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1.  I N T R O D U C TI O N  

T his d o c u m e nt d es cri b es t h e r ul es a n d c o n v e nti o ns t o b e us e d i n t h e pr es e nt ati o n a n d a n al ysis of 

s af et y a n d cli ni c al effi c a c y d at a f or Pr ot o c ol 2 1 3 5 1 4. It d e s cri b es t h e d at a t o b e s u m m ari z e d a n d 

a n al y z e d, i n cl u di n g s p e cifi cs of t h e st atisti c al a n al ys es t o b e p erf or m e d.  

T his st atisti c al a n al ysis pl a n ( S A P) is b a s e d o n pr ot o c ol v er si o n 1. 0 a m e n d m e nt 0 1 d at e d 

1 9 M a y 2 0 2 1. 

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

2. 1.  P RI M A R Y A N D S E C O N D A R Y O B J E C TI V E  

T a bl e 1 

O bj e cti v es E n d p oi nts 

Pri m ar y Pri m ar y 

 T h e pri m ar y o bj e cti v e of t h e st u d y is 

t o ass ess tr e at m e nt- e m er g e nt a d v ers e 

e v e nts ( T E A Es) i n c hil dr e n r e c ei vi n g 

A u g m e nti n ( E S)- 6 0 0 ( A M C/ C V A 

1 4: 1) at 9 0/ 6. 4 m g/ k g/ d a y i n t w o 

di vi d e d d os es, a d mi nist er e d f or 1 0 

d a ys i n A R TIs( A O M, A B R S or 

C A B P). 

 S af et y will b e e v al u at e d b y ass essi n g 

t h e i n ci d e n c es of tr e at m e nt e m er g e nt 

a d v ers e e v e nts ( T E A E). 

S e c o n d ar y  S e c o n d ar y 

 T h e s e c o n d ar y o bj e cti v e of t h e st u d y 

is t o ass ess cli ni c al effi c a c y a n d 

i n ci d e n c e of pr ot o c ol d efi n e d 

di arr h o e a ( P D D) i n c hil dr e n r e c ei vi n g 

A u g m e nti n ( E S)- 6 0 0 A M C/ C V A 1 4: 1 

at 9 0/ 6. 4 m g/ k g/ d a y i n t w o di vi d e d 

d os es a d mi nist er e d f or 1 0 d a ys i n 

A R TIs ( A O M, A B R S or C A B P). 

 Effi c a c y ass ess m e nt will b e b as e d o n:  

1.  E arl y cli ni c al r es p o ns e at t h e o n-

t h er a p y visit ( D a y 3 t o 5), d efi n e d i n 

i nt er v e nti o n.  

2.  Pri m ar y cli ni c al r es p o ns e at t h e e n d-

of-t h er a p y visit ( D a y 1 2 t o 1 4), 

P P D

P P D
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A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

 

3.  S e c o n d ar y cli ni c al r es p o ns e at f oll o w-

u p ( d a y 2 2 t o 2 8) i. e.

 

 I n ci d e n c e of pr ot o c ol- d efi n e d di arr h e a 

( P D D) i n c hil dr e n r e c ei vi n g 

A u g m e nti n ( E S)- 6 0 0 ( A M C/ C V A 

1 4: 1) at 9 0/ 6. 4 m g/ k g/ d a y i n t w o 

di vi d e d d os es a d mi nist er e d f or 1 0 

d a ys i n A R TIs ( A O M, A B R S or 

C A B P). 

2. 2.  E S TI M A N D S  

T h e pri m ar y, a n d s e c o n d ar y esti m a n ds t o s u p p ort r e g ul at or y d e cisi o ns ar e d es cri b e d i n  

f oll o wi n g t a bl e: 

Pri m ar y Esti m a n d: - 

T h e pri m ar y cli ni c al q u e sti o n of i nt er est is: 

T o ass ess tr e at m e nt- e m er g e nt a d v ers e e v e nts ( T E A Es) i n c hil dr e n r e c ei vi n g A u g m e nti n ( E S)-
6 0 0 ( A M C/ C V A 1 4: 1) at 9 0/ 6. 4 m g/ k g/ d a y i n t w o di vi d e d d os es, a d mi nist er e d f or 1 0 d a ys i n 
A R TIs ( A O M, A B R S or C A B P). 

T h e pri m ar y esti m a n d is d es cri b e d b y t h e f oll o wi n g attri b ut es: 

 P o p ul ati o n: 

C hil dr e n wit h a c ut e r es pir at or y tr a ct i nf e cti o ns ( A R TIs) i n I n di a b et w e e n 6 m o nt hs t o 

1 2 y e ars of eit h er g e n d er 

 Tr e at m e nt c o n diti o ns:  

A u g m e nti n ( E S)- 6 0 0 wit h d os e l e v el 9 0/ 6. 4 m g/ k g/ d a y t wi c e d ail y ( 1 2 h o url y) f or 1 0 

d a ys. 

 V ari a bl e s/ E n d p oi nts:  

Tr e at m e nt e m er g e nt a d v ers e e v e nts ( T E A E s), S eri o us tr e at m e nt e m er g e nt a d v ers e 

e v e nts ( T E S A Es). 

 S u m m ar y m e as ur e:  

P P D

P P D
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pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

      C o u nts a n d p er c e nt a g es f or i n ci d e n c e of T E A E s a n d T E S A Es, 9 5 % CI f or s u bj e cts 

w h o h a v e at l e ast o n e or A n y T E A E.   

 I nt er c urr e nt e v e nts (I C E s): 

Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o a n y r e as o n  W hil e- o n-tr e at m e nt str at e g y 

f or T E A Es a n d T E S A Es.  

R ati o n al e f or Esti m a n d: 

T h e r ati o n al e of t h e w hil e- o n-tr e at m e nt str at e g y is t o esti m at e t h e o c c urr e n c e of T E A Es a n d 
T E S A Es  w h e n s u bj e cts h a v e t a k e n t h e d os e/tr e at m e nt c o n diti o n. 

Tr e at m e nt P oli c y will b e u s e d f or p ost-tr e at m e nt A Es, Pr e- a n d P o st- tr e at m e nt S A Es. 

T h e r e as o ni n g of tr e at m e nt p oli c y ( a s c oll e ct e d) is t o esti m at e t h e o c c urr e n c e of p ost-tr e at m e nt 
A Es, a n d pr e- a n d p ost-tr e at m e nt S A Es u ntil s u bj e cts ar e o n st u d y will b e c oll e ct e d a n d r e p ort e d. 

N o i nt er c urr e nt e v e nt is d efi n e d f or ot h er s af et y e n d p oi nts. T h e d at a will b e a n al y z e d a s c oll e ct e d.  

S e c o n d ar y E sti m a n ds :- 

T h e s e c o n d ar y cli ni c al q u esti o ns of i nt er est ar e: 

T o ass ess E arl y a n d Pri m ar y r es p o ns es i n c hil dr e n r e c ei vi n g A u g m e nti n ( E S)- 6 0 0 ( A M C/ C V A 
1 4: 1) at 9 0/ 6. 4 m g/ k g/ d a y i n t w o di vi d e d d os es a d mi nist er e d f or 1 0 d a ys i n A R TIs ( A O M, A B R S 
or C A B P). 

T h e s e c o n d ar y esti m a n ds ar e d es cri b e d b y t h e f oll o wi n g attri b ut e s: 

1.  E arl y cli ni c al r es p o ns e at o n-t h er a p y [( O T) ( D a y 3 t o 5)] 

 

 P o p ul ati o n: 

C hil dr e n wit h a c ut e r es pir at or y tr a ct i nf e cti o ns ( A R TIs) i n I n di a b et w e e n 6 m o nt hs t o 

1 2 y e ars of eit h er g e n d er. 

 Tr e at m e nt c o n diti o ns:  

A u g m e nti n ( E S)- 6 0 0 wit h d os e l e v el 9 0/ 6. 4 m g/ k g/ d a y t wi c e d ail y ( 1 2 h o url y) f or 1 0 

d a ys. 

 V ari a bl e/ E n d p oi nt:  

Pr o p orti o n of s u c c essf ul e arl y cli ni c al r es p o ns e at o n-t h er a p y ( O T) visit. 

 S u m m ar y m e as ur e:  

C o u nts a n d p er c e nt a g es f or e arl y cli ni c al r es p o ns e at o n-t h er a p y ( O T) visit wit h 

c orr es p o n di n g 9 5 % CI.  

 I nt er c urr e nt e v e nts (I C E s): 

P P D

P P D
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- Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o A E, di s c o nti n u ati o n of st u d y tr e at m e nt d u e t o 
l a c k of effi c a c y a n d us e of r es c u e m e di c ati o n - C o m p osit e str at e g y  

 
If s u bj e ct dis c o nti n u e d u e t o a b o v e m e nti o n e d I C Es, t h e n e arl y r es p o ns e f or t h at s u bj e ct 
will b e i m p ut e d as a f ail ur e.   

 
- Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o a n y ot h er r e as o n  Tr e at m e nt P oli c y  

 

R ati o n al e f or esti m a n d: 

Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o A E, dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o l a c k of  
effi c a c y a n d us e of r es c u e m e di c ati o n will aff e ct t h e e arl y cli ni c al r es p o ns e t h us t h e e arl y cli ni c al 
r es p o ns e will b e c o u nt e d as f ail ur e u n d er c o m p osit e str at e g y. 
T h e r e as o ni n g of tr e at m e nt p oli c y is t o esti m at e t h e e arl y cli ni c al r es p o ns e u ntil s u bj e cts ar e o n 
st u d y will b e c oll e ct e d a n d r e p ort e d (r e g ar dl ess of t h e i nt er c urr e nt e v e nt o c c urri n g). 

2.  Pri m ar y cli ni c al r es p o ns e at e n d of t h er a p y [ E O T ( D a y 1 2 t o 1 4)]  

 

 P o p ul ati o n: 

C hil dr e n wit h a c ut e r es pir at or y tr a ct i nf e cti o ns ( A R TIs) i n I n di a b et w e e n 6 m o nt hs t o 

1 2 y e ars of eit h er g e n d er. 

 Tr e at m e nt c o n diti o ns:  

A u g m e nti n ( E S)- 6 0 0 wit h d os e l e v el 9 0/ 6. 4 m g/ k g/ d a y t wi c e d ail y ( 1 2 h o url y) f or 1 0 

d a ys. 

 V ari a bl e/ E n d p oi nt:  

Pr o p orti o n of s u c c essf ul pri m ar y cli ni c al r es p o ns e at e n d of t h er a p y ( E O T) visit. 

 S u m m ar y m e as ur e:  

C o u nts a n d p er c e nt a g es f or pri m ar y cli ni c al r es p o ns e at e n d of t h er a p y ( E O T) visit 

wit h c orr es p o n di n g 9 5 % CI.  

 I nt er c urr e nt e v e nts (I C E s): 

- L a c k of c o m pli a n c e ( < 8 0 %) - Pri n ci p al str at u m  

O nl y t h os e s u bj e cts w h o h a v e at l e ast  8 0 % c o m pli a n c e w o ul d b e c o nsi d er e d i n t h e 
c al c ul ati o n f or pr o p orti o n of pri m ar y cli ni c al r es p o ns e  

- Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o A E, di s c o nti n u ati o n of st u d y tr e at m e nt d u e t o 
l a c k of effi c a c y a n d us e of r es c u e m e di c ati o n - C o m p osit e str at e g y  

 

P P D

P P D
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If s u bj e ct dis c o nti n u e d u e t o a b o v e m e nti o n e d t hr e e I C Es, t h e n pri m ar y cli ni c al r es p o ns e 
f or t h at s u bj e ct will b e i m p ut e d as a f ail u r e.   

 
- Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o a n y ot h er r e as o n  Tr e at m e nt P oli c y  

 

R ati o n al e f or esti m a n d: 

L a c k of c o m pli a n c e ( < 8 0 %) will i m p a ct o n pri m ar y cli ni c al r es p o ns e t h er ef or e s u bj e ct s w h o h a v e 
at l e ast ( ) 8 0 % w o ul d b e c o nsi d er e d f or pri m ar y cli ni c al r es p o ns e u n d er pri n ci p al str at u m 
str at e g y.  

Dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o A E, dis c o nti n u ati o n of st u d y tr e at m e nt d u e t o l a c k of  
effi c a c y a n d us e of r es c u e m e di c ati o n will aff e ct t h e pri m ar y cli ni c al r es p o ns e t h us t h e pri m ar y 
cli ni c al r es p o ns e will b e c o u nt e d as f ail ur e u n d er c o m p osit e str at e g y. 

T h e r e as o ni n g of tr e at m e nt p oli c y is t o esti m at e t h e pri m ar y cli ni c al r es p o n s e u ntil s u bj e cts ar e o n 
st u d y will b e c oll e ct e d a n d r e p ort e d (r e g ar dl ess of t h e i nt er c urr e nt e v e nt o c c urri n g). 

N o i nt er c urr e nt e v e nt is d efi n e d f or s e c o n d ar y cli ni c al r es p o ns e e n d p oi nt as n o e v e nts ar e e x p e ct e d 
t o o c c ur d uri n g t h e f oll o w- u p p eri o d. T h e d at a will b e a n al y z e d as c oll e ct e d. 
N o i nt er c urr e nt e v e nt is d efi n e d f or Pr ot o c ol- d efi n e d di arr h o e a ( P D D) e n d p oi nt. T h e d at a will b e 
a n al y z e d as c oll e ct e d.  

3.  S T U D Y D E SI G N  

3. 1.  G E N E R A L D E S C R I P TI O N  

T his st u d y is a n o p e n l a b el, m ulti- c e ntr e, n o n- c o m p ar ati v e st u d y. S u bj e cts will b e c hil dr e n a g e d 
b et w e e n 6 m o nt hs t o 1 2 y e ars, pr es e nti n g wit h A R TIs i n cl u di n g A O M, A B R S a n d C A B P. 
 
At Pr eli mi n ar y Visit ( D a y 0) aft er si g ni n g t h e i nf or m c o ns e nt f or m b y t h e p ar e nt/ g u ar di a n a n d 
ass e nt f or m b y c hil dr e n b et w e e n 7 t o 1 2 y e ars of a g e, a s eri es of s cr e e ni n g e v al u ati o ns will b e 
p erf or m e d i n or d er t o d et er mi n e w h et h er pr os p e cti v e st u d y p arti ci p a nt m e et s t h e i n cl usi o n crit eri a. 
E nr oll e d a n d s cr e e n p ass e d s u bj e cts will r e c ei v e A u g m e nti n ( E S)- 6 0 0 at 9 0/ 6. 4 m g/ k g/ d a y 
a d mi nist er e d i n t w o di vi d e d d os es, e v er y 1 2 h o urs wit h f o o d f or 1 0 d a ys. 
T h e i n ci d e n c e of pr ot o c ol- d efi n e d di arr h o e a will b e d et er mi n e d fr o m i nf or m ati o n c oll e ct e d fr o m 
t h e P ati e nt Di ar y c ar ds, w hi c h will b e a p pr o pri at el y tr a nsl at e d f or all l a n g u a g es r e q uir e d b as e d o n 
sit e s p arti ci p ati n g i n t h e tri al.  
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Aft er a mi ni m u m -

e n d p oi nt). S af et y p ar a m et er i n cl u d es tr e at m e nt e m er g e nt a d v ers e e v e nts ( T E A Es) f or pri m ar y 
st u d y o bj e cti v e. A d diti o n all y, cli ni c al st at us, st u d y i nt er v e nti o n c o m pli a n c e, c o m pl eti o n of P ati e nt 
Di ar y c ar ds, a n d c o n c o mit a nt m e di c ati o ns us e will als o b e ass ess e d. T h e I n v esti g at or will ass ess 
s af et y p ar a m et ers a n d cli ni c al st at us w h er e as st u d y c o or di n at or will c h e c k ot h er p ar a m et ers wit h 
c o or di n at e d eff ort. 
 
S u bj e cts  5), will 
b e wit h dr a w n fr o m t h e st u d y i nt er v e nti o n ( as p er I n v esti g at or dis cr eti o n) a n d tr e at e d a p pr o pri at el y. 
I n s u c h c as e, t h e O T visit will b e c o nsi d er e d as E n d of T h er a p y ( E O T), a n d all e v al u ati o ns t h at ar e 
pl a n n e d at s c h e d ul e d E O T ( D a y 1 2 t o 1 4) will b e c o m pl et e d i n t his visit. H o w e v er, t h es e S u bj e cts 
will r et ur n at F U visit ( D a y 2 2 t o 2 8) f or s af et y as s ess m e nt. 
 
S u bj e cts 
pri or t o E O T, will b e s c h e d ul e d t o r et ur n t o t h e sit e f or a n i nt eri m e v al u ati o n, wit hi n 2 4 h o urs of 
n otifi c ati o n t o t h e I n v esti g at or. S u bj e cts will t h e n b e wit h dr a w n fr o m t h e st u d y i nt er v e nti o n ( as 
p er I n v esti g at or dis cr eti o n) a n d tr e at e d a p pr o pri at el y. I n s u c h c as e, t h e i nt eri m visit will b e 
c o nsi d er e d as E O T visit, a n d all e v al u ati o ns t h at ar e pl a n n e d at s c h e d ul e d E O T ( D a y 1 2 t o 1 4) will 
b e c o m pl et e d i n t his visit. H o w e v er, t h es e S u bj e cts will r et ur n at F U visit ( D a y 2 2 t o 2 8) f or s af et y 
ass ess m e nt. 
T h e S u bj e cts ( E O T) 
e v al u ati o n b et w e e n D a y 1 2 a n d 1 4. T h e I n v esti g at or will e n q uir e t h e p arti ci p a nt or p ar e nt/l e g al 
g u ar di a n a b o ut d e v el o p m e nt of A Es a n d us e of c o n c o mit a nt m e di c ati o n( s). 
 
T h e I n v esti g at or will p erf or m s af et y ( pri m ar y e n d p oi nt) a n d pri m ar y cli ni c al r es p o ns e (s e c o n d ar y 
e n d p oi nt) e v al u ati o n. P ati e nt Di ar y c ar ds a n d u n us e d m e di c ati o n will b e r et ur n e d at t his vi sit. 
 
S u bj e cts w h o e x p eri e n c e r e c urr e n c e of si g ns/s y m pt o ms aft e r E O T visit ( D a y 1 2 t o 1 4), b ut pri or 
t o s c h e d ul e d F U visit ( D a y 2 2 t o 2 8) will b e r e q uir e d t o visit t h e st u d y sit e t wi c e p ost E O T - o n c e 
f or t h e i nt eri m visit at t h e ti m e of a n y r e c urr e n c e ( D a y 1 5 t o 2 1) a n d f or t h e s c h e d ul e d F U visit 
( D a y 2 2 t o 2 8). At t h e i nt eri m visit, all t h e e v al u ati o ns 
w hi c h ar e t o b e p erf or m e d at s c h e d ul e d F U visit will b e c o n d u ct e d. H o w e v er, i n s u c h c as es, all 
e v al u ati o ns e x c e pt s e c o n d ar y cli ni c al r es p o ns e will b e r e p e at e d at s c h e d ul e d F U visit ( D a y 2 2 t o 
2 8). All S u bj e cts e x p eri e n ci n g r e c urr e n c e p ost E O T will b e tr e at e d 
dis cr eti o n. 
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All S u bj e cts, i n cl u di n g wit h dr a w als E O T or h a d dis e as e r e c urr e n c e aft er 
E O T, will r et ur n f or s c h e d ul e d F U visit o n D a y 2 2 t o 2 8. T his visit is r e q uir e d f or s af et y ass e ss m e nt 
a n d a d mi nistr ati o n of a d diti o n al m e di c ati o n, if w arr a nt e d. 
 
T h e S u bj e cts c o nti n ui n g - ) visit b et w e e n 

I n v esti g at or will p erf or m 
fi n al s af et y ( pri m ar y e n d p oi nt) a n d s e c o n d ar y cli ni c al r es p o ns e (s e c o n d ar y e n d p oi nt) e v al u ati o n 
( e x c e pt f or r e c urr e n c e) d uri n g t h e visit. 
 
I n g e n er al, F U visit at D a y 2 2 t o 2 8 i n cl u d e s b ot h s af et y a n d effi c a c y a ss ess m e nt f or S u bj e cts w h o 

 S u bj e cts w h o w er e cli ni c al 
 T h es e S u bj e cts ar e, b y d efi niti o n, cli ni c al 

f ail ur es at f oll o w- u p visit. 
 

T a bl e 2:  St u d y Fl o w C h art 
 

 

3. 2.  S C H E D U L E O F E V E N T S  

S c h e d ul e of e v e nts c a n b e f o u n d i n S e cti o n 1. 3 of t h e pr ot o c ol. 

3. 3.  C H A N G E S T O A N A L Y SI S F R O M P R O T O C O L  

T h er e is n o c h a n g e i n a n al ysis fr o m pr ot o c ol. 

P P D

P P D



 

Gl a x o S mit h Kli n e
P h ar m a c e uti c als Lt d.  

2 1 3 5 1 4  

St ati sti c al A n al y si s Pl a n  P a g e 1 7 of 4 3  

 

D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0 \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

4.  P L A N N E D A N A L Y S E S  

4. 1.  D A T A M O N I T O R I N G C O M MI T T E E ( D M C)  

T h er e will b e n o D M C f or t his st u d y. 

4. 2.  I N T E RI M A N A L Y SI S  

T h er e will b e n o I nt eri m a n al ysis f or t his st u d y. 

4. 3.  F I N A L A N A L Y SI S  

All a n al ys es i d e ntifi e d i n t hi s S A P will b e p erf or m e d b y I Q VI A Bi ost ati sti c s f oll o wi n g S p o ns or 

A ut h ori z ati o n of t his St atisti c al A n al ysis Pl a n a n d D at a b as e L o c k. 

5.  A N A L Y SI S P O P U L A TI O N S  

T h e f oll o wi n g a n al ysis p o p ul ati o n will b e d efi n e d f or t his st u d y:  

5. 1.  E N R O L L E D P O P U L A TI O N [ E N R] 

T h e all s u bj e cts e nr oll e d ( E N R) p o p ul ati o n will c o nt ai n all s u bj e cts w h o pr o vi d e i nf or m e d 

c o ns e nt f or t his st u d y. 

T his a n al ysis p o p ul ati o n will b e us e d t o s u m m ari z e s u bj e ct dis p ositi o n (s cr e e n f ail ur es a n d 

r e as o n f or s cr e e n f ail ur e). 

5. 2.  I N T E N T T O T R E A T P O P U L A TI O N (I T T) 

All S u bj e cts w h o ar e e nr oll e d a n d r e c ei v e at l e ast 1 a d mi nistr ati o n of t h e i n v esti g ati o n al pr o d u ct 

( A u g m e nti n [ E S]- 6 0 0) will b e i n cl u d e d i n t h e i nt e nt-t o tr e at p o p ul ati o n.  T h e I T T p o p ul ati o n will 

b e us e d f or all s af et y a n d effi c a c y a n al ys es. 
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6.  G E N E R A L C O N S I D E R A TI O N S  

6. 1.  R E F E R E N C E S T A R T D A T E A N D S T U D Y D A Y  

St u d y D a y will b e c al c ul at e d fr o m t h e r ef er e n c e st art d at e a n d will b e us e d t o s h o w st art/st o p d a y 

of ass e ss m e nts a n d e v e nt s.  

 

R ef er e n c e st art d at e is d efi n e d as t h e d a y of t h e fir st d os e of st u d y m e di c ati o n, ( D a y 1 is t h e d a y 

of t h e first d os e of st u d y m e di c ati o n) a n d will a p p e ar i n e v er y listi n g w h er e a n ass ess m e nt d at e 

or e v e nt d at e a p p e ars.  

If t h e d at e of t h e e v e nt i s o n or aft er t h e r ef er e n c e d at e, t h e n: 

 St u d y D a y = ( d at e of e v e nt  r ef er e n c e d at e) + 1. 

If t h e d at e of t h e e v e nt i s pri or t o t h e r ef er e n c e d at e t h e n: 

 St u d y D a y = ( d at e of e v e nt  r ef er e n c e d at e). 

I n t h e sit u ati o n w h er e t h e e v e nt d at e is p arti al or missi n g, St u d y D a y, a n d a n y c orr es p o n di n g 

d ur ati o ns will a p p e ar p arti al or mis si n g i n t h e listi n gs. 

6. 2.  B A S E LI N E  

T h e b as eli n e v al u es ( n o n- mis si n g) f or e a c h p ar a m et er will b e t h e l ast a v ail a bl e ass e ss m e nt r es ult 

pri or t o t h e first d os e of st u d y a d mi nistr ati o n. I n c as e first d os e c a n b e gi v e n o n D a y 0 ( aft er 

l a b or at or y t e st r es ult a v ail a bilit y), t h e s a m e will b e c o nsi d er e d as D a y 1. 

 C h a n g e fr o m B as eli n e = P o st- D os e Visit V al u e  B as eli n e 

 P er c e nt a g e C h a n g e fr o m B as eli n e = 1 0 0 x [( P ost- D os e Visit V al u e  B as eli n e) / 

B as eli n e 

6. 3.  C O M P U T A TI O N O F A G E  

pr eli mi n ar y 

i m p ut e d wit h 3 0t h J u n e ( 3 0 J u n Y Y Y Y).  
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6. 4.  A N A L Y SI S P E RI O D  

T h e f oll o wi n g a n al ysis p eri o ds ar e d efi n e d f or t hi s st u d y: 
 

 Pr e-tr e at m e nt p eri o d = D at e of Pr eli mi n ar y Visit ( D a y 0) t o D at e of first d o s e - 1  

 O n-tr e at m e nt p eri o d = D at e of first d os e t o D at e of l ast d os e i n cl usi v e + 1  

 P ost-tr e at m e nt p eri o d = E n d of l a st d os e + 1 d a ys t o E n d of st u d y d at e  

 
T r e at m e nt P e ri o d  f o r A d v e rs e E v e nts: 
 

Pr e- Tr e at m e nt : 
 

A n A E will b e s ai d t o b e pr e-tr e at m e nt A E if 
A E St art D at e < St u d y Tr e at m e nt St art D at e 

 

Tr e at m e nt E m er g e nt A d v ers e E v e nt: 
A n A E will b e d efi n e d as Tr e at m e nt e m er g e nt a d v ers e e v e nt ( T E A E) if t h e A E st art d at e is o n or 
aft er tr e at m e nt st art d at e & o n or b ef or e tr e at m e nt st o p d at e + 1 

 
 + 1 

 
If t h e l a st d os e of st u d y dr u g is mis si n g a n d t h e A E st art d at e is o n or aft er t h e first d os e of st u d y 
dr u g, t h e n t h e A E will b e c o nsi d er e d as T E A E 
 
If t h e A E st art d at e is missi n g or p arti al t h e n t h e A E will b e c o n si d er e d T E A E u nl ess t h er e is 
e vi d e n c e t o t h e c o ntr ar y ( e. g. m o nt h/ y e ar of o ns et d at e is pr es e nt a n d is e arli er t h a n t h e m o nt h/ y e ar 
of fir st d os e of st u d y m e di c ati o n). 
 
P ost Tr e at m e nt :  
A n A E will b e d efi n e d as p ost tr e at m e nt A E if t h e A E st art d at e is aft er t h e tr e at m e nt st o p d at e  
 

A E St art D at e > St u d y Tr e at m e nt St o p D at e + 1 
 
D ur ati o n of a d v ers e e v e nt: 

 
( A E r es ol uti o n d at e  A E o ns et or st art d at e ) + 1 

 
Tr e at m e nt E m er g e nt A d v ers e E v e nt ( T E A E):  
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D uri n g tr e at m e nt P eri o d + l a g ti m e of 1 d a y. 
 
O ns et Ti m e Si n c e 1 st  D os e ( D a ys): 

 
O ns et Ti m e = A E O ns et D at e - Tr e at m e nt St art D at e 

 
O ns et Ti m e = A E O ns et D at e - Tr e at m e nt St art D at e + 1 

 

St u d y/ T r e at m e nt P e ri o d f o r C o n c o mit a nt m e di c ati o n  

Pr e- Tr e at m e nt P eri o d : 

If c o n- m e d st art d at e < d at e of Visit 1 ( or c o n- m e d d at e is missi n g) 
 

O n- Tr e at m e nt P eri o d:  
If C o n- m e d st art d at e < st u d y tr e at m e nt st art d at e ( or C o n- m e d st art d at e is mi ssi n g) a n d c o n- m e d 

( or C o n- m e d st art d at e is mis si n g), or 
 

- at e + 1. 
 
If t h e st u d y tr e at m e nt st o p d at e is missi n g a n d t h e c o n- m e d st art d at e is o n or aft er t h e st u d y 
tr e at m e nt st art d at e, t h e n t h e c o n- m e d will b e o n-tr e at m e nt.  
 
If t h e c o n- m e d st art or st o p d at e is missi n g or p arti al, t h e n t h e c o n- m e d will b e c o nsi d er e d o n-
tr e at m e nt u nl e ss t h er e is e vi d e n c e t o t h e c o ntr ar y ( e. g. m o nt h/ y e ar of c o n- m e d st o p d at e is pr es e nt 
a n d is b ef or e t h e m o nt h/ y e ar of st u d y tr e at m e nt st art d at e). 
 

P ost - Tr e at m e nt P eri o d: 
If c o n- m e d st o p d at e is aft er t h e tr e at m e nt st o p d at e + 1  
 

C o n- m e d St o p D at e > St u d y Tr e at m e nt St o p D at e + 1 
 

D efi niti o n of o n-s et f or a n E v e nt : 

C o n- m e d d ur ati o n ( D a ys): 
 

C o n- m e d St o p D at e  C o n- m e d St art D at e + 1 
 
Ti m e Si n c e 1 st D os e ( D a ys): 
 

- m e d St art D at e:  
Ti m e = C o n- m e d St art D at e - Tr e at m e nt St art D at e 

 

P P D

P P D



 

Gl a x o S mit h Kli n e
P h ar m a c e uti c als Lt d.  

2 1 3 5 1 4  

St ati sti c al A n al y si s Pl a n  P a g e 2 1 of 4 3  

 

D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

- m e d St art D at e:  
Ti m e = C o n- m e d St art D at e - Tr e at m e nt St art D at e + 1 

 
If Tr e at m e nt St art D at e or st art d at e of C o n- m e d is missi n g  

Ti m e = mis si n g. 

6. 5.  R E T E S T S , U N S C H E D U L E D V I SI T S A N D E A R L Y T E R MI N A TI O N 

D A T A  

F or b y- visit s u m m ari es, r ef er S e cti o n 6. 6 ( visit wi n d o ws). 

 

Listi n gs will i n cl u d e s c h e d ul e d, u ns c h e d ul e d, r et e st a n d e arl y dis c o nti n u ati o n d at a.  

6. 6.  W I N D O WI N G C O N V E N TI O N S  

T h e f oll o wi n g visit wi n d o w will b e us e d f or effi c a c y as w ell as s af et y a ss e ss m e nt. 
 
Visit T a r g et 

D a ys 
Visit Wi n d o w 

B as eli n e 0  Pri or t o first d os e of st u d y m e di c ati o n  
Visit 1 1  # 1 
O n-t h er a p y visit or O T vi sit  3  2- 5 
E n d of t h er a p y visit or E O T visit   1 2  6- 1 4 
I nt eri m visit r e c urr e n c e  1 8  1 5- 2 1 
F oll o w- u p visit 2 5 2 2 

# Visit 1 will b e c o nsi d er e d as b as eli n e f or p ati e nt di ar y c ar d a ss ess m e nts if s u bj e ct d o es n ot 

h a v e p ati e nt di ar y d at a pri or t o Visit 1. 

* I nt e ri m visit ( < 2 4 hrs of n otifi c ati o n) is r e q uir e d o nl y if s u bj e ct h a vi n g cli ni c al f ail ur e or P D D 
or s er v er A E of S A E aft er O T visit pri or t o E O T visit. I n t his c as e all ass es s m e nt of i nt eri m visit 
will b e m a p p e d t o E O T visit a s s c h e d ul e d.  
 
If t h er e is m or e t h a n o n e r e c or d f or a gi v e n p ar a m et er wit hi n a s p e cifi c visit wi n d o w, t h e n t h e n o n-
mis si n g r e c or d cl os e st t o t h e t ar g et d a y will b e s u m m ari z e d. If t h er e ar e m ulti pl e r e c or ds o n t h e 
s a m e d a y f or a p ar a m et er, t h e n t h e a v er a g e v al u e will b e c o nsi d er e d f or c o nti n u o us p ar a m et ers, 
a n d t h e w orst v al u e will b e c o nsi d er e d f or t h e c at e g ori c al p ar a m et ers.  
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St u d y tr e at m e nt dis c o nti n u ati o n a n d u ns c h e d ul e d visit will als o b e c o n si d er e d f or d eri vi n g t h e visit 
wi n d o w f or p ar a m et ers. 

6. 7.  S T A TI S TI C A L T E S T S  

T h e d ef a ult si g nifi c a nt l e v el will b e 5 %. All c o nfi d e n c e i nt er v als will b e c o m p ut e d at 9 5 % a n d 

all t ests will b e t w o-si d e d, u nl e ss ot h er wi s e s p e cifi e d i n t h e d es cri pti o n of t h e a n al ys es. 

6. 8.  S A M P L E S I Z E E S T I M A TI O N  

A t ot al of 3 1 0 s u bj e cts will b e e nr oll e d a n d d os e d. T h es e 3 1 0 p arti ci p a nts will b e e nr oll e d f or 

e a c h i n di c ati o n b as e d o n t h e r es p e cti v e pr e v al e n c e as m e nti o n e d i n t h e t a bl e b el o w. 

T h es e pr e v al e n c e v al u es ar e b as e d o n all A R TIs i n I n di a. 

 

St u d y I n di c ati o n Pr e v al e n c e % 

K u m ari et al ( 2 0 1 6)  A O M 1 7. 6 

A c h ar y a et al ( 2 0 0 3)  C A P 8. 6 ( 0. 5 % s e v er e) 

S h a hi d et al ( 2 0 1 2) A B R S 1 4 

 

T h e a p pr o xi m at e r ati o of s a m pl e s i n e a c h i n di c ati o n will b e 1 8: 9: 1 4 ( A O M: C A B P: A B R S). 

B as e d o n t his r ati o, at l e a st 1 3 6 s u bj e cts wit h A O M, 6 8 wit h C A B P a n d 1 0 6 wit h A B R S will b e 

e nr oll e d f or t h e st u d y. 

If t h e pr o p orti o n of p arti ci p a nts r e p orti n g at l e ast o n e T E A E is 3 7. 9 % ( as o b s er v e d i n Y o u n g et 

al, 2 0 0 3), a n d ass u mi n g a s a m pl e si z e of 3 1 0 p arti ci p a nts, it is esti m at e d t h at t h e wi dt h of t h e 

9 5 % c o nfi d e n c e i nt er v al w o ul d b e wit hi n +/- 5. 4 3 % of t h e s a m pl e pr o p orti o n (i e, [ 3 2. 5 %, 

4 3. 3 %]), w hi c h e q u at es t o t h e l o w er a n d u p p er b o u n ds of t h e 9 5 % c o nfi d e n c e i nt er v al l yi n g 

wit hi n a p pr o xi m at el y 1 4 % of t h e esti m at e d pr o p orti o n. 

T h e s e nsiti vit y of t h e pr e cisi o n is c al c ul at e d wit h r es p e ct t o 5 diff er e nt pr o p orti o ns esti m at e d a s 
pr es e nt e d b el o w: 
 
P r o p o rti o n e sti m at e  S a m pl e si z e  P r e cisi o n  9 5 % CI  
3 0 % 3 1 0 5. 1 0 % ( 2 4. 9 %, 3 5. 1 %) 

3 5 % 3 1 0 5. 3 1 % ( 2 9. 7 %, 4 0. 3 %) 

3 7. 9 % 3 1 0 5. 4 3 % ( 3 2. 5 %, 4 3. 3 %) 
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4 0 % 3 1 0 5. 4 5 % ( 3 4. 5 %, 4 5. 5 %) 

4 5 % 3 1 0 5. 5 4 % ( 3 9. 5 %, 5 0. 5 %) 

5 0 % 3 1 0 5. 5 7 % ( 4 4. 4 %, 5 5. 6 %) 

 

6. 9.  S O F T W A R E V E R SI O N  

All a n al ys es will b e c o n d u ct e d usi n g S A S v ersi o n 9. 4 or hi g h er. 

7.  S T A TI S TI C A L C O N SI D E R A TI O N S  

C o nti n u o us d at a will b e s u m m ari z e d usi n g t h e n u m b er of s u bj e cts ( n), arit h m eti c m e a n ( m e a n), 

st a n d ar d d e vi ati o n ( S D), m e di a n, mi ni m u m v al u e ( mi n), a n d m a xi m u m v al u e ( m a x) v al u e s 

u nl ess ot h er wis e s p e cifi e d. C at e g ori c al v ari a bl e s will b e s u m m ari z e d usi n g t h e fr e q u e n c y c o u nts 

( n) a n d p er c e nt a g es ( %) f or e a c h p ossi bl e v al u e. D at a fr o m u ns c h e d ul e d visits will b e i n cl u d e d i n 

t h e b y-s u bj e ct listi n gs. 

7. 1.  A D J U S T M E N T S F O R C O V A R I A T E S A N D F A C T O R S T O B E 

I N C L U D E D I N A N A L Y S E S  

T his s e cti o n is n ot a p pli c a bl e f or t his st u d y. 

7. 2.  M U L TI C E N T E R S T U DI E S  

T his st u d y will b e c o n d u ct e d b y m ulti pl e i n v esti g at ors at m ulti pl e c e nt ers. 

7. 3.  M I S SI N G D A T A  

Missi n g d at a will n ot b e i m p ut e d i n t his st u d y.  

7. 4.  M U L TI P L E C O M P A RI S O N S / M U L T I P LI CI T Y  

T h er e is n o m ulti pli cit y a dj ust m e nt pl a n n e d f or t his st u d y. 
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8.  O U T P U T P R E S E N T A TI O N S  

A P P E N DI X 1 s h o ws c o n v e nti o ns f or pr es e nt ati o n of d at a i n o ut p uts.  

T h e t e m pl at e s pr o vi d e d wit h t his S A P d e s cri b e t h e pr es e nt ati o ns f or t his st u d y a n d t h er ef or e t h e 

f or m at a n d c o nt e nt of t h e s u m m ar y t a bl es, fi g ur es, a n d listi n gs t o b e pr o vi d e d b y I Q VI A 

Bi ost atisti cs. 

9.  D I S P O S I TI O N A N D W I T H D R A W A L S  

All s u bj e cts w h o pr o vi d e i nf or m e d c o ns e nt will b e a c c o u nt e d f or i n t his st u d y.  

9. 1.  D I S P O S I TI O N  

S u bj e ct dis p ositi o n will b e s u m m ari z e d b as e d o n t h e I T T p o p ul ati o n b y o v er all a n d i n di c ati o n. T h e 

f oll o wi n g s u m m ari e s will b e i n cl u d e d i n t h e dis p ositi o n t a bl e:  

 T ot al n u m b er of s u bj e cts e nr oll e d i n t h e I T T p o p ul ati o n 

 N u m b er of s u bj e cts w h o c o m pl et e d t h e st u d y tr e at m e nt 

 N u m b er of s u bj e cts w h o c o m pl et e d t h e st u d y 

 N u m b er a n d p er c e nt a g e of s u bj e cts w h o dis c o nti n u e d fr o m t h e st u d y 

 N u m b er a n d p er c e nt a g e of s u bj e cts w h o pr e- m at ur el y dis c o nti n u e d t h e st u d y tr e at m e nt a s 

w ell as fr o m t h e st u d y al o n g wit h r e as o n f or dis c o nti n u ati o n.   

P er c e nt a g es will b e b as e d o n t h e n u m b er of s u bj e cts i n t h e I T T p o p ul ati o n.  

A s u m m ar y of r e as o ns f or s cr e e n f ail ur e a n d t h e n u m b er of s u bj e cts i n cl u d e d i n I T T p o p ul ati o n b y 
o v er all a n d i n di c ati o n will b e pr es e nt e d s e p ar at el y b as e d o n t h e e nr oll e d p o p ul ati o n. T h e 
p er c e nt a g es will b e b as e d o n t h e n u m b er of s u bj e cts i n t h e All E nr oll e d a n al ysis p o p ul ati o n.  

 

I n a d diti o n, s u m m ar y of visits i m p a ct e d b y C O VI D- 1 9 p a n d e mi c will b e g e n er at e d b as e d o n t h e 

I T T p o p ul ati o n b y o v er all a n d i n di c ati o n. 

S u bj e ct li sti n gs of r e as o n s f or st u d y wit h dr a w al, tr e at m e nt dis c o nti n u ati o n a n d r e as o ns f or s cr e e n 

f ail ur es f or e a c h i n di c ati o n will b e pr o vi d e d usi n g I T T a n d e nr oll e d p o p ul ati o n r es p e cti v el y . 
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9. 2.  P R O T O C O L D E VI A TI O N S  

Pr ot o c ol d e vi ati o ns ar e t h e d e vi ati o ns fr o m t h e pr o c e d ur e o utli n e d i n t h e pr ot o c ol. All t h e 

i m p ort a nt pr ot o c ol d e vi ati o ns ( P Ds) will b e s u m m ari z e d usi n g I T T p o p ul ati o n as o bt ai n e d fr o m 

Cli ni c al Tri al M a n a g e m e nt S yst e m ( C T M S) l o gs. P D s will b e i d e ntifi e d a n d dis c uss e d wit h t h e 

I n v esti g at or/ S p o ns or i n P D r e vi e w dis c ussi o n a n d t o fi n ali z e a n al ysis s et as si g n m e nt.  

S u m m ar y of i m p ort a nt pr ot o c ol d e vi ati o ns r el at e d t o C O VI D- 1 9 p a n d e mi c will als o b e pr o vi d e d 
b y o v er all a n d i n di c ati o n usi n g I T T p o p ul ati o n.  

A s u bj e ct listi n g of  i m p ort a nt pr ot o c ol d e vi ati o ns i d e ntifi e d b y t h e st u d y t e a m will b e pr es e nt e d 

e a c h i n di c ati o n. 

1 0.  D E M O G R A P HI C A N D O T H E R B A S E LI N E C H A R A C T E R I S T I C S  

T h e f oll o wi n g d e m o gr a p hi c d at a a n d ot h er b as eli n e c h ar a ct eristi cs will b e pr es e nt e d f or t h e I T T 

p o p ul ati o n b y o v er all a n d i n di c ati o n: 

 D eri v e d A g e ( y e ars)  

 A g e i n c at e g ori es s, > 6 m o nt hs a n d < 2 y e ars,  2 y e ars a n d < 5 y e ars, 

5 y e ars a n d < 8 y e ar s  ) 

 S e x 

 R a c e  

 Et h ni cit y 

 W ei g ht ( k g) 

 W ei g ht i n c at e g ori e s (  2 3 k g, , > 4 0 k g ) 

 H ei g ht ( c m) 

B as eli n e c h ar a ct eristi c s will i n cl u d e vit al si g n s p ar a m et er s, b o w el m o v e m e nts, a n d r a di ol o gi c al 

ass ess m e nt s ( X- R a y of c h est a n d n as al/ p ar a n as al si n us), as p erf or m e d at t h e ti m e of pr eli mi n ar y 

visit. 

C o nti n u o us d e m o gr a p hi c a n d b as eli n e c h ar a ct eri sti cs d at a will b e s u m m ari z e d usi n g d es cri pti v e 

st atisti cs. F or c at e g ori c al d at a, c o u nts a n d p er c e nt a g e of s u bj e cts i n e a c h c at e g or y will b e pr o vi d e d.  

S u bj e cts li sti n g of d e m o gr a p hi c c h ar a ct eristi c s b y i n di c ati o n will b e pr o vi d e d f or I T T p o p ul ati o n. 
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B as eli n e Si g ns a n d S y m pt o ms:  

T h e f oll o wi n g s u m m ari e s will b e g e n er at e d f or b as eli n e si g ns a n d s y m pt o ms wit h c o u nts a n d 

p er c e nt a g es - 

 B as eli n e si g n s a n d s y m pt o ms b y i n di c ati o n usi n g I T T p o p ul ati o n  

 B as eli n e si g n s a n d s y m pt o ms b y s e v erit y a n d i n di c ati o n usi n g I T T p o p ul ati o n 

B y-s u bj e cts listi n g of b as eli n e si g n a n d s y m pt o ms b y i n di c ati o n will b e g e n er at e d. 

B as eli n e B o w el H a bits: 

T h e f oll o wi n g s u m m ari e s will b e g e n er at e d f or b a s eli n e b o w el h a bits- 

 D es cri pti v e st atisti c s ( n, 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) o n fr e q u e n c y of b o w el m o v e m e nt s at b as eli n e b y i n di c ati o n o v er all a n d 

i n di c ati o n usi n g I T T p o p ul ati o n 

 S u m m ar y ( c o u nts a n d p er c e nt a g es) a n d D es cri pti v e st atisti c s ( n, 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) o n c o nsist e n c y of b o w el m o v e m e nts 

at b as eli n e b y i n di c ati o n o v er all a n d i n di c ati o n usi n g I T T p o p ul ati o n 

S u bj e ct li sti n g of r a di o gr a p hi c e v al u ati o n b y i n di c ati o n will b e pr o d u c e d.  

1 1.  S U R GI C A L A N D M E DI C A L H I S T O R Y  

M e di c al Hist or y c o n diti o ns ar e d efi n e d as t h os e c o n diti o ns w hi c h st o p pri or t o or at pr eli mi n ar y 

visit. M e di c al hist or y will b e c o d e d usi n g t h e M e di c al Di cti o n ar y f or R e g ul at or y A cti viti e s 

( M e d D R A) v ersi o n 2 4. 1  a n d will b e s u m m ari z e d b y s yst e m or g a n cl ass ( S O C) a n d Pr ef err e d 

T er m ( P T) wit h c o u nts a n d p er c e nt a g es b as e d o n t h e i nt e nt t o tr e at a n al ysi s p o p ul ati o n. A s u bj e ct 

h a vi n g m or e t h a n o n e m e di c al c o n diti o n/ di s e as e wit hi n t h e s a m e S O C/ P T will b e c o u nt e d o nl y 

o n c e f or t h at S O C or P T. 

 

M e di c al hist or y will b e s ort e d b y d es c e n di n g or d er of s yst e m or g a n cl a ss ( S O C) a n d t ot al 

fr e q u e n c y of pr ef err e d t er m ( P T) wit hi n e a c h s yst e m or g a n cl ass ( S O C). 

 

P ast a n d c urr e nt m e di c al c o n diti o ns will als o b e s u m m ari z e d wit h c o u nts a n d p er c e nt a g es usi n g 

I T T p o p ul ati o n b y o v er all a n d i n di c ati o n. 
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1 2.  C O N C O MI T A N T M E DI C A T I O N S  

Pr e-tr e at m e nt m e di c ati o n is d efi n e d as a n y m e di c ati o n t h at st art e d a n d st o p p e d pri or t o t h e first 

d os e of st u d y dr u g. 

C o n c o mit a nt m e di c ati o n is d efi n e d as a n y m e di c ati o n w hi c h st art e d b ef or e t h e first d os e of st u d y 

dr u g A N D w as o n g oi n g at t h e ti m e of t h e fir st d o s e of st u d y dr u g, or st art e d o n or aft er t h e d at e 

of fir st d os e of st u d y dr u g. 

M e di c ati o ns wit h p arti all y or c o m pl et el y mis si n g st art a n d/ or st o p d at es will b e h a n dl e d as 

d es cri b e d i n S e cti o n 6. 4. 

All m e di c ati o ns will b e c o d e d usi n g t h e W orl d H e alt h Or g a ni z ati o n ( W H O) Dr u g Gl o b al 

di cti o n ar y v ersi o n B 3 S e pt e m b er 2 0 2 1. 

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 usi n g a n at o mi c al t h er a p e uti c cl ass ( A T C) l e v el 1 

a n d i n gr e di e nt b y o v er all a n d i n di c ati o n f or pr e-, o n a n d p ost- tr e at m e nt  b a s e d o n t h e I T T 

a n al ysi s p o p ul ati o n. A s u bj e ct h a vi n g m or e t h a n o n e m e di c ati o n wit hi n t h e s a m e A T C L e v el 1 or 

i n gr e di e nt will b e c o u nt e d o nl y o n c e f or t h at A T C L e v el 1 or i n gr e di e nt . S u bj e cts listi n gs will b e 

pr o vi d e d f or c o n c o mit a nt m e di c ati o ns . 

 

C o n c o mit a nt m e di c ati o ns will b e s ort e d i n d es c e n di n g or d er of t ot al i n ci d e n c e a cr oss A u g m e nti n 

E S tr e at m e nt gr o u p f or t h e A T C l e v el 1 a n d i n d es c e n di n g or d er of t ot al i n ci d e n c e f or t h e 

i n gr e di e nt wit hi n e a c h A T C l e v el 1 cl a ss. 

1 3.  S T U D Y M E DI C A TI O N E X P O S U R E  

E x p os ur e t o st u d y m e di c ati o n i n d a ys will b e pr es e nt e d f or t h e I T T p o p ul ati o n. 

 

T h e t ot al e x p os ur e t o A u g m e nti n E xtr a Str e n gt h ( E S)- 6 0 0 ( a m o xi cilli n/ p ot assi u m cl a v ul a n at e 

1 4: 1 c o m bi n ati o n) is c al c ul at e d b as e d o n d eri v ati o n as m e nti o n e d i n s e cti o n 1 3. 1. S u bj e cts w h o 

e nt er e d tr e at m e nt p eri o d b ut di d n ot r e p ort a n y tr e at m e nt d at es will b e c at e g ori z e d as h a vi n g z er o 

d a ys of e x p os ur e. 

 

D es cri pti v e st atisti c s s u m m ar y o n e xt e nt- of- e x p os ur e b y o v er all a n d i n di c ati o n will b e pr es e nt e d 

f or st u d y m e di c ati o n e x p os ur e usi n g I T T p o p ul ati o n. 

 

S u bj e ct li sti n g of e x p os ur e f or st u d y m e di c ati o n b y i n di c ati o n will als o b e g e n er at e d.  
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1 3. 1.  D E RI V A TI O N S  

D ur ati o n of e x p os ur e d a ys = ( d at e of l ast st u d y dr u g a d mi nistr ati o n  d at e of first st u d y dr u g 

a d mi nistr ati o n) + 1.  

1 4.  S T U D Y M E DI C A TI O N C O M P LI A N C E  

S u bj e ct c o m pli a n c e will b e ass ess e d b y m e a s uri n g t h e n u m b er of d os es p er n u m b er of d a ys o n 

dr u g (r ef er s e cti o n 1 4. 1). A mi ni m u m of 8 0 % a n d a m a xi m u m of 1 2 0 % c o m pli a n c e wit h t h e 

st u d y m e di c ati o n r e gi m e n will b e r e q uir e d f or t h e p ati e nt t o c o nsi d er e d e v al u a bl e p er pr ot o c ol. 

S u bj e ct c o m pli a n c e will b e c h e c k e d t hr o u g h p ati e nt di ar y c ar d a n d it will b e r et ur n e d t o t h e sit e 

at t h e e n d of tr e at m e nt ( E O T). 

S u m m ar y st atisti c s f or st u d y m e di c ati o n c o m pli a n c e will b e pr es e nt e d b y o v er all a n d i n di c ati o n 

usi n g < 8 0 %, 8 0 % - 1 2 0 % a n d > 1 2 0 %  c at e g ori e s wit h I T T p o p ul ati o n. 

S u bj e ct li sti n gs of st u d y m e di c ati o n c o m pli a n c e a n d n o n- c o m pli a n c e b y i n di c ati o n will b e 

pr es e nt e d usi n g I T T p o p ul ati o n. E a c h s u bj e ct will b e c h e c k e d f or p ossi bl e o v er d osi n g usi n g t h e 

i nf or m ati o n o n m a xi m u m r e c o m m e n d e d d os e b y b o d y w ei g ht pr o vi d e d i n A P P E N DI X 4. 

I nst a n c es of o v er d osi n g, if a n y, will b e list e d. 

1 4. 1.  D E RI V A TI O N S  

O v er all p er c e nt a g e of t h e st u d y i nt er v e nti o n c o m pli a n c e will b e c al c ul at e d as f oll o w s: 

C o m pli a n c e = n u m b er of d os es t a k e n/ ( n u m b er of d a ys o n t h er a p y x 2) x 1 0 0 % 

1 5.  E F FI C A C Y E N D P O I N T S  

1 5. 1.  S E C O N D A R Y E F FI C A C Y E N D P OI N T S 

T h er e ar e n o pri m ar y effi c a c y e n d p oi nts d efi n e d f or t his st u d y. T h e effi c a c y a n al ysis is d efi n e d 

i n t er ms of s e c o n d ar y a n d p ati e nt di ar y e n d p oi nts. 

 

 S e c o n d ar y E n d p oi nts -  

 E arl y cli ni c al r es p o ns e  at t h e o n-
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 Pri m ar y cli ni c al r es p o ns e  at t h e e n d- of-t h er a p y vi sit ( D a y 1 2 t o 1 4), d efi n e d i n t er m s of 

i nt er v e nti o n. 

 S e c o n d ar y cli ni c al r es p o ns e  at f oll o w- u p ( D a y 2 2 t o 2 8), d efi n e d i n t er ms of 

 t o st u d y i nt er v e nti o n. 

 I n ci d e n c e of pr ot o c ol- d efi n e d di arr h e a ( P D D) i n c hil dr e n r e c ei vi n g A u g m e nti n ( E S)- 6 0 0 

( A M C/ C V A 1 4: 1) at 9 0/ 6. 4 m g/ k g/ d a y i n t w o di vi d e d d os es a d mi nist er e d f or 1 0 d a ys i n 

A R TIs ( A O M, A B R S or C A B P). 

 

D efi niti o n of cli ni c al r es p o ns es  

E arl y or Pri m ar y Cli ni c al R es p o ns e will b e d efi n e d usi n g f oll o wi n g crit eri a: 

T a bl e 3:  

 

S u c c ess  Cli ni c al c ur e S uffi ci e nt r es ol uti o n or i m pr o v e m e nt of t h e si g ns a n d s y m pt o ms 
s u c h t h at n o a d diti o n al a nti bi oti c t h er a p y is i n di c at e d. 

I m pr o v e m e nt I m pr o v e m e nt i n at l e ast 1 pr es e nti n g si g n/s y m pt o ms. N o 
a d diti o n al a nti bi oti c i n di c at e d. 

F ail ur e  Cli ni c al f ail ur e N o n-i m pr o v e m e nt or d et eri or ati o n i n a n y si g n/s y m pt o ms aft er 2 
or m or e d a ys of t h er a p y. A d diti o n al a nti bi oti c t h er a p y is 
i n di c at e d. 

U n a bl e t o 

d et er mi n e 

A v ali d ass ess m e nt of cli ni c al o ut c o m e c o ul d n ot b e m a d e ( e g, 
p arti ci p a nt di d n ot att e n d or c o ns e nt t o cli ni c al e x a mi n ati o n or 
l ost t o f oll o w- u p). 

 

T h e pr o p orti o n of e arl y a n d pri m ar y r es p o ns e will b e c al c ul at e d as f oll o ws- 

 Pr o p orti o n of e arl y r e s p o ns e = T h e n u m b er of s u bj e ct w h o is c at e g ori z e d a s s u c c ess 

( cli ni c al c ur e or i m pr o v e m e nt) at o n t h er a p y ( O T) visit / t h e n u m b er of s u bj e cts i n 

I T T p o p ul ati o n 

 Pr o p orti o n of pri m ar y r es p o ns e = T h e n u m b er of s u bj e ct w h o is c at e g ori z e d as 

s u c c ess ( cli ni c al c ur e or i m pr o v e m e nt) at e n d of t h er a p y ( E O T) visit/ t h e n u m b er of 

s u bj e cts i n I T T p o p ul ati o n 

S e c o n d ar y Cli ni c al r e s p o ns e will b e d es cri b e d usi n g f oll o wi n g crit eri a: 

T a bl e 4: 
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S u c c ess P ersist e nt cli ni c al 
c ur e * 

S uffi ci e nt r es ol uti o n of si g ns/s y m pt o ms f or t h os e S u bj e ct s w h o 
w er e cli ni c all y c ur e d or i m pr o v e d at t h e e n d of t h er a p y. N o 
a d diti o n al a nti bi oti c i n di c at e d. 

F ail ur e  Cli ni c al 

r e c urr e n c e 

R e a p p e ar a n c e of si g ns/s y m pt o ms f or t h os e S u bj e cts w h o w er e 
cli ni c all y c ur e d or i m pr o v e d at t h e e n d of t h er a p y. A d diti o n al 
a nti bi oti c t h er a p y is i n di c at e d. 

U n a bl e t o 

d et er mi n e 

A v ali d ass ess m e nt of cli ni c al o ut c o m e c o ul d n ot b e m a d e ( e g, 
p arti ci p a nt di d n ot att e n d e n d of t h er a p y visit, or e xt e n u ati n g 
cir c u mst a n c es or l ost t o f oll o w- u p). 

* S u bj e cts i. e.  s a m e at F U 

wit h o ut r e q uiri n g a d diti o n al i nt er v e nti o n, will  

 

T h e pr o p orti o n of s e c o n d ar y r es p o ns e will b e c al c ul at e d a s f oll o ws- 

 Pr o p orti o n of s e c o n d ar y r es p o ns e = T h e n u m b er of s u bj e ct w h o is c at e g ori z e d as 

s u c c ess ( p ersist e nt cli ni c al c ur e) at f oll o w- u p ( F U) visit / t h e n u m b er of s u bj e cts i n 

I T T p o p ul ati o n 

D efi niti o n of Pr ot o c ol- d efi n e d di arr h o e a ( P D D)- 

 

T h e i n ci d e n c e of Pr ot o c ol- d efi n e d di arr h o e a ( P D D) will b e d et er mi n e d b as e d o n f oll o wi n g r ul e s: 

 3 or m or e w at er y st o ol s i n o n e d a y O R 

 4 or m or e l o os e/ w at er y st o ol s i n o n e d a y O R  

 2 w at er y st o ols p er d a y f or t w o c o ns e c uti v e d a ys O R  

 3 l o os e/ w at er y st o ols p er d a y f or t w o c o ns e c uti v e d a ys 

P ati e nt di ar y e n d p oi nts:  

B o w el h a bits 

 M e a n m o v e m e nt fr e q u e n c y p er d a y 

 M a xi m u m m o v e m e nt fr e q u e n c y p er d a y 

 M a xi m u m si n gl e c o nsi st e n c y s c or e 

 

D es cri pti o n of B o w el H a bit s: 

B o w el h a bit ((fr e q u e n c y a n d c o nsist e n c y of  st o ols) d at a will b e c oll e ct e d usi n g p ati e nt 

di ar y c ar ds as p er s c h e d ul e of pr ot o c ol. B o w el m o v e m e nt c o nsist e n c y will b e r e c or d e d f or e a c h 

p ati e nt i n fi v e c at e g ori es  
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= 1, = 2,

= 3, = 4,

= 5.  

S u m m ar y m e as ur es of b o w el h a bit m o v e m e nt fr e q u e n c y a n d c o nsist e n c y ar e d efi n e d as   

 M e a n m o v e m e nt fr e q u e n c y p er d a y: t his m e as ur es t h e m e a n n u m b er of b o w el 

m o v e m e nts e x p eri e n c e d b y e a c h p ati e nt d uri n g t h e st u d y 

 M a xi m u m m o v e m e nt fr e q u e n c y p er d a y: t his m e a s ur es t h e m a xi m u m n u m b er of 

b o w el m o v e m e nts e x p eri e n c e d i n a d a y f or e a c h p ati e nt 

 M a xi m u m si n gl e c o nsi st e n c y s c or e: t his m e as ur es t h e m a xi m u m c o nsist e n c y s c or e 

f or e a c h p ati e nt at a n y ti m e d uri n g t h e st u d y 

Cli ni c al R e c urr e n c e of Dis e as e - R e a p p e ar a n c e of si g ns/s y m pt o ms f or t h os e p arti ci p a nts w h o 

w er e cli ni c all y c ur e d or i m pr o v e d at t h e e n d of t h er a p y.  

1 5. 1. 1.  A N A L Y SI S O F S E C O N D A R Y E N D P OI N T  

1 5. 1. 1. 1.  Cli ni c al R es p o ns e  

 

Fr e q u e n c y a n d pr o p orti o n of e arl y, pri m ar y, a n d s e c o n d ar y cli ni c al r es p o ns e will b e pr es e nt e d 

al o n g wit h 9 5 % CI usi n g e x a ct bi n o mi al m et h o d  

 

S e c o n d ar y cli ni c al r es p o ns e st atisti c al a n al ysis will b e p erf or m e d b as e d o n as c oll e ct e d d at a.  

T h e f oll o wi n g s u m m ari e s will b e g e n er at e d f or e arl y, pri m ar y, a n d s e c o n d ar y cli ni c al r es p o ns e 

b y o v er all a n d i n di c ati o n. 

 

- E arl y cli ni c al r es p o ns e at o n-t h er a p y ( O T) visit 

- Pri m ar y cli ni c al r es p o ns e at e n d of t h er a p y ( E O T) visit 

- S e c o n d ar y cli ni c al r es p o ns e at f oll o w- u p ( F U) vi sit  

 

Cli ni c al r e c urr e n c e of dis e as e at f oll o w- u p will b e s u m m ari z e d wit h fr e q u e n c y a n d p er c e nt a g e b y 

o v er all a n d i n di c ati o n. 

1 5. 1. 1. 2.  I n ci d e n c e of  pr ot o c ol- d efi n e d di arr h o e a  ( P D D). 

N o i nt er c urr e nt e v e nt is d efi n e d f or t hi s e n d p oi nt. T h e d at a will b e a n al y z e d as c oll e ct e d. 

P P D

P P D

C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.
C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.

C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.
C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.

C CI - T hi s s e cti o n c o nt ai n e d Cli ni c al O ut c o m e A s s e s s m e nt d at a c oll e cti o n q u e sti o n n air e s or i n di c e s, w hi c h ar e pr ot e ct e d b y t hir d p art y c o p yri g ht l a w s a n d t h er ef or e h a v e b e e n e x cl u d e d.
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Fr e q u e n c y a n d p er c e nt a g e of s u bj e cts wit h i n ci d e n c e of pr ot o c ol- d efi n e d di arr h o e a ( P D D) will 

b e pr es e nt e d al o n g wit h 9 5 % CI usi n g e x a ct m et h o d (r ef er S A S c o d e A P P E N DI X 3)  

T h e f oll o wi n g s u m m ari e s  will b e g e n er at e d f or i n ci d e n c e of pr ot o c ol- d efi n e d di arr h o e a ( P D D) 

b y o v er all a n d i n di c ati o n. 

 

- I n ci d e n c e of pr ot o c ol- d efi n e d di arr h o e a ( P D D) 
- I n ci d e n c e of pr ot o c ol d efi n e d di arr h o e a ( P D D) o v er ti m e  
 
Fi g ur e f or i n ci d e n c e of pr ot o c ol d efi n e d di arr h o e a ( P D D) o v er ti m e will als o b e dis pl a y e d b y 
o v er all a n d i n di c ati o n. 

 

T h e st ati sti c al a n al ysis f or i n ci d e n c e of pr ot o c ol- d efi n e d di arr h o e a ( P D D) will b e b as e d o n as 

c oll e ct e d d at a. 

1 5. 1. 1. 3.  P ati e nt di ar y e n d p oi nts 

B o w el h a bits- 

T h e f oll o wi n g s u m m ari e s will b e g e n er at e d f or p ati e nt s u m m ar y m e as ur es of b o w el h a bit 

m o v e m e nt b y o v er all a n d i n di c ati o n.  

 S u m m ar y a n d d es cri pti v e st atisti cs f or p ati e nt b o w el h a bit s u m m ar y m e as ur e - m e a n 

m o v e m e nt fr e q u e n c y p er d a y 

 S u m m ar y a n d d es cri pti v e st atisti cs f or p ati e nt b o w el h a bit s u m m ar y m e as ur e - 

m a xi m u m m o v e m e nt fr e q u e n c y p er d a y 

 S u m m ar y a n d d es cri pti v e st atisti cs f or p ati e nt b o w el h a bit s u m m ar y m e as ur e - 

m a xi m u m c o nsist e n c y s c or e 

S u bj e ct li sti n g of b o w el m o v e m e nt b y i n di c ati o n will b e pr es e nt e d usi n g I T T p o p ul ati o n.  

1 6.  S A F E T Y E N D P OI N T S  

All a n al ysis f or s af et y e n d p oi nts will b e b as e d o n t h e I nt e nt t o tr e at A n al ysi s S et. 

1 6. 1.  A D V E R S E E V E N T S  

T h e pri m ar y s af et y e n d p oi nt is t h e n u m b er of s u bj e cts r e p orti n g at l e ast o n e tr e at m e nt e m er g e nt 

P P D

P P D
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a d v ers e e v e nt ( T E A E). 

A T E A E d ur ati o n is d efi n e d as a n A E w hi c h h as its o ns et d at e d uri n g t h e tr e at m e nt p eri o d + l a g 

ti m e of 1 d a y. 

A d v ers e E v e nts ( A Es) will b e c o d e d usi n g M e d D R A v ersi o n 2 4. 1. 

 

1 6. 1. 1.  T E A E S : P RI M A R Y S A F E T Y E N D P OI N T  

A Es o c c urri n g fr o m w h e n a s u bj e ct si g n i nf or m e d c o n s e nt t o w h e n a s u bj e ct e xits t h e st u d y will 

b e a c c o u nt e d f or i n t h e r e p orti n g. A Es o c c urri n g pr e-tr e at m e nt, tr e at m e nt e m er g e nt a d v ers e e v e nt 

( o n-tr e at m e nt) a n d p ost-tr e at m e nt p eri o ds will b e s u m m ari z e d a n d list e d f or t h e I T T p o p ul ati o n. 

A tr e at m e nt - e m er g e nt a d v ers e e v e nt is d efi n e d a s a n y a d v ers e e v e nt t h at d e v el o ps aft er i niti ati o n 

of t h e st u d y tr e at m e nts or a n y a d v ers e e v e nt alr e a d y pr es e nt t h at w ors e ns f oll o wi n g e x p os ur e t o 

st u d y tr e at m e nt.  

T h e pri m ar y s af et y e n d p oi nt will b e s u m m ari z e d wit h c o u nts a n d p er c e nt a g e of s u bj e cts 

r e p orti n g a n y T E A E s a n d s u bj e cts wit h at l e ast o n e or a n y T E A E wit h c orr es p o n di n g 9 5 % CI 

usi n g e x a ct bi n o mi al m et h o d  

T h e f oll o wi n g s u m m ari e s will b e g e n er at e d f or a d v ers e e v e nts: 

 A d v ers e e v e nt o v er vi e w b y p eri o d  

 A d v ers e e v e nt o v er vi e w b y p eri o d f or a c ut e otitis m e di a ( A O M) 

 A d v ers e e v e nt o v er vi e w b y p eri o d f or a c ut e b a ct eri al r hi n osi n usiti s ( A B R S) 

 A d v ers e e v e nt o v er vi e w b y p eri o d f or c o m m u nit y a c q uir e d b a ct eri al p n e u m o ni a 

( C A B P) 

 Tr e at m e nt e m er g e nt a d v ers e e v e nts b y s yst e m or g a n cl ass, pr ef err e d t er m, o v er all 

a n d i n di c ati o n   

 A d v ers e e v e nt s b y s yst e m or g a n cl ass, pr ef err e d t er m, o v er all a n d i n di c ati o n - p ost-

tr e at m e nt   

 C o m m o n ( > = 1 %) tr e at m e nt e m er g e nt a d v ers e e v e nts b y pr ef err e d t er m, o v er all a n d 

i n di c ati o n 

 C o m m o n ( > = 1 %) a d v ers e e v e nts b y pr ef err e d t er m, o v er all a n d i n di c ati o n - p ost-

tr e at m e nt 

A Es a n d T E A Es will b e s ort e d b y d es c e n di n g or d er of s yst e m or g a n cl ass ( S O C) a n d t ot al 
fr e q u e n c y of pr ef err e d t er m ( P T) wit hi n e a c h s yst e m or g a n cl ass ( S O C). 
 

P P D

P P D
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A Es a n d T E A Es r el at e d t o st u d y dr u g will pr es e nt e d i n d e cr e asi n g or d er of pr ef err e d t er m ( P T). 

S u bj e cts listi n g of a d v ers e e v e nts b y i n di c ati o n ( T E A E a n d p ost-tr e at m e nt p eri o d) will b e 

pr o d u c e d. 

1 6. 1. 1. 1.  S e v erit y 

S e v erit y is cl assifi e d as mil d, m o d er at e, a n d s e v er e. A n A E wit h missi n g s e v erit y will b e 

cl assifi e d as .  

S u bj e cts w h o e x p eri e n c e t h e s a m e e v e nt s e v er al ti m es, wit h diff er e nt i nt e nsiti es, will o nl y b e 

c o u nt e d wit h t h e m a xi m u m i nt e nsit y. 

T h e f oll o wi n g t a bl e s will b e g e n er at e d t o s u m m ari z e t h e s e v erit y of a d v ers e e v e nt  

 Tr e at m e nt e m er g e nt a d v ers e e v e nts b y s yst e m or g a n cl ass, pr ef err e d t er m, m a xi m u m 

s e v erit y, o v er all a n d i n di c ati o n 

 A d v ers e e v e nt s b y s yst e m or g a n cl a ss, pr ef err e d t er m, m a xi m u m s e v erit y, o v er all a n d 

i n di c ati o n - p ost tr e at m e nt 

S orti n g or d er will b e pr es e nt e d s a m e as s e cti o n 1 6. 1. 1. 

1 6. 1. 1. 2.  R el ati o ns hi p t o St u d y M e di c ati o n 

S u m m ar y f or dr u g-r el at e d tr e at m e nt e m er g e nt a d v ers e e v e nts b y pr ef err e d t er m, o v er all  a n d 

i n di c ati o n will b e pr es e nt e d. 

1 6. 1. 2.  T E A E S L E A DI N G T O P E R M A N E N T D I S C O N TI N U A TI O N O F S T U D Y M E D I C A T I O N 

O R W I T H D R A W A L S T U D Y  

Tr e at m e nt e m er g e nt a d v ers e e v e nts l e a di n g t o p er m a n e nt dis c o nti n u ati o n of st u d y m e di c ati o n or 

wit h dr a w al fr o m st u d y b y s yst e m or g a n cl ass, pr ef err e d t er m, o v er all a n d i n di c ati o n will b e 

dis pl a y e d. 

A d v ers e e v e nt s l e a di n g t o wit h dr a w al fr o m st u d y will als o b e pr es e nt e d b y s yst e m or g a n cl a ss, 

pr ef err e d t er m, o v er all a n d i n di c ati o n. 

 

S orti n g or d er will b e pr es e nt e d s a m e as s e cti o n 1 6. 1. 1. 

S u bj e ct li sti n g of tr e at m e nt e m er g e nt a d v ers e e v e nts l e a di n g t o p er m a n e nt dis c o nti n u ati o n of 

st u d y m e di c ati o n or wit h dr a w al fr o m st u d y will als o b e g e n er at e d. 

P P D

P P D
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1 6. 1. 3.  S E R I O U S A D V E R S E E V E N T S  

T h e f oll o wi n g s u m m ari e s will b e pr es e nt e d f or s eri o us a d v ers e e v e nts: 

 Tr e at m e nt e m er g e nt s eri o us a d v er s e e v e nts b y s yst e m or g a n cl ass, pr ef err e d t er m, o v er all 

a n d i n di c ati o n   

 S eri o us a d v ers e e v e nts b y s yst e m or g a n cl ass, pr ef err e d t er m, o v er all a n d i n di c ati o n - 

p ost-tr e at m e nt   

 Tr e at m e nt e m er g e nt s eri o us a d v er s e e v e nts b y s yst e m or g a n cl a s s a n d pr ef err e d t er m, 

m a xi m u m s e v erit y, o v er all a n d i n di c ati o n 

 S eri o us a d v ers e e v e nts b y s yst e m or g a n cl a ss, pr ef err e d t er m, m a xi m u m s e v erit y, o v er all 

a n d i n di c ati o n - p o st tr e at m e nt 

 Dr u g-r el at e d tr e at m e nt e m er g e nt s eri o us a d v er s e e v e nts b y pr ef err e d t er m, o v er all a n d 

i n di c ati o n 

 

S orti n g or d er will b e pr es e nt e d s a m e as s e cti o n 1 6. 1. 1. 

T h e f oll o wi n g s eri o us a d v ers e e v e nt listi n gs will b e pr o d u c e d: 

 Listi n g of r e as o ns f or c o nsi d eri n g as a s eri o us a d v ers e e v e nt b y i n di c ati o n- pr e-tr e at m e nt 

 Listi n g of f at al a n d n o n-f at al s eri o us a d v ers e e v e nts ( T E A E a n d p ost-tr e at m e nt p eri o d) 

 Listi n g of r e as o ns f or c o nsi d eri n g as a s eri o us a d v ers e e v e nt b y i n di c ati o n ( T E A E a n d 

p ost-tr e at m e nt p eri o d) 

1 6. 1. 4.  A D V E R S E E V E N T S L E A DI N G T O D E A T H  

S u bj e ct li sti n g will b e g e n er at e d f or a d v er s e e v e nt l e a di n g t o d e at h. 

1 6. 1. 5.  . C A R DI O V A S C U L A R E V E N T S  

 

 M y o c ar di al i nf ar cti o n/ u n st a bl e a n gi n a 

 C o n g esti v e h e art f ail ur e 

 Arr h yt h mi as 

 V al v ul o p at h y 

 P ul m o n ar y h y p ert e nsi o n 

P P D
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pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

 C er e br o v as c ul ar e v e nts/ str o k e a n d tr a nsi e nt is c h e mi c att a c k 

 P eri p h er al art eri al t hr o m b o e m b olis m 

 D e e p v e n o us t hr o m b osis/ p ul m o n ar y e m b olis m 

 R e v as c ul ari z ati o n 

 S u bj e ct li sti n g will b e g e n er at e d f or all c ar di o v as c ul ar e v e nts r e c or d e d i n t h e st u d y. 

1 6. 2.  D E A T H S  

S u bj e ct li sti n g will b e g e n er at e d f or a n y d e at h t h at h a p p e ns d uri n g t h e st u d y.  

1 6. 3.  L A B O R A T O R Y E V A L U A TI O N S  

L a b or at or y p ar a m et ers ass ess e d f or t h e st u d y ar e li st e d b el o w:  

T a bl e 5: 

Ass ess m e nts  P ar a m et ers 

H e m at ol o g y  Pl at el et 

C o u nt 

R B C C o u nt 

H e m o gl o bi n 

H e m at o crit 

R B C I n di c es: 
M C V 
M C H 

% R eti c ul o c yt es 

W B C c o u nt wit h 
Diff er e nti al: 
N e utr o p hil s 
L y m p h o c yt e s 
M o n o c yt es 
E osi n o p hils 

B as o p hils 

Cli ni c al 

C h e mistr y 

Pl a s m a 

cr e ati ni n e 

As p art at e 

A mi n otr a nsf er as e ( A S T) 

Al a ni n e 

A mi n otr a nsf er as e 

( A L T) 

T ot al a n d dir e ct 

bilir u bi n 

R a di o gr a p h y  C h est X r a y t o b e p erf or m e d f or p ati e nts pr es u m e d t o a di a g n osis of 

C A B P. X r a y of n as al/ p ar a n as al si n us t o b e p erf or m e d f or p ati e nts 

pr es u m e d t o h a v e A B R S ( b ot h o nl y f or r ef er e n c e, as p er i n v esti g at ors 

dis cr eti o n) 

 Cli ni c al l a b or at or y e v al u ati o ns i n cl u d e h e m at ol o g y, cli ni c al c h e mistr y, A list of 

l a b or at or y ass ess m e nts is m e nti o n e d i n T a bl e 5 w hi c h will b e us e d f or st atisti c al 

a n al ysi s. 

 D es cri pti v e st atisti c s ( n, m e a n, st a n d ar d d e vi ati o n ( S D), m e di a n, mi ni m u m v al u e 
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Gl a x o S mit h Kli n e
P h ar m a c e uti c als Lt d.  

2 1 3 5 1 4  

St ati sti c al A n al y si s Pl a n  P a g e 3 7 of 4 3  

 

D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

( mi n), a n d m a xi m u m v al u e ( m a x)) will b e pr es e nt e d f or q u a ntit ati v e m e as ur e m e nts 

of l a b or at or y p ar a m et ers b y o v er all a n d i n di c ati o n, Fr e q u e n c y a n d p er c e nt a g e will 

b e dis pl a y e d f or q u alit ati v e m e as ur e m e nts of l a b or at or y p ar a m et ers b y o v er all a n d 

i n di c ati o n. 

 S u bj e cts li sti n g of b as eli n e l a b or at or y p ar a m et ers b y i n di c ati o n will als o b e 

g e n er at e d. 

1 6. 4.  E C G  E V A L U A TI O N S  

E C G ass ess m e nt will n ot b e p erf or m e d f or t his st u d y. 

1 6. 5.  V I T A L S I G N S 

T h e f oll o wi n g Vit al Si g n s m e as ur e m e nts will b e r e p ort e d f or t his st u d y: 

 R es pir at or y R at e ( br e at hs/ mi n) 

 T e m p er at ur e ( C) 

 P uls e r at e 

 W ei g ht ( k g) 

 H ei g ht  

A ct u al vit al si g ns r e s ult s, c h a n g e fr o m b as eli n e v al u es a n d p er c e nt a g e c h a n g e fr o m b a s eli n e will 

b e s u m m ari z e d f or e a c h a n al ysis visit. 

S u bj e cts li sti n g of  vit al si g ns p ar a m et ers b y i n di c ati o n will als o b e g e n er at e d. 

1 6. 6.  O T H E R S A F E T Y A S S E S S M E N T S  

S u m m ar y f or visits i m p a ct e d b y C O VI D- 1 9 p a n d e mi c will b e pr es e nt e d b y o v er all a n d 

i n di c ati o n. 

S u bj e ct li sti n g of C o vi d- 1 9 p a n d e mi c st u d y i m p a ct ( T E A E a n d p ost-tr e at m e nt p eri o d) will b e 

dis pl a y e d. 

S u bj e ct li sti n g of l o c al e x a mi n ati o n b y i n di c ati o n will b e g e n er at e d.  
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D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

S u bj e ct li sti n g will b e g e n er at e d f or pr e g n a n c y. 

1 7.  D A T A N O T S U M M A RI Z E D O R P R E S E N T E D  

N ot a p pli c a bl e 

1 8.  R E F E R E N C E S  

Pr ot o c ol n u m b er 2 1 3 5 1 4 | Pr ot o c ol A m e n d m e nt 0 1 1 9 M a y 2 0 2 1. 
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D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0 Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 1.  P R O G R A M MI N G C O N V E N TI O N S F O R O U T P U T S  

I Q VI A  O U T P U T C O N V E N TI O N S  

O ut p uts will b e pr es e nt e d a c c or di n g t o I Q VI A Gl o b al Bi ost atisti cs St a n d ar d O ut p ut C o n v e nti o ns 

D A T E S &  T I M E S 

D e p e n di n g o n d at a a v ail a bl e, d at es a n d ti m es will t a k e t h e f or m at D D M M M Y Y Y Y; ti m e s will 

t a k e t h e f or m at H H: M M; c o m bi n e d d at es a n d ti m es will t a k e t h e f or m at 

D D M M M Y Y Y Y/ H H: M M. Ti m e will b e b as e d o n a 2 4 h o ur cl o c k.  

S P E L LI N G F O R M A T  

E n glis h U K, i n cl u di n g f or M e d D R A w h er e Britis h E n glis h is us e d. 

L I S TI N G S 

All listi n gs will b e or d er e d b y t h e f oll o wi n g ( u nl ess ot h er wis e i n di c at e d i n t h e t e m pl at e): 

 S u bj e ct I D 

 D at e a n d ti m e ( w h er e a p pli c a bl e) 

P R E S E N T A TI O N O F T R E A T M E N T G R O U P S  

F or o ut p uts, tr e at m e nt gr o u ps will b e r e pr es e nt e d as f oll o ws: 

T r e at m e nt G r o u p 

A u g m e nti n ( E S)  6 0 0 

D E S C RI P TI V E S T A TI S TI C S  

If t h e ori gi n al d at a h a s N d e ci m al pl a c es, t h e n t h e s u m m ar y st atisti c s will h a v e t h e f oll o wi n g 

d e ci m al pl a c es: 
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D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

 Mi ni m u m a n d m a xi m u m: N; 

 M e a n, m e di a n, l o w er a n d u p p er b o u n ds of t w o-si d e d 9 5 % CI: N + 1; 

 S D a n d S E: N + 2 

P E R C E N T A G E S  

P er c e nt a g es will b e r e p ort e d t o o n e d e ci m al pl a c e.  R o u n di n g will b e a p pli e d, e x c e pt f or 

 

 

W h er e c o u nts ar e z er o, n o p er c e nt a g es will a p p e ar i n t h e o ut p ut. 
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Gl a x o S mit h Kli n e
P h ar m a c e uti c als Lt d.  

2 1 3 5 1 4  

St ati sti c al A n al y si s Pl a n  P a g e 4 1 of 4 3  

 

D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 2.  P A R TI A L D A T E C O N V E N TI O N S  

D at e I m p ut ati o n R ul e f or a d v er s e e v e nts a n d c o n c o mit a nt m e di c ati o n f or a ssi g ni n g t h e e v e nt i n 

p arti c ul ar p eri o d : 

 

Missi n g d a y i n a st art d at e, e. g. - -J U N 2 0 2 1, s et t o t h e first of t h e m o nt h, 0 1J U N 2 0 2 1.  

Missi n g m o nt h i n a st art d at e, e. g., 1 5- - - 2 0 0 6, s et t o J a n u ar y, 1 5J A N 2 0 2 1.  

Missi n g d a y i n a st o p d at e, e. g. - - A P R 2 0 2 1, s et t o t h e l a st of t h e m o nt h, 3 0 A P R 2 0 2 1.  

Missi n g m o nt h i n a st o p d at e, e. g., 2 3- - - 2 0 0 6, s et t o D e c e m b er, 2 3 D E C 2 0 2 1.  

If b ot h d a y a n d m o nt h ar e missi n g, e. g. - - - - - 2 0 2 1, a p pl y b ot h r ul es gi vi n g 0 1J A N 2 0 2 1 f or a 

p arti al st art d at e, or 3 1 D E C 2 0 2 1 f or a p arti al st o p d at e 
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P h ar m a c e uti c als Lt d.  

2 1 3 5 1 4  

St ati sti c al A n al y si s Pl a n  P a g e 4 2 of 4 3  

 

D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0\ \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 3.  S A S  C O D E F O R A N A L Y S E S  

T h e f oll o wi n g S A S c o d e will b e us e d t o a n al y z e t h e cli ni c al r es p o ns e:  
 
F o r o v e r all: 
 
p r o c  f r e q d at a = m o d el d at a; 
t a bl e s r e s p o ns e/ bi n o mi al ( e x a ct ) al p h a = 0. 0 5; 
o ut p ut o ut = _ ci 9 5 bi n o mi al 
r u n ; 
 
F o r i n di c ati o n wis e a n al y sis  
 
p r o c  f r e q d at a = m o d el d at a; 
b y i n di c ati o n 
t a bl e s r e s p o ns e/ bi n o mi al ( e x a ct )   al p h a = 0. 0 5 ; 
o ut p ut o ut = _ ci 9 5 bi n o mi al 
r u n ; 
 

N ot e : I n t h e a bs e n c e of r es p o n d er c at e g or y ( z er o r es p o n d er), s e p ar at e c at e g or y wit h z er o 

r es p o n d er i n fi n al d at a s et will b e a d d e d b ef or e p assi n g i n pr o c fr e q usi n g W ei g ht st at e m e nt wit h 

z er o e s o pti o n as b el o w  

S A S c o d e :  
pr o c fr e q d at a = m o d el d at a ;  
b y i n di c ati o n;  
t a bl e s r es p o ns e /  bi n o mi al;  
w ei g ht w gt/ z er o es; 
 e x a ct bi n o mi al; 
 r u n; 
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D o c u m e nt:  \\i e e d c- v n a s c 0 1\ BI O S d at a\ G S K\ B R L 2 5 0 0 0 \ Bi o st ati sti c s\ D o c u m e nt ati o n\ S A P 

A ut h or: V er si o n N u m b er: V 1. 0  

 V er si o n D at e:  1 8 J U L 2 0 2 2  

T e m pl at e N o.:  C S _ T P _ B S 0 1 6 R e vi si o n 6 R ef er e n c e:  C S _ WI _ B S 0 0 5 

Eff e cti v e D at e: 0 2 D e c 2 0 1 9  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6, 2 0 1 8, 2 0 1 9 I Q VI A. All ri g ht s r e s er v e d. T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d 
pr o pri et ar y t o I Q VI A H ol di n g s I n c. a n d it s s u b si di ari e s. U n a ut h ori z e d u s e, di s cl o s ur e or r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 4.  M A XI M U M R E C O M M E N D E D D O S E B Y B O D Y W EI G H T  

 
 

B o d y w ei g ht 
( k g) # 

A u g m e nti n 6 0 0 
f or or al 
s us p e nsi o n ( ml) 
t wi c e i n 
d a y( BI D) 

M a xi m u m 
R e c o m m e n d e d 
D os e 
A d mi nist er e d 
b y t h e Or al 
R o ut e ( ml) 
T wi c e i n 
d a y( BI D) 

B o d y w ei g ht 
( k g) # 

A u g m e nti n 6 0 0 
f or or al 
s us p e nsi o n ( ml)  
t wi c e i n 
d a y( BI D) 

M a xi m u m 
R e c o m m e n d e d 
A d mi nist er e d 
b y t h e Or al 
R o ut e ( ml) 
T wi c e i n 
d a y( BI D) 

   2 1 8. 0 1 0. 5 

   2 2 8. 4 1 1. 0 

3 1. 2 1. 5  2 3 8. 6 1 1. 5 

4 1. 6 2. 0 2 4 9. 0 1 2. 0 

5 2. 0 2. 5 2 5 9. 4 1 2. 5 

6 2. 4 3. 0 2 6 9. 8 1 3. 0 

7 2. 6 3. 5 2 7 1 0. 2 1 3. 5 

8 3. 0 4. 0 2 8 1 0. 6 1 4. 0 

9 3. 4 4. 5 2 9 1 1. 0 1 4. 5 

1 0 3. 8 5. 0 3 0 1 1. 4 1 5. 0 

1 1 4. 2 5. 5 3 1 1 1. 6 1 5. 5 

1 2 4. 6 6. 0 3 2 1 2. 0 1 6. 0 

1 3 5. 0 6. 5 3 3 1 2. 4 1 6. 5 

1 4 5. 4 7. 0 3 4 1 2. 8 1 7. 0 

1 5 5. 6 7. 5 3 5 1 3. 2 1 7. 5 

1 6 6. 0 8. 0 3 6 1 3. 6 1 8. 0 

1 7 6. 4 8. 5 3 7 1 4. 0 1 8. 5 

1 8 6. 8 9. 0 3 8 1 4. 4 1 9. 0 

1 9 7. 2 9. 5 3 9 1 4. 6 1 9. 5 

2 0 7. 6 1 0. 0 4 0 1 5. 0 2 0. 0 
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C ertifi c at e Of C o m pl eti o n

E n v el o p e I d: St at u s: C o m pl et e d

S u bj e ct: Pl e a s e D o c u Si g n: G S K _ 2 1 3 5 1 4 S A P Fi n al V 1. 0. d o c x

Pr oj e ct C o d e ( E nt er 0 f or n o n- bill a bl e pr oj e ct s): 

I Q VI A I D ( L o gi n I D):

B u si n e s s U nit: 

D S S R

S o ur c e E n v el o p e: 

D o c u m e nt P a g e s: 4 3 Si g n at ur e s: 5 E n v el o p e Ori gi n at or: 

C ertifi c at e P a g e s: 6 I niti al s: 0

A ut o N a v: E n a bl e d

E n v el o p eI d St a m pi n g: Di s a bl e d

Ti m e Z o n e: ( U T C- 0 5: 0 0) E a st er n Ti m e ( U S & C a n a d a)

R e c or d Tr a c ki n g

St at u s: Ori gi n al

             7/ 1 8/ 2 0 2 2 5: 4 0: 2 7 A M

L o c ati o n: D o c u Si g n

Si g n er E v e nt s Si g n at ur e Ti m e st a m p

Wit h Si g ni n g A ut h e nti c ati o n vi a D o c u Si g n p a s s w or d

Wit h Si g ni n g R e a s o n s ( o n e a c h t a b): 

   I a m t h e a ut h or of t hi s d o c u m e nt

S e nt: 7/ 1 8/ 2 0 2 2 5: 4 7: 4 5 A M

Vi e w e d: 7/ 1 8/ 2 0 2 2 6: 0 2: 3 3 A M 

Si g n e d: 7/ 1 8/ 2 0 2 2 6: 0 3: 1 8 A M

El e ctr o ni c R e c o r d a n d Si g n at ur e Di s cl o s u r e: 
      A c c e pt e d: 7/ 1 8/ 2 0 2 2 6: 0 4: 1 0 A M

      C o m p a n y N a m e: I Q VI A

I Q VI A Bi ot e c h D o c u Si g n P art 1 1

S e c urit y L e v el: E m ail, A c c o u nt A ut h e nti c ati o n 
( R e q uir e d), L o g g e d i n Si g n at ur e A d o pti o n: Pr e- s el e ct e d St yl e

Wit h Si g ni n g A ut h e nti c ati o n vi a D o c u Si g n p a s s w or d

Wit h Si g ni n g R e a s o n s ( o n e a c h t a b): 

   I a m t h e a ut h or of t hi s d o c u m e nt

S e nt: 7/ 1 8/ 2 0 2 2 5: 4 7: 4 7 A M

Vi e w e d: 7/ 1 8/ 2 0 2 2 5: 5 3: 4 1 A M 

Si g n e d: 7/ 1 8/ 2 0 2 2 5: 5 4: 0 5 A M

El e ctr o ni c R e c o r d a n d Si g n at ur e Di s cl o s u r e: 
      N ot Off er e d vi a D o c u Si g n

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

P P D



Si g n er E v e nt s Si g n at ur e Ti m e st a m p

Wit h Si g ni n g A ut h e nti c ati o n vi a D o c u Si g n p a s s w or d

Wit h Si g ni n g R e a s o n s ( o n e a c h t a b): 

   I a p pr o v e t hi s d o c u m e nt

S e nt: 7/ 1 8/ 2 0 2 2 5: 4 7: 4 7 A M

Vi e w e d: 7/ 1 8/ 2 0 2 2 8: 4 5: 2 4 A M 

Si g n e d: 7/ 1 8/ 2 0 2 2 8: 4 9: 2 9 A M

El e ctr o ni c R e c o r d a n d Si g n at ur e Di s cl o s u r e: 
      A c c e pt e d: 7/ 1 8/ 2 0 2 2 8: 4 5: 2 4 A M
  
      C o m p a n y N a m e: I Q VI A

Wit h Si g ni n g A ut h e nti c ati o n vi a D o c u Si g n p a s s w or d

Wit h Si g ni n g R e a s o n s ( o n e a c h t a b): 

   I a m t h e a ut h or of t hi s d o c u m e nt

S e nt: 7/ 1 8/ 2 0 2 2 5: 4 7: 4 9 A M

Vi e w e d: 7/ 1 8/ 2 0 2 2 6: 2 8: 0 2 A M 

Si g n e d: 7/ 1 8/ 2 0 2 2 6: 2 9: 3 3 A M

El e ctr o ni c R e c o r d a n d Si g n at ur e Di s cl o s u r e: 
      A c c e pt e d: 7/ 1 8/ 2 0 2 2 6: 2 8: 0 2 A M
   
      C o m p a n y N a m e: I Q VI A

Wit h Si g ni n g A ut h e nti c ati o n vi a D o c u Si g n p a s s w or d

Wit h Si g ni n g R e a s o n s ( o n e a c h t a b): 

   I a p pr o v e t hi s d o c u m e nt

S e nt: 7/ 1 8/ 2 0 2 2 5: 4 7: 4 9 A M

Vi e w e d: 7/ 2 0/ 2 0 2 2 6: 1 5: 2 5 A M 

Si g n e d: 7/ 2 0/ 2 0 2 2 6: 1 6: 4 7 A M

El e ctr o ni c R e c o r d a n d Si g n at ur e Di s cl o s u r e: 
      A c c e pt e d: 7/ 2 0/ 2 0 2 2 6: 1 5: 2 5 A M
    
      C o m p a n y N a m e: I Q VI A

I n P er s o n Si g n e r E v e nt s Si g n at ur e Ti m e st a m p

E dit or D eli v er y E v e nt s St at u s Ti m e st a m p

A g e nt D eli v e r y E v e nt s St at u s Ti m e st a m p

I nt er m e di ar y D eli v e r y E v e nt s St at u s Ti m e st a m p

C ertifi e d D eli v e r y E v e nt s St at u s Ti m e st a m p
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Notary Events Signature Timestamp

Envelope Summary Events Status Timestamps

Envelope Sent Hashed/Encrypted 7/18/2022 5:47:49 AM

Certified Delivered Security Checked 7/20/2022 6:15:25 AM

Signing Complete Security Checked 7/20/2022 6:16:47 AM

Completed Security Checked 7/20/2022 6:16:47 AM

Payment Events Status Timestamps

Electronic Record and Signature Disclosure



CONSENT TO ELECTRONIC DELIVERY AND EXECUTION OF DOCUMENTS   

disclosures, authorizations, acknowledgements or other documents (collectively, the 
"Documents") electronically. Please read this consent form carefully. It explains the terms and 
conditions under which such Documents are provided by us and executed by you electronically 

execution of such Documents electronically, please click the "I Agree" button.  
Documents will be sent to you electronically  
If you consent to electronic delivery, Documents will be sent to your DocuSign user account. 
You may request a paper copy of documents previously made available through your DocuSign 
user account, but an additional charge may be incurred. Alternatively, you can download and 
print documents sent to your DocuSign user account. Unless otherwise noted, you can access a 
Document up to 30 days from the date we first sent the Document to you.  
Withhold Consent or Withdrawing Consent to Electronic Delivery  
If you withhold consent to electronic delivery or execution, or withdraw your consent at a later 
date, all Documents will be sent to your mailing address following our receipt of notice of such 
action. The following sections explain the consequences of withholding or withdrawing your 
consent to electronic delivery and execution of Documents, and also the procedures you must 
follow in order to effectuate delivery to your mailing address.  
Consequences of Withdrawing Consent  
By electing to only receive and execute Documents sent to your mailing address, we will not be 
able to carry out transactions or services as efficiently. For instance, some transactions or 
services require your express consent. We can perform these transaction or services only if we 
first receive an acknowledgement that indicates you received and consent to the Document 
related to the proposed transaction or service.  
To withhold consent now or withdraw consent at a later date, please sign DocuSign's "Withdraw 
Consent" form on the signing page of your DocuSign user account. This will indicate that you 
have withdrawn your consent to receive Documents electronically. Once you sign the "Withdraw 
Consent" form, you will no longer be able to use your DocuSign user account to execute 
Documents electronically and we will send Documents to your mailing address. Withdrawal of 
consent does not affect the validity of any Documents previously executed electronically prior to 
such withdrawal of Consent. In addition, should you execute any Documents electronically, your 
execution of such Documents shall indicate your continued consent to execute such Documents 
electronically.  
How to contact IQVIA:  
If you would like us to send the Documents to a different e-mail address, request paper copies of 
Documents you have previously received electronically, or withdraw your consent to receive 
electronic documents, please follow the instructions below. If you have any other questions, 
please contact: DocuSignSupport@IQVIA.com  
1. To advise IQVIA of your new e-mail address  

If you would like your Documents sent to a different e-mail address, you must send an e-mail 
message to DocuSignSupport@IQVIA.com . In the body of the e-mail please state the following: 
(i) your previous e-mail address, and (ii) your new e-mail address. No other information is 
required.  



In addition, you must notify DocuSign of your new e-mail address. Please log into your 
DocuSign user account, and follow the instructions to update your e-mail address.  

2. To request paper copies from IQVIA  
To request paper copies of Documents you have received previously through your DocuSign 
user account, send an e-mail to DocuSignSupport@IQVIA.com  
In the body of the e-mail please state the following: (i) your e-mail address, (ii) full name, (iii) 
U.S. Postal address, and (iv) telephone number. Additional charges may apply for such paper 
copies. 
3. To withdraw your consent with IQVIA  

To withdraw your consent to receiving and executing Documents in an electronic format, you 
may do one of the following: 

i. decline to sign a document from within your DocuSign user account, and on the 
subsequent page, select the check-box indicating you wish to withdraw your consent; or  
ii. send us an e-mail to DocuSignSupport@IQVIA.com and in the body of such request 
you must state your e-mail, full name, US Postal Address, telephone number, and account 
number. No additional information is necessary.  

Required hardware and software  
Operating Systems: Windows® 2000, Windows® XP, Windows Vista®; Mac OS® X 

Browsers: 

  Internet Explorer (Windows Only) 8.0 or above  compatibility mode is 
supported only for 9.0 and above.  
  Windows Edge Current Version  
  Mozilla Firefox Current Version  
  Safari (Mac OS only) 6.2 or above  
  Google Chrome Current Version  

PDF Reader: Acrobat® or similar software may be required to view and print PDF files 

Screen Resolution: 1024 x 768 Recommended  

Enabled Security 
Settings: 

Allow per session cookies 

Mobile Signing: 
  Apple iOS 7.0 or above  
  Android 4.0 or above  

** These minimum requirements are subject to change. If these requirements change, we will 
provide you with an e-mail message at the e-mail address we have on file for you at the time the 
hardware and software requirements are revised.  
Pre-release (e.g. beta) versions of operating systems and browsers are not supported.  
Acknowledging your access and consent to receive materials electronically  
To confirm you can access this information electronically and that you consent to receiving and 
executing Documents electronically on the terms and conditions described above, please let us 
know by clicking the "I Agree" button.  
By clicking the "I Agree" button, you confirm that  



 You can access and read this Consent To Electronic Delivery and Execution of 
Documents; and  

 You can print on paper the disclosure or save or send the disclosure to a place where you 
can print it, for future reference and access; and  

 Until or unless you notify IQVIA as described above, you consent to the delivery and 
execution of Documents electronically.  
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