1 or m or e s a m pl es ar e mis s e d i n t h e d es c e n di n g 

C CI

C CI

C CI

P P D

P P D



P ar a c et a m ol 2 4 m g/ m L Str a w b err y or al s us p e n si o n  

2 1 5 2 6 2 

  

 

 

 

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

S O P - 2 0 8 5 5 9 St ati sti c al R e p orti n g a n d A n al ysi s pl a n t e m pl at e v 4. 0 

P a g e 1 0  of 2 0  

 

p h a s e of t h e c ur v e f oll o wi n g t h e l a st q u a ntifi a bl e c o n c e ntr ati o n. If pr ot o c ol d e vi ati o ns or e v e nt s 
i m p a cti n g e ntir e pr ofil e s o c c ur i n a n y tr e at m e nt p eri o d, s u bj e ct s will b e e x cl u d e d fr o m t h e P K 
a n al ysis p o p ul ati o n a n d P K d at a c oll e ct e d d uri n g b ot h tr e at m e nt p eri o ds will b e e x cl u d e d fr o m 
st atisti c al a n al ys e s.  

S u bj e ct s wit h b as eli n e p ar a c et a m ol c o n c e ntr ati o n > 5 % of t h e i n di vi d u al C m a x  f or eit h er p eri o d 
will b e e x cl u d e d fr o m t h e P K p o p ul ati o n. If > 1 0 % of s u bj e ct s ar e e x cl u d e d fr o m t h e P K 
p o p ul ati o n d u e t o b as eli n e p ar a c et a m ol c o n c e ntr ati o n > 5 % of t h e i n di vi d u al C m a x , a s e nsiti vit y 
a n al ysis will b e c o n d u ct e d i n cl u di n g all s u bj e ct s, e v e n t h o s e wit h t h e aff e ct e d d at a.  

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

T hr e e a n al ysis p o p ul ati o ns ar e d efi n e d.  
P o p ul ati o n D efi niti o n / Crit eri a A n al y s e s E v al u at e d 
All S u bj e ct s   C o m pri s e of all s u bj e ct s w h o si g n e d t h e 

i nf orm e d c o n s e nt t o p arti ci p at e i n t h e st u d y. 
 

  Di s p o siti o n 
  St u d y P o p ul ati o n 

 
S af et y   C o m pri s e of all r a n d o mi z e d s u bj e ct s w h o 

r e ceiv e at l e a st o n e st u d y m e di c ati o n. 
  T hi s p o p ul ati o n will b e b a s e d o n t h e tr e at m e nt 

t h e s u bj e ct a ct u all y r e c eiv e d. 

  D e m o gr a p h y 
  S a f et y 

P h ar m a c o ki n eti c    S u bj e ct s i n t h e ‘ S af et y’ p o p ul ati o n w h o  
c o m pl et e t h e t w o p eri o d s a n d w h o h a v e n o 
m aj or pr ot o c ol d e vi ati o n s c o n c er ni n g P K. 

  P K  

N O T E S :  
  Pl e a s e r ef er t o Att a c h m e nt 1: Li st of D at a Di s pl a y s w hi c h d et ail s t h e p o p ul ati o n t o b e u s e d f or e a c h di s pl a y b ei n g 

g e n er at e d. 

 

T h e n u m b er s of s u bj e ct s i n cl u d e d i n e a c h of t h e a n al ysis p o p ul ati o ns, a n d t h e n u m b er e x cl u d e d 
fr o m e a c h p o p ul ati o n br o k e n d o w n b y t h e r e as o n f or e x cl u si o n will b e pr es e nt e d ( ). 
S u bj e c t s e x cl u d e d fr o m a n y of t h e a n al ysis p o p ul ati o ns will b e list e d i n Listi n g 1 6. 2. 3. 1 , wit h 
t h e r e as o n f or e x cl u si o n. A n y d at a e x cl u d e d fr o m P K p o p ul ati o n will b e list e d i n Listi n g 
1 6. 2. 3. 2 . 

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

D e m o gr a p hi c a n d b a s eli n e c h ar a ct eristi cs s u m m ari es will b e pr o d u c e d f or t h e S af et y 
p o p ul ati o n. 

C CI
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4.2.1 Demographic Characteristics 

Categorical demographic variables include sex, race, ethnicity and method of contraception. 
These variables will be summarized by the number and percentage of subjects with each 
relevant characteristic by treatment sequence and for all subjects overall. Body Mass Index 
(BMI) will be calculated as weight (kg)/[height (m)]2. Age, weight, height and BMI will be 
summarized by the mean, standard deviation (SD), median, minimum and maximum values in 
each treatment sequence and overall. All demographic information will be tabulated in Table 
14.1.4.1 for safety population, Table 14.1.4.2 for pharmacokinetic population and listed in 
Listing 16.2.4.1 for all subjects screened. 

4.2.2 Other Baseline Characteristics 

Informed consent details will be listed in Listing 16.2.4.2. Study eligibility will be listed in 
Listing 16.2.4.3. Results from virology and pregnancy test (in females) will be presented in 
Listing 16.2.4.5 and Listing 16.2.4.6, respectively. Listing of drug and alcohol screen (urine 
illicit drug screen, urine cotinine, alcohol screen) will be provided in Listings 16.2.4.7 – 
16.2.4.9. 

4.2.3 Medical History 

Medical diagnoses/surgeries within the past 1 year will be listed in Listing 16.2.4.4, with start 
date and end date or ongoing at the start of study medication. Medical conditions will be coded 
using the Medical Dictionary for Regulatory Activities (MedDRA) version 24.0.  

4.3 Treatments (Study Products, Other Concomitant Therapies, 
Compliance) 

Exposure to study products and other medications will be summarized on the Safety Population.  

4.3.1 Study Product Compliance and Exposure 

Study product exposure to the treatment will be summarized as follows by treatment (Table 
14.2.1.1): 

 number (%) of subjects exposed to each treatment 

 number (%) of subjects fully compliant to dosing requirements (without any deviation) 

 number (%) of subjects with deviations from dosing requirements: 
o partial exposure  

 number (%) of subjects vomiting within 103 minutes post-dose 

 number (%) of subjects with baseline > 5% of the Cmax post-dose 
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St u d y pr o d u ct a d mi nistr ati o n will b e list e d i n Listi n g 1 6. 2. 5. 1 . St u d y pr o d u ct s will b e 
a d mi nist er e d u n d er t h e s u p er visi o n of i n v e sti g at or sit e p er s o n n el a n d h e n c e c o m pli a n c e is n ot 
c al c ul at e d.  

4. 3. 2 Pri o r a n d C o n c o mit a nt M e di c ati o n 

Pri o r a n d c o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g G S K W H O Dr u g Di cti o n ar y ( V er si o n 
3. 0 ). 

All pri or a n d c o n c o mit a nt m e di c ati o ns will b e list e d. M e di c ati o n/tr e at m e nt s t a k e n wit hi n 3 0 
d a ys pri or t o si g ni n g t h e i nf or m e d c o ns e nt f or m a n d st o p p e d b ef or e fir st d o s e of st u d y pr o d u ct 
a d mi nistr ati o n will b e d o c u m e nt e d as a pri or m e di c ati o n/tr e at m e nt. M e di c ati o ns/tr e at m e nt s 
t a k e n aft er fir st d o s e of st u d y pr o d u ct will b e d o c u m e nt e d as c o n c o mit a nt 
m e di c ati o n/tr e at m e nt s. Pri or m e di c ati o ns a n d c o n c o mit a nt m e di c ati o ns will b e list e d b y s u bj e ct, 
wit h pr ef err e d t er m, i n di c ati o n, d o s e, d o s e f or m, fr e q u e n c y, r o ut e, st art d at e a n d e n d d at e 
( ). C o n c o mit a nt m e di c ati o ns ( o n g oi n g at D a y 1 or st art e d o n o r aft er D a y 1) will 
b e list e d si mil arl y ( ). C o n c o mit a nt m e di c ati o ns will b e s u m m ari z e d (  

) f or t h e s af et y p o p ul ati o n. 

4. 4   A n al y si s of P h ar m a c o ki n eti c s  

4. 4. 1 Pri m a r y P h a r m a c o ki n eti c E n d p oi nt 

4. 4. 1. 1 Pri m a r y P h a r m a c o ki n eti c E n d p oi nt D efi niti o n 

P h ar m a c o ki n eti c bl o o d s a m pl es will b e t a k e n at pr e- d o s e ( 1 h o ur b ef or e d o si n g), a n d 5, 1 0, 2 0, 
3 0, 4 0, 5 0, 6 0, 8 0, 9 0, 1 2 0, 1 5 0, a n d 1 8 0 mi n ut es a n d 4, 5, 6, 8, 1 0, 1 2, 1 4, a n d 1 6 h o ur s 
p o st- d o s e i n P eri o d 1 a n d P eri o d 2.  

Pl as m a c o n c e ntr ati o ns of p ar a c et a m ol will b e d et er mi n e d usi n g a s p e cifi c a n d hi g hl y s e nsiti v e 
li q ui d c hr o m at o gr a p h y-t a n d e m m a ss s p e ctr o m etr y ( L C- M S/ M S) m et h o d ol o g y i n a l a b or at or y 
wit h G o o d L a b Pr a cti c e s ( G L P) c ertifi c ati o n. T h e t ar g et e d l o w er li mit of q u a ntit ati o n ( L L O Q) 
f or p ar a c et a m ol is 0. 2 5 µ g/ m L.  

T h e pri m ar y o bj e cti v e will b e e v al u at e d b as e d o n t h e f oll o wi n g c o m p aris o n:  

T h e n e w p ar a c et a m ol or al s us p e nsi o n ( T est) v er s us t h e m ar k et e d p ar a c et a m ol or al s us p e nsi o n 
P a n a d ol B &I ( R ef er e n c e), i n t er ms of A U C 0-tl a st , Cm a x , a n d tm a x .  

T h e pri m ar y st atisti c al a n al ys es will b e d o n e usi n g t h e P K p o p ul ati o n. T h e s af et y p o p ul ati o n 
will b e us e d f or t h e i n di vi d u al pl a s m a c o n c e ntr ati o n listi n g  a n d fi g ur es. T h e P K p o p ul ati o n will 
b e us e d f or m e a n c o n c e ntr ati o n-ti m e fi g ur es.  

C CI

C CI C CI
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4.4.1.2 Calculation of Primary Pharmacokinetic Parameters 

The appropriate noncompartmental PK parameters will be calculated from the plasma 
paracetamol concentration-time data using Phoenix® WinNonlin® Version 8.3. Actual sample 
times will be used in the calculations of PK parameters. The calculation of the actual time for 
paracetamol will be in respect to the start of dose administration time of oral suspension on 
Day 1 (Period 1) or Day 4 (Period 2). All primary PK parameters included in the protocol are 
listed in Table 4-1 below and are defined as appropriate for study design.  
 

Pharmacokinetic parameters will not be calculated for profiles with less than 3 consecutive 
post-dose time points with quantifiable concentrations. Profiles with insufficient data to 
calculate PK parameters will be included in the concentration listings only and excluded from 
the statistical analysis (summary and inferential statistics).  

4.4.1.3 Statistical Hypothesis, Model, and Method of Analysis 

Pharmacokinetic Population will be used for testing the statistical hypothesis. The PK 
parameters that will be used in the primary analyses are AUC0-tlast, Cmax, and tmax. 

Parameter  

Label to be Used in 
the Text, Tables, and 
Figures  Definition  

Method of 
Determination  

AUC0-tlast AUC(0-tlast) Area under the plasma 
concentration versus 
time curve from time 
zero to the last 
measurable sampling 
time point, tlast  

Calculated using the 
Linear Trapezoidal with 
Linear Interpolation 
Method  

Cmax  Cmax  The maximum 
observed plasma 
paracetamol post-dose 
concentration  

Taken directly from 
bioanalytical data  

tmax  tmax  The time of the 
maximum observed 
plasma paracetamol 
post-dose 
concentration  

Taken directly from 
bioanalytical data  
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T h e n ull a n d alt er n at e h y p ot h es es t o b e t est e d  i n t h e pri m ar y a n al ys e s ar e: 

A U C 0-tl a st a n d C m a x 

H 0 : T h e ( g e o m etri c) m e a n A U C 0- tl a st (li k e wis e Cm a x ) of  a n e w p ar a c et a m ol or al s u s p e nsi o n ( T est) 
is l ess t h a n 8 0. 0 % or gr e at er t h a n 1 2 5. 0 % of  t h at of P a n a d ol B &I ( R ef er e n c e). 

H 1 : T h e ( g e o m etri c) m e a n A U C 0-tl a st (li k e wis e Cm a x ) of  a n e w p ar a c et a m ol or al s us p e nsi o n 
( T est) is b et w e e n 8 0. 0 % a n d 1 2 5. 0 % of t h at of P a n a d ol B &I ( R ef er e nc e). 

tm a x 

H 0 : T h er e is n o  diff er e n c e b et w e e n a n e w p ar a c et a m ol or al s us p e nsi o n ( T est) a n d P a n a d ol B &I 
( R ef er e n c e). 

H 1 : T h er e is a diff er e n c e b et w e e n a n e w p ar a c et a m ol or al s us p e nsi o n ( T est) a n d P a n a d ol B &I 
( R ef er e n c e). 

A n  A n al ysis of  V ari a n c e ( A N O V A) m o d el will b e  fit t o t h e l o g-tr a nsf or m e d P K  p ar a m et er s 
( A U C0-tl a st a n d C m a x ), as  t h e d e p e n d e nt v ari a bl e, a n d tr e at m e nt, p eri o d, s e q u e n c e, a n d s u bj e ct 
n est e d wit hi n s e q u e n c e as  fi x e d eff e ct s ( ). F or e a c h  p air wis e c o m p aris o n, o nl y 
t h e d at a fr o m t h e t w o, c orr es p o n di n g tr e at m e nt s will b e  i n cl u d e d i n t h e m o d el. T h e pr es e n c e 
of  a st atisti c all y si g nifi c a nt s e q u e n c e eff e ct will b e  n ot e d, a n d it s i m pli c ati o ns will b e 
dis c uss e d. L e ast s q u ar es esti m at e of tr e at m e nt eff e ct s will b e c al c ul at e d a n d a 9 0 % 
c o nfi d e n c e i nt er v al ( CI ) f or t h e tr e at m e nt diff er e n c e will b e  c o m p ut e d. T h e tr e at m e nt 
diff er e n c e a n d it s 9 0 % CI  will b e e x p o n e nti at e d t o o bt ai n t h e r ati o of  t h e g e o m etri c l e a st 
s q u ar e m e a ns b et w e e n t h e t est a n d r ef er e n c e a n d it s CI. Bi o e q ui v al e n c e will b e  d et er mi n e d if 
t h e 9 0 % CI  f or t h e tr e at m e nt g e o m etri c l e ast s q u ar e m e a n r ati o li e s c o m pl et el y wit hi n t h e 
r a n g e 0. 8 0 t o 1. 2 5. 

tm a x will b e  a n al y z e d n o n p ar a m etri c all y usi n g Wil c o x o n si g n e d-r a n k t est (  ). 
M e di a n of  diff er e n c es b et w e e n tr e at m e nt s will b e pr es e nt e d wit h 9 0 % CI  f or t h e m e di a n 
diff er e n c e b as e d o n  a m et h o d b y H o d g es a n d L e h m a n b as e d o n  t h e P K p o p ul ati o n. 

I n di vi d u al pl as m a c o n c e ntr ati o ns of p ar a c et a m ol will b e list e d (  
) f or t h e s af et y p o p ul ati o n a n d s u m m ari z e d d es cri pti v el y b y tr e at m e nt at e a c h 

ti m e p oi nt f or t h e P K p o p ul ati o n ( n u m b er of o bs er v ati o ns [ n], arit h m eti c m e a n, S D, C V %, 
m e di a n, mi ni m u m, a n d m a xi m u m) (  ). S a m pl es t h at ar e o ut si d e t h e 
pr ot o c ol- s p e cifi e d c oll e cti o n wi n d o w ( +/- 2 mi n ut es d uri n g fir st 6 h o ur s aft er dr u g 
a d mi nistr ati o n, +/- 1 5 mi n ut es f or all r e m ai ni n g s a m pli n g i nt er v als) will n ot b e i n cl u d e d i n t h e 
d es cri pti v e st atisti cs. M e a n pl as m a c o n c e ntr ati o n v er s us n o mi n al ti m e pr ofil es b y tr e at m e nt 
will b e gr a p h e d f or t h e P K p o p ul ati o n ( ). I n di vi d u al pl as m a c o n c e ntr ati o n v er s us 
a ct u al ti m e pr ofil e s b y tr e at m e nt will b e gr a p h e d f or t h e s af et y p o p ul ati o n ( ). 

C CI

C CI

C CI

C CI

C CI

C CI
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All c o n c e ntr ati o n-ti m e pr ofil es ( e x c e pt t m a x ) will b e s h o w n o n b ot h li n e ar a n d s e mi-l o g arit h mi c 
s c al es.  

All P K p ar a m et er s will b e s u m m ari z e d f or e a c h tr e at m e nt b y d es cri pti v e st atisti cs. 
F or  t m a x :  n,  m e di a n,  mi ni m u m,  a n d  m a xi m u m. 
F or A U C 0-tl a st  a n d Cm a x : n, arit h m eti c m e a n, S D, C V %, g e o m etri c m e a n, g e o m etri c C V %, 
m e di a n, mi ni m u m, a n d m a xi m u m) f or t h e P K p o p ul ati o n ( ). C o m p ar ati v e pl ot s 
of i n di vi d u al p ar a c et a m ol pl as m a Cm a x  a n d A U C0-tl a st  v al u es v er s us tr e at m e nt will b e pr o vi d e d 
( ). A listi n g c o nt ai ni n g i n di vi d u al P K p ar a m et er v al u es will b e 
pr o vi d e d ( ).  

P h ar m a c o ki n eti c p ar a m et er s will b e r e p ort e d t o 3 si g nifi c a nt fi g ur es f or i n di vi d u al p ar a m et er s, 
wit h t h e e x c e pti o n of t m a x , w hi c h will b e pr es e nt e d t o 2 d e ci m al pl a c es. T h e l e v el of pr e cisi o n 
f or e a c h c o n c e ntr ati o n a n d P K p ar a m et er st atisti c will b e pr es e nt e d as f oll o ws:  

  Mi ni m u m/ m a xi m u m i n s a m e pr e cisi o n as bi o a n al yti c al d at a or p ar a m et er o ut p ut,  

  G e o m etri c m e a n/ arit h m eti c m e a n/ m e di a n i n 1 m or e l e v el of pr e cisi o n t h a n 
mi ni m u m/ m a xi m u m,  

  S D i n 1 m or e l e v el of pr e cisi o n t h a n g e o m etri c m e a n/ arit h m eti c m e a n/ m e di a n,  

  n will b e pr es e nt e d as a n i nt e g er, a n d  

  G e o m etri c C V %/ C V % will b e pr es e nt e d t o t h e n e ar est t e nt h.  

4. 4. 2  H a n dli n g of Mi s si n g V al u e s/ C e n s o ri n g/ Di s c o nti n u ati o n s 

S u bj e ct s w h o d e vi at e fr o m t h e pr ot o c ol , as w ell a s i n di vi d u al P K s a m pl es wit h pr ot o c ol 
d e vi ati o ns i m p a cti n g P K, will b e i d e ntifi e d a n d e x cl u d e d fr o m t h e P K a n al ys es a s a gr e e d b y t h e 
bi o st atisti ci a n, p h ar m a c o ki n eti cist, a n d m e di c al dir e ct or or d esi g n e e. F or t h e pri m ar y a n al ysis 
of P K p ar a m et er s, s u bj e ct s wit h b as eli n e c o n c e ntr ati o ns gr e at er t h a n 5 % C m a x  will b e e x cl u d e d 
fr o m t h e P K p o p ul ati o n.  

F or c o n c e ntr ati o n listi n gs: 

  B el o w l o w er li mit of q u a ntit ati o n ( B L O Q) v al u es will b e list e d as “ N ot d et e ct a bl e ” ( N D)  

F or t h e c o m p ut ati o n of d es cri pti v e st atisti cs a n d m e a n c o n c e ntr ati o n-ti m e pl ot s:: 

  B L O Q v al u es will b e tr e at e d as z er o. 

F or P K p ar a m et er c al c ul ati o ns a n d i n di vi d u al c o n c e ntr ati o n-ti m e pl ot s :  

  B L O Q v al u es pr e c e di n g q u a ntifi a bl e s a m pl e s i n t h e i niti al p orti o n of t h e pr ofil e will b e 
assi g n e d a v al u e of z er o,  

C CI

C CI

C CI
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 BLOQ values that occur between quantifiable data points, especially prior to Cmax, will 
be evaluated to determine if an assigned concentration of zero makes sense, or if 
exclusion of the BLOQ is warranted,  

 Following Cmax, BLOQ values embedded between 2 quantifiable data points will be 
treated as missing,  

 BLOQ values at the end of the collection interval (after the last quantifiable 
concentration) will be set to missing.  If consecutive BLOQ concentrations are followed 
by quantifiable concentrations in the terminal portion of the concentration curve, these 
quantifiable values will be excluded from the PK parameter calculation by setting them 
to missing, unless otherwise warranted by the concentration-time profile.   

Missing concentration or parameter values will not be imputed.  

4.5 Analysis of Secondary Objectives 

4.5.1 Pharmacokinetics (Secondary) 

4.5.1.1 Secondary Pharmacokinetic Endpoint Definition 

The secondary statistical analyses will be done using the PK population.  

4.5.1.2 Calculation of Secondary Pharmacokinetic Parameters  

The appropriate noncompartmental PK parameters will be calculated from the plasma 
paracetamol concentration-time data using Phoenix® WinNonlin® Version 8.3. Actual sample 
times will be used in the calculations of PK parameters. The calculation of the actual time for 
paracetamol will be in respect to the start of dose administration time of oral suspension on 
Day 1 (Period 1) or Day 4 (Period 2). All secondary PK parameters included in the protocol are 
listed in Table 4-2 below and are defined as appropriate for study design.  
 

Parameter  

Label to be Used in 
the Text, Tables, 
and Figures  Definition  

Method of 
Determination  

AUC0-inf AUC(0-inf) Area under the 
plasma concentration 
versus time curve 
calculated from time 
zero to infinity  

AUC0-inf = AUC0-tlast + 
(Clast/λz) where Clast is the 
last measurable 
concentration and λz is the 
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T h e λ z will b e d et er mi n e d usi n g li n e ar r e gr essi o n c o m p o s e d of at l e ast 3 d at a p oi nt s. T h e λ z will 
n ot b e assi g n e d if 1) t h e t er mi n al eli mi n ati o n p h a s e is n ot a p p ar e nt or  2) if tm a x  is 1 of t h e 3 l ast 
d at a p oi nt s. I n c as es w h er e t h e λ z is n ot assi g n e d, t h e v al u es of λ z, A U C0-i nf , a n d % A U Ce x ar e 
n ot c al c ul a bl e a n d will n ot b e r e p ort e d. T h e λ z will b e c o nsi d er e d u nr eli a bl e 1) if t h e a dj u st e d 
r e gr essi o n c o effi ci e nt v al u e is l e ss t h a n 0. 8 0 or 2) if % A U C e x is gr e at er t h a n 2 0 %. I n c as e s 
w h er e t h e λ z is c o nsi d er e d u nr eli a bl e, t h e v al u es of λz, A U C0-i nf , % A U Ce x, a n d t1/ 2  will b e 
i n cl u d e d i n t h e listi n g o nl y a n d e x cl u d e d fr o m t h e s u m m ar y st atisti c s 

A d diti o n al P K p ar a m et er s m a y b e c al c ul at e d or st atisti c al a n al ys es p erf or m e d, as a p pr o pri at e.  

4. 5. 1. 3 St ati sti c al H y p ot h e si s, M o d el, a n d M et h o d of A n al y si s 

A U C 0-i nf  will b e a n al y z e d a n d pr es e nt e d usi n g t h e s a m e A N O V A m o d el m et h o d as f or A U C0-tl a st  
a n d C m a x  ( ) b ut will n ot b e a p art of B E d et er mi n ati o n. 

All s e c o n d ar y P K p ar a m et er s will b e s u m m ari z e d f or e a c h tr e at m e nt b y d es cri pti v e st atisti c s 
( n, arit h m eti c m e a n, S D, C V %, g e o m etri c m e a n, g e o m etri c C V %, m e di a n, mi ni m u m, a n d 
m a xi m u m) f or t h e P K p o p ul ati o n. A listi n g c o nt ai ni n g i n di vi d u al P K p ar a m et er v al u es will b e 
pr o vi d e d.  

t er mi n al eli mi n ati o n r at e 
c o ns t a nt 

% A U C e x  % A U C e x P er c e nt a g e  of 
A U C 0- i nf o bt ai n e d b y 
e xtr a p ol ati o n 

% A U C e x  =  (1 –  
[ A U C0-tl a st / A U C0-i nf ]) * 1 0 0 

λ z  λ z  T h e  t er mi n al 
eli mi n ati o n  r at e 
c o nst a nt 

C o m p ut e d as t h e sl o p e of 
t h e r e gr essi o n li n e of 
l n( c o n c e ntr ati o n) vs ti m e. 
T h e r e gr essi o n s h o ul d 
g e n er all y i n v ol v e at l e ast 
3 c o ns e c uti v e m e as ur a bl e 
c o n c e ntr ati o ns (i n cl u di n g 
t h e  l a st  q u a ntifi a bl e 
c o n c e ntr ati o n)  t h at 
d e cr e as e m o n ot o ni c all y 
o v er ti m e.  

t1/ 2  t 1/ 2 A p p ar e nt eli mi n ati o n 
h alf- lif e 

t1/ 2 =  l n( 2)/ λz  

C CI
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P h ar m a c o ki n eti c p ar a m et er s will b e r e p ort e d t o 3 si g nifi c a nt f i g ur es f or i n di vi d u al p ar a m et er s. 
T h e l e v el of pr e cisi o n f or e a c h P K p ar a m et er st atisti c will b e pr es e nt e d as f oll o ws:  

  Mi ni m u m/ m a xi m u m i n s a m e pr e cisi o n as bi o a n al yti c al d at a or p ar a m et er o ut p ut,  

  G e o m etri c m e a n/ arit h m eti c m e a n/ m e di a n i n 1 m or e l e v el of pr e cisi o n t h a n 
mi ni m u m/ m a xi m u m,  

  S D i n 1 m or e l e v el of pr e cisi o n t h a n g e o m etri c m e a n/ arit h m eti c m e a n/ m e di a n,  

  n will b e pr es e nt e d as a n i nt e g er, a n d  

  G e o m etri c C V %/ C V % will b e pr es e nt e d t o t h e n e ar est t e nt h.  

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

F or t h e r e p orti n g of d e s cri pti v e st atisti c s of t h e s af et y v ari a bl es ( e. g. vit al si g ns), t h e m e a n, 
m e di a n, st a n d ar d d e vi ati o n, a n d c o nfi d e n c e i nt er v al s will b e pr es e nt e d t o o n e di git m or e 
pr e cisi o n t h a n t h e s o ur c e d at a. T h e mi ni m u m a n d m a xi m u m will b e pr es e nt e d t o t h e s a m e 
pr e cisi o n as t h e s o ur c e d at a. 

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

Tr e at m e nt E m er g e nt a d v er s e e v e nt s ( T E A E s) ar e A E s t h at ar e e m er g e nt or t h at w or s e n aft er 
t h e fir st st u d y pr o d u ct (t est of r ef er e n c e) a d mi nistr ati o n. All T E A E s will b e s u m m ari z e d b y 
pri m ar y s yst e m or g a n cl as s a n d pr ef err e d t er m.  

Tr e at m e nt e m er g e nt a d v er s e e v e nt s will b e s u m m ari z e d wit h a n o v er vi e w ( ) a n d 
t h e n b y t h e n u m b er a n d p er c e nt a g e of s u bj e ct s h a vi n g a n y T E A E, a T E A E i n e a c h S yst e m 
Or g a n Cl as s, a n d e a c h i n di vi d u al T E A E ( pr ef err e d t er m) ( ). Tr e at m e nt- e m er g e nt 
A E s  s u s p e ct e d of a r el ati o ns hi p t o st u d y m e di c ati o n will b e pr es e nt e d i n a si mil ar m a n n er (  

). All T E A E s will als o b e t a b ul at e d b y s e v erit y ( ) a n d b y r el at e d n es s a n d 
s e v erit y ( ). 

A d dit i o n all y, all T E A E s will b e list e d  

E a c h  A E will b e attri b ut e d t o t h e tr e at m e nt t a k e n m o st r e c e ntl y b ef or e t h e o ns et of t h e A E. 

 

A d v er s e e v e nt s d u e t o C O VI D- 1 9 will b e list e d a n d t a b ul at e d s e p ar at el y (  a n d 
).  

A d v e r s e e v e nt s wit h f at al o ut c o m e will b e list e d b y tr e at m e nt . ( ). N o n-f at al 
s er i o us a d v er s e e v e nt s a n d a d v er s e e v e nt s c a usi n g st u d y tr e at m e nt dis c o nti n u ati o n will b e list e d 
( ).  

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI
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4. 6. 2  L a b o r at o r y T e st s 

List i n g of all l a b or at or y t est r es ult s ( bi o c h e mistr y, h e m at ol o g y, c o a g ul ati o n, uri n al ysis) will b e 
pr o vi d e d i n  –  . wit h a b n or m al v al u e s fl a g g e d f or t h e s af et y p o p ul ati o n. 
R es u lt s fr o m C O VI D- 1 9 t est will b e pr o vi d e d i n  a n d  . 

4. 6. 3 Vit al Si g n s 

 
Vit al si g ns ( s yst oli c a n d di a st oli c bl o o d pr ess ur e, p uls e r at e, r es pir ati o n a n d b o d y t e m p er at ur e ) 
will b e s u m m ari z e d f or t h e s af et y p o p ul ati o n wit h d es cri pti v e st atisti cs ( m e a n, S D , m e di a n, 
mi ni m u m a n d m a xi m u m) f or t h e o bs er v e d a n d c h a n g e fr o m b as eli n e v al u es b y ti m e p oi nt 

). Vit al si g ns at e a c h ass e ss m e nt, i n cl u di n g b o d y w ei g ht, 
will als o b e list e d ( ). 

4. 6. 4 Fi n di n g s o n P h y si c al E x a mi n ati o n 

Fi n di n gs fr o m p h ysi c al e x a mi n ati o n will b e list e d ( ). A n y a b n or m al fi n di n gs 
j u d g e d t o b e cli ni c all y si g nifi c a nt w hi c h o c c urr e d aft er si g ni n g t h e i nf or m e d c o ns e nt f or m will 
b e r e c or d e d as a n A E. A n y p h ysi c al e x a mi n ati o n fi n di n gs d o c u m e nt e d as A E s will b e i n cl u d e d 
i n t h e s u m m ar y of A E s. 

4. 6. 5  Ot h e r S af et y V a ri a bl e s 

D at a f or E C G ( ) will b e list e d o nl y. 

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

 

T h er e w er e n o c h a n g es or d e vi ati o ns t o t h e ori gi n all y pl a n n e d st atisti c al a n al ysis s p e cifi e d i n 
t h e pr ot o c ol a m e n d m e nt 3 V er si o n 4. 0 ( D at e d: 0 5/A U G/ 2 0 2 1).   
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Att a c h m e nt 1: Li st of D at a Di s pl a y s 

 

 

C CI



St atisti c al A n al ysis Pl a n - R e p o rti n g a n d A n al ysis Pl a n - S A P o r P K- P D S e cti o ns 
T h e r e of - 2 2- O ct- 2 0 2 1

El e ct r o ni c Si g n at u r e M a nif est ati o n 

T his p a g e is a m a nif est ati o n of t h e el e ctr o ni c si g n at ur e(s) us e d i n c o m pli a n c e wit h t h e or g a ni z ati o n's 
el e ctr o ni c si g n at ur e p oli ci es a n d pr o c e d ur es.

P a g e 2 1 - O bj e ct 1 0 0 0 5 5 1 A 0 0 0 0 0 0 0 0 4 E 9 F 1 4 6 2

Si g n e r F ull 
N a m e

M e a ni n g of Si g n at u r e D at e a n d Ti m e

D o c u m e nt A p pr o v al (I c ertif y t h at I h a v e t h e e d u c ati o n, tr ai ni n g 
a n d e x p eri e n c e t o p erf or m t his t as k)

D o c u m e nt A p pr o v al (I c ertif y t h at I h a v e t h e e d u c ati o n, tr ai ni n g 
a n d e x p eri e n c e t o p erf or m t his t as k)

D o c u m e nt A p pr o v al (I c ertif y t h at I h a v e t h e e d u c ati o n, tr ai ni n g 
a n d e x p eri e n c e t o p erf or m t his t as k)

D o c u m e nt A p pr o v al (I c ertif y t h at I h a v e t h e e d u c ati o n, tr ai ni n g 
a n d e x p eri e n c e t o p erf or m t his t as k)

D o c u m e nt A p pr o v al (I c ertif y t h at I h a v e t h e e d u c ati o n, tr ai ni n g 
a n d e x p eri e n c e t o p erf or m t his t as k)

P P D

P P D

P P D

P P D

P P D

P P D

P P D

P P D

P P D
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