


M er z P h ar m a c e uti c al s G m b H  S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1  V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

C O N FI D E N TI A L A N D P R O P RI E T A R Y  P a g e 2  of 9 2  

SI G N A T U R E P A G E  

I c o nfir m t h at t his St atisti c al A n al ysis Pl a n a c c ur at el y d es cri b e s t h e pl a n n e d st atisti c al a n al ys es t o 
t h e b est of m y k n o wl e d g e a n d w as fi n ali z e d b ef or e br e a ki n g t h e bli n d.  

 

A ut h or ( pri nt n a m e) ,  D at e ( d d -m m m -y y y y)  Si g n at ur e  

 

Bi ost ati sti ci a n M er z ( pri nt n a m e)   D at e ( d d -m m m -y y y y)  Si g n at ur e  

 

M e di c al E x p ert M er z ( pri nt n a m e)  D at e ( d d -m m m -y y y y)  Si g n at ur e  

P P D

P P D

P P D

P P D

P P D



M er z P h ar m a c e uti c al s G m b H   S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1   V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

 

C O N FI D E N TI A L A N D P R O P RI E T A R Y   P a g e 3  of 9 2  
 

T a bl e of C o nt e nt s  

SI G N A T U R E P A G E .............................................................................................................. 2  

List of A b br e vi ati o ns  .................................................................................................................. 5  

1  G e n er al a n d T e c h ni c al As p e ct s  ............................................................................................ 6  

2  Cli ni c al Tri al D esi g n a n d O bj e cti v es  .................................................................................... 6  

3  D et er mi n ati o n of S a m pl e Si z e .............................................................................................. 7  

4  A n al ysis S et s  ....................................................................................................................... 7  

5  E n d p oi nt s a n d M ai n E sti m a n ds f or A n al ysis  ........................................................................ 8  

5. 1  Effi c a c y E n d p oi nt s a n d M ai n Effi c a c y E sti m a n d s  ......................................................... 8  

5. 1. 1  Pri m ar y Effi c a c y E n d p oi nt s a n d M ai n Pri m ar y Effi c a c y E sti m a n ds ........................ 8  

5. 1. 2  S e c o n d ar y Effi c a c y E n d p oi nt s a n d M ai n S e c o n d ar y Effi c a c y E sti m a n d s  .............. 1 2  

5. 2  S af et y E n d p oi nt s/ V ari a bl es  ......................................................................................... 1 5  

5. 2. 1  Pri m ar y S af et y E n d p oi nt  ...................................................................................... 1 5  

5. 2. 2  S e c o n d ar y S af et y E n d p oi nt s  ................................................................................. 1 5  

6  St atis ti c al A n al ysis M et h o ds .............................................................................................. 1 8  

6. 1  Effi c a c y E n d p oi nt s a n d Effi c a c y E sti m a n d s  ................................................................ 1 8  

6. 1. 1  Pri m ar y Effi c a c y E n d p oi nt s a n d E sti m a n d s  .......................................................... 1 8  

6. 1. 2  S e c o n d ar y Effi c a c y E n d p oi nt s a n d E sti m a n d s  ...................................................... 2 2  

6. 2  S af et y E n d p oi nt s  ......................................................................................................... 2 7  

6. 2. 1  Pri m ar y S af et y E n d p oi nt s  ..................................................................................... 2 9  

6. 2. 2  S e c o n d ar y S af et y E n d p oi nt s  ................................................................................. 3 0  

6. 4  S p e ci al St atisti c al/ A n al yti c al I ss u e s  ............................................................................ 3 3  

6. 4. 1  Dis c o nti n u ati o ns a n d Mis si n g D at a  ...................................................................... 3 3  

6. 4. 2  I nt eri m A n al ys e s .................................................................................................. 3 5  

6. 4. 3  M ulti pl e C o m p aris o ns/ M ulti pli cit y  ...................................................................... 3 5  

6. 4. 4  E x a mi n ati o n of S u b gr o u ps  ................................................................................... 3 5  

6. 4. 5  P o oli n g of Sit es  .................................................................................................... 3 6  

6. 4. 6  I nt er c urr e nt E v e nt s ............................................................................................... 3 6  

8  R ef er e n c es  ......................................................................................................................... 3 9  

9  A p p e n di c es  ........................................................................................................................ 4 0  

C CI

C CI

C CI

C CI

C CI

C CI



M er z P h ar m a c e uti c al s G m b H   S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1   V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

 

C O N FI D E N TI A L A N D P R O P RI E T A R Y   P a g e 4  of 9 2  
 

 
  

C CI



M er z P h ar m a c e uti c al s G m b H   S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1   V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

 

C O N FI D E N TI A L A N D P R O P RI E T A R Y   P a g e 5  of 9 2  
 

Li st of A b br e vi ati o n s  
A D a M  A n al ysis D at a M o d el  
A E SI  A d v er s e E v e nt of S p e ci al I nt er est  
A T C  A n at o mi c al T h er a p e uti c C h e mi c al cl a ssifi c ati o n  
B MI  B o d y m as s i n d e x  
B o N T  B ot uli n u m n e ur ot o xi n  
B P  Bl o o d pr ess ur e  
CI  C o nfi d e n c e i nt er v al  
C S P  Cli ni c al St u d y Pr ot o c ol  
C S R  Cli ni c al St u d y R e p ort  
e C R F  el e ctr o ni c C a s e R e p ort F or m  
C R O  C o ntr a ct R es e ar c h Or g a ni z ati o n  
F A S  F ull A n al ysis S et  

G F L  Gl a b ell ar fr o w n li n e s  
H F L  H ori z o nt al f or e h e a d li n e s  
H R  H e art r at e  
I C E I nt er c urr e nt e v e nt 
I P  I n v esti g ati o n al pr o d u ct 
I R P I n d e p e n d e nt r at er p a n el 
K M  K a pl a n -M ei er  
L C L  L at er al c a nt h al li n es  
L S  L e ast s q u ar es  
M A S  M er z A e st h eti c S c al es  
M e d D R A  M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es  
M N A R  Missi n g n ot at r a n d o m  
M P  M ai n p eri o d  
n  V al u e s a n al y z e d  
n i m p  n u m b er of i m p ut e d v al u es  
N T 2 0 1  Cl o stri di u m b ot uli n u m n e ur ot o xi n t y p e A ( 1 5 0 K D, fr e e of c o m pl e xi n g pr ot ei ns) 

p o w d er f or s ol uti o n f or i nj e cti o n  
O L E X  O p e n -l a b el e xt e nsi o n  
P P S  P er P r ot o c ol S e t 
P T  Pr ef err e d t er m  
S A P  St atisti c al A n al ysis Pl a n  
S A S  St atisti c al A n al ysis S yst e m ®  
S D T M  St u d y D at a T a b ul ati o n M o d el  
S E S  S af et y E v al u ati o n S et  
S O C  S yst e m or g a n cl a ss  
T E A E  Tr e at m e nt -e m er g e nt a d v er s e e v e nt  
T E A E SI  Tr e at m e nt -e m er g e nt a d v er s e e v e nt of s p e ci al i n t er est 
T E S A E  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 nt  
T F L  T a bl e, Fi g ur e s, a n d Listi n g s  
T ot al N T  2 0 1  Gr o u p  U a n d Gr o u p  G & H  p o ol e d  
U  U nit  
U F L  U p p er f a ci al li n es  
W H O  W orl d H e alt h Or g a ni z ati o n  
  

C CI



M er z P h ar m a c e uti c al s G m b H   S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1   V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

 

C O N FI D E N TI A L A N D P R O P RI E T A R Y   P a g e 6  of 9 2  
 

1  G e n er al a n d T e c h ni c al A s p e ct s  

T h e o bj e cti v e of t his st atisti c al a n al ysis pl a n ( S A P) is t o s p e cif y t h e st atisti c al a n al ys es wit h 
a p pr o pri at e d et ail a n d pr e cisi o n t o s er v e as a g ui d eli n e f or st atisti c al pr o gr a m mi n g a n d cr e ati o n of 
t a bl e s, fi g ur es, a n d listi n gs f or cli ni c al st u d y pr ot o c ol  ( C S P) M 6 0 2 0 1 1 0 7 1 ( v er si o n 4. 0) , d at e d 
1 4J u n 2 0 2 1 . 

All pr o gr a ms will b e writt e n usi n g S A S v er si o n 9. 4 or hi g h er. A pr ef err e d f o nt si z e of 1 0  p oi nt s, 
mi ni m u m f o nt si z e of 9  p oi nt s wit h a u ni q u e f o nt si z e f or t h e w h ol e d o c u m e nt r e q uir e d will b e 
us e d f or t h e t a bl e s a n d fi g ur es i n S e cti o n 1 4. F or listi n g s, a st a n d ar d f o nt si z e of 9 p oi nt s will b e 
us e d t o pr o d u c e t h e o ut p ut i n A 4 f or m at. I n di vi d u al S A S pr o gr a ms will b e writt e n f or all t a bl es, 
fi g ur es, a n d listi n gs. All o ut p ut s will b e tr a nsf err e d i nt o P D F fil es. T h es e P D F fil e s will b e 
g e n er at e d as n e e d e d t o p o p ul at e t h e s u bs e cti o ns of S e cti o n  1 4 a n d S e cti o n 1 6. 2 of t h e cli ni c al st u d y 
r e p ort ( C S R). E a c h o ut p ut fil e will i n cl u d e t h e c orr es p o n di n g t a bl e of c o nt e nt s, pr e c e di n g t h e 
c o nt e nt of t h e fil e.  

T h e M er z st a n d a r d T a bl e, Fi g ur e s, a n d Listi n g s ( T F L s) f or dr u gs, v er si o n 7 . 0 will b e a p pli e d a n d 
a d a pt e d t o tri al s p e cifi c r e q uir e m e nt s as l ai d d o w n i n C S P M 6 0 2 0 1 1 0 7 1 ( v er si o n 4. 0) . T h es e m o c k 
T F Ls will s er v e as st u d y-s p e cifi c o ut p ut s p e cifi c ati o ns f or st atisti c al pr o gr a m mi n g  of T F Ls . T F L 
h e a d er s ar e list e d i n   

S p e ci al att e nti o n will b e p ai d t o pl a n ni n g a n d p erf or m a n c e of q u alit y c o ntr ol m e as ur e s. Ris k s c or es 
b a s e d o n ass e ss m e nt s of c o m pl e xit y a n d i m p a ct of err or s a n d q u alit y c o ntr ol m e a s ur es f or 
st atisti c al pr o gr a m mi n g (i n cl u di n g T F Ls, S D T Ms, a n d A D a Ms ) will b e d o c u m e nt e d i n t h e q u alit y 
c o ntr ol pl a n s f or S D T Ms, A D a M s, a n d T F L s .  

2  Cli ni c al Tri al  D e si g n a n d O bj e cti v e s  

T his is a pr o s p e cti v e, r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, m ulti c e nt er st u d y wit h  a 
pl a c e b o -c o ntr ol l e d m ai n p eri o d ( M P ) wit h o n e N T  2 0 1 i nj e cti o n c y cl e f oll o w e d b y a n o p e n -l a b el 
e xt e nsi o n ( O L E X) p eri o d wit h t w o N T  2 0 1 i nj e cti o n c y cl es.  

I n t h e M P ( C y cl e 1), a t ot al of 3 6 0  s u bj e ct s will b e r a n d o mi z e d t o t hr e e diff er e nt tr e at m e nt gr o u ps: 
u p p er f a ci al li n e s ( U F L ) tr e at m e nt ( Gr o u p U), gl a b ell ar fr o w n li n es ( G F L ) a n d h ori z o nt al f or e h e a d 
li n es (H F L ) tr e at m e nt ( Gr o u p G & H), a n d pl a c e b o ( Gr o u p  P) i n a r a n d o mi z ati o n r ati o of 2: 1: 1. 
D uri n g t h e M P, s u bj e ct s will b e tr e at e d eit h er wit h a t ot al d o s e of  6 4  U N T  2 0 1 as si m ult a n e o us 
i nj e cti o ns i n all t hr e e f a ci al ar e as ( Gr o u p U), wit h a t ot al d o s e of 4 0  U N T  2 0 1 i n t h e G F L a n d H F L 
ar e a a n d pl a c e b o i n t h e lat er al c a nt h al li n e s ( L C L ) ar e a ( Gr o u p  G & H), or wit h pl a c e b o i n all t hr e e 
f a ci al ar e as ( Gr o u p P). All r a n d o mi z e d s u bj e ct s will t h e n b e f oll o w e d u p f or 1 2 0  d a ys b ef or e t h e y 
m a y e nt er t h e O L E X p eri o d. T h e d ur ati o n of t h e M P ( C y cl e  1) will t h u s b e 1 2 0  d a ys pl u s t h e 
d ur ati o n of i n di vi d u al s cr e e ni n g ( u p t o 1 4 d a ys).  

T h e O L E X p eri o d will c o m pris e t w o a d diti o n al tr e at m e nt c y cl es, C y cl e  2 a n d C y cl e  3 wit h 
d ur ati o ns of 1 2 0  d a ys e a c h pl us u p t o 3 0 d a ys f or eli gi bilit y r e a ss e ss m e nt s p er c y cl e. D uri n g e a c h 
c y cl e, eli gi bl e s u bj e ct s will r e c ei v e si m ult a n e o us i nj e cti o ns of N T  2 0 1 at a t ot al d o s e of 6 4  U i n all 
t hr e e f a ci al ar e a s. Eli gi bilit y crit eri a will b e e v al u at e d b ef or e r ei nj e cti o n. 

T h e pri m ar y o bj e cti v e of t his st u d y is t o ass es s t h e effi c a c y of si m ult a n e o us i ntr a m us c ul ar 
i nj e cti o ns of N T 2 0 1  i n s u bj e ct s wit h m o d er at e t o s e v er e U F L i n c o m p aris o n t o pl a c e b o. 

T h e s e c o n d ar y o bj e cti v es ar e t o ass ess effi c a c y a n d s af et y of si m ult a n e o us si n gl e a n d r e p e at -d o s e 
i ntr a m u s c ul ar i nj e cti o ns of N T 2 0 1 i n s u bj e ct s wit h m o d er at e t o s e v er e U F L.  
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3  D et er mi n ati o n o f S a m pl e Si z e 

O v er all, 3 6 0  s u bj e ct s ar e pl a n n e d t o b e r a n d o mi z e d t o t hr e e tr e at m e nt gr o u ps ( U F L, G F L & H F L or 
Pl a c e b o) wit h a r a n d o mi z ati o n of 2: 1: 1 at b as eli n e visit V 2.  

T h e F D A r e q uir e d t h at t h e cli ni c al d e v el o p m e nt pr o gr a m i n cl u d e s at l e ast 3 0 0  c o m pl et e d s u bj e ct s 
w h o ar e tr e at e d si m ult a n e o usl y i n all t hr e e a n at o mi c al ar e as ( G F L, H F L, L C L) u n d er pl a c e b o -
c o ntr oll e d c o n diti o ns t o s u p p ort s af et y. Si n c e t w o  pi v ot al st u di es ar e pl a n n e d f or d e m o nstr ati o n of 
N T 2 0 1 effi c a c y a n d s af et y i n t h e c o m bi n e d G F L, H F L a n d L C L tr e at m e nt a n d as s u mi n g t h at u p 
t o 1 5 % of t h e s u bj e ct s will n ot c o m pl et e t h e st u d y, 1 8 0 s u bj e ct s will b e r a n d o mi z e d p er st u d y t o 
b e tr e at e d i n all t hr e e  a n at o mi c al ar e as ( Gr o u p  U). A r a n d o mi z ati o n r ati o of 2: 1: 1 f or t h e tr e at m e nt 
gr o u ps i n t his st u d y r e s ult s i n 9 0  s u bj e ct s f or Gr o u ps  G & H a n d P r es p e cti v el y.  

T h es e s a m pl e si z e s pr o vi d e s uffi ci e nt p o w er als o t o ass ess effi c a c y u n d er c o ns er v ati v e 
ass u m pti o ns. F or pr o p orti o ns of 2 0 % L C L -r es p o n d er s i n Gr o u p U a n d 5 % i n Gr o u p  P, a p o w er of 
9 3 % is a c hi e v e d f or o n e -si d e d Fis h er’s e x a ct t est at α  =  2. 5 %. M or e o v er, if pr o p orti o ns of H F L - 
a n d G F L -r es p o n d er s of at l e a st 4 0 % f or Gr o u p U a n d at m o st 5 % f or Gr o u p  P ar e ass u m e d, t h e 
s a m pl es si z e s pr o vi d e p o w er cl o s e t o 1 0 0 %.  

I n c o n cl usi o n, w h e n r a n d o mi zi n g 1 8 0 s u bj e ct s t o  Gr o u p  U a n d 9 0  s u bj e ct s e a c h t o Gr o u ps  G & H 
a n d P, t h e st u d y will h a v e at l e ast 9 0 % p o w er t o est a blis h effi c a c y of N T  2 0 1 usi n g a hi er ar c hi c al 
pr o c e d ur e f or c o m p aris o ns of pr o p orti o ns of G F L -, H F L-, a n d L C L-r es p o n d er s b et w e e n Gr o u ps U 
a n d P. Ass u mi n g t h at a b o ut 1 5 % of s u bj e ct s will n ot c o m pl et e t h e M P p eri o d, t h e pr o p o s e d s a m pl e 
si z e will r es ult i n m or e t h a n 1 5 0  c o m pl et e d s u bj e ct s i n Gr o u p  U i n t his st u d y. T his n u m b er of 
c o m pl et e d p ati e nt s i n t his st u d y is c o nsi d er e d s uffi ci e nt t o s u p p ort t h e o v er all s af et y  pr ofil e of 
N T  2 0 1 f or si m ult a n e o us tr e at m e nt of U F L.  

4  A n al y si s S et s  

T h e  f oll o wi n g a n al ysis s et s ar e d efi n e d f or t h e st atisti c al  a n al ysis of t his st u d y : 

S af et y E v al u ati o n S et ( S E S)  

T h e S E S is t h e s u bs et of all s u bj e ct s w h o w er e e x p o s e d t o st u d y m e di c ati o n a t l e ast o n c e. S u bj e ct s 
i n t h e S E S a n al ys es will b e a n al y z e d as tr e at e d. 

N ot e: I n t h e d efi niti o n of t h e S E S a b o v e, “ as tr e at e d ” r el at es t o a ct u al st u d y tr e at m e nt  i n M P. 

F ull A n al y si s S et ( F A S)  

T h e F A S will c o nsist of all r a n d o mi z e d s u bj e ct s. S u bj e ct s i n F A S  a n al ys es will b e a n al y z e d a s 
r a n d o mi z e d. 

P e r Pr ot o c ol S et ( P P S)  

T h e P P S is t h e s u bs et of s u bj e ct s i n t h e F A S wit h o ut m aj or pr ot o c ol d e vi ati o ns. M aj or pr ot o c ol 
d e vi ati o ns will b e d efi n e d d uri n g t h e bli n d e d d at a r e vi e w m e eti n g.  

N ot e: S u bj e ct  w as r a n d o mi z e d t wi c e a n d o nl y tr e at e d aft er s e c o n d r a n d o mi z ati o n. 
A c c or di n g t o I T T pri n ci pl e tr e at m e nt gr o u p fr o m fir st r a n d o mi z ati o n  will b e us e d f or 
a n al ys es  b as e d o n t h e F A S or P P S . A p art fr o m r a n d o m gr o u p assi g n m e nt, n o d at a r e c or d e d f or 

 will b e a n al y z e d. D at a r e c or d e d f or  (s e c o n d r a n d o mi z ati o n) will b e i n cl u d e d i n a n y 
st atisti c al a n al ys e s . 
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5  E n d p oi nt s  a n d M ai n E sti m a n d s  f or A n al y si s 

5. 1  Effi c a c y  E n d p oi nt s  a n d M ai n Effi c a c y E sti m a n d s  

5. 1. 1  P ri m a r y Effi c a c y E n d p oi nt s a n d M ai n P ri m a r y Effi c a c y E sti m a n d s  

T h e f oll o wi n g t hr e e e n d p oi nt s will b e us e d f or pri m ar y effi c a c y a n al ysis d uri n g t h e M P:  

•  Pr o p orti o n of G F L -r es p o n d er s at D a y 3 0  ( Visit 4) 

G F L -r es p o ns e is d efi n e d as a s c or e of 0 ( n o) or 1 ( mil d) a n d at l e ast t w o -gr a d e i m pr o v e m e nt 
fr o m b a s eli n e t o D a y  3 0 of M P o n M er z A est h eti c S c al es ( M A S ) f or G F L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y b ot h t h e i n v esti g at or a n d t h e s u bj e ct.  

•  Pr o p orti o n of H F L -r es p o n d er s at D a y 3 0  ( Visit 4) 

H F L -r es p o ns e is d efi n e d as a s c or e of 0 ( n o) or 1 ( mil d) a n d at l e ast t w o -gr a d e i m pr o v e m e nt 
fr o m b a s eli n e t o D a y 3 0 of M P o n M A S f or H F L at m a xi m u m c o ntr a cti o n as a ss e ss e d b y 
b ot h t h e i n v esti g at or a n d t h e s u bj e ct.  

•  Pr o p orti o n of L C L -r es p o n d er s at D a y 3 0  ( Visit 4) 

L C L -r es p o ns e is d efi n e d as a s c or e of 0 ( n o) or 1 ( mil d) a n d at l e ast t w o -gr a d e i m pr o v e m e nt 
fr o m b a s eli n e t o D a y 3 0 of M P o n M A S f or b ot h l eft a n d ri g ht L C L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y b ot h t h e i n v esti g at or a n d t h e s u bj e ct.  

M ai n esti m a n ds f or pri m ar y effi c a c y e n d p oi nt s ( s e e  f or G F L,  f or H F L,  f or 
L C L) d es cri b e t h e tr e at m e nt eff e ct s of i nt er est f or t h e t hr e e tr e at m e nt ar e as.  F or e a c h m ai n pri m ar y 
esti m a n d, t h e v ari a bl e attri b ut e c orr es p o n ds t o t h e r es p e cti v e pri m ar y e n d p oi nt.   

  

C CI C CI C CI
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5. 1. 2  S e c o n d a r y Effi c a c y E n d p oi nt s  a n d M ai n S e c o n d a r y Effi c a c y E sti m a n d s  

K e y s e c o n d ar y effi c a c y e n d p oi nt s:  

•  Pr o p orti o n of s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or G F L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y t h e i n v esti g at or at D a y  3 0  ( Visit 4) of M P.  

•  Pr o p orti o n of s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or H F L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y t h e i n v esti g at or at D a y  3 0  ( Visit 4) of M P.  

•  Pr o p orti o n of s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or b ot h l eft a n d ri g ht 
L C L at m a xi m u m c o ntr a cti o n as ass ess e d b y t h e i n v e sti g at or at D a y  3 0  ( Visit 4) of M P.  

•  Pr o p orti o n of s u bj e ct s wit h  a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or G F L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y t h e s u bj e ct at D a y  3 0  ( Visit 4)  of M P.  

•  Pr o p orti o n of s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or H F L at m a xi m u m 
c o ntr a cti o n as as s es s e d b y t h e s u bj e ct at D a y  3 0  ( Visit 4)  of M P.  

•  Pr o p orti o n of s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or b ot h l eft a n d ri g ht 
L C L at m a xi m u m c o ntr a cti o n as ass ess e d b y t h e s u bj e ct at D a y  3 0  ( Visit 4)  of M P.  

•  Gl o b al A est h eti c I m pr o v e m e nt S c al e ( G AI S ) as as s es s e d b y t h e s u bj e ct  at D a y  3 0  ( Visit 4)  
of M P.  

 

M ai n esti m a n d s f or M A S -b a s e d k e y s e c o n d ar y effi c a c y e n d p oi nt s ar e s p e cifi e d i n f ull d et ail i n  
 All k e y s e c o n d ar y esti m a n ds p er tr e at m e nt ar e a w er e d eri v e d fr o m t h e r es p e cti v e m ai n 

pri m ar y esti m a n d as s p e cifi e d i n S e cti o n  5. 1. 1 . D efi niti o ns of attri b ut es tr e at m e nt, t ar g et 
p o p ul ati o n, ot h er i nt er c urr e nt e v e nt s (I C E s) a n d p o p ul ati o n l e v el s u m m ar y ar e i d e nti c al. T h e 
v ari a bl e attri b ut es of k e y s e c o n d ar y esti m a n d s w er e a d a pt e d a c c or di n g t o t h e a b o v e -d efi n e d k e y 
s e c o n d ar y e n d p oi nt s f or t h e r es p e cti v e tr e at m e nt ar e a b as e d o n t h e i n v esti g at or/ s u bj e ct ass ess m e nt 
o n t h e M A S at  m a xi m u m c o ntr a cti o n. F or e x a m pl e, t h e v ari a bl e attri b ut es of t h e m ai n esti m a n d s 
f or t h e t w o k e y s e c o n d ar y effi c a c y e n d p oi nt s f or tr e at m e nt ar e a G F L ar e d efi n e d as “ G F L r es p o ns e 
d efi n e d as a s c or e of 0 ( n o) or 1 ( mil d) o n M A S f or G F L at m a xi m u m c o ntr a cti o n  as as s e ss e d b y 
t h e i n v e sti g at or at D a y  3 0 ” a n d “ G F L r es p o ns e d efi n e d as a s c or e of 0 ( n o) or 1 ( mil d) o n M A S 
f or G F L at m a xi m u m c o ntr a cti o n as ass e ss e d b y t h e s u bj e ct at D a y  3 0 ”, r es p e cti v el y.  

T h e m ai n esti m a n d f or t h e k e y s e c o n d ar y e n d p oi nt b as e d o n s u bj e ct’s G AI S at D a y  3 0  of M P is 
pr es e nt e d i n    
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F urt h er s e c o n d ar y effi c a c y e n d p oi nt s:  

•  Pr o p orti o n of s u bj e ct s wit h at l e ast o n e -g r a d e i m pr o v e m e nt fr o m b a s eli n e t o D a y  3 0  
( Visit 4)  of M P o n M A S f or G F L at m a xi m u m c o ntr a cti o n as ass es s e d b y t h e i n v e sti g at or.  

•  Pr o p orti o n of s u bj e ct s wit h at l e ast o n e -gr a d e i m pr o v e m e nt fr o m b a s eli n e t o D a y  3 0  
( Visit 4)  of M P o n M A S f or H F L at m a xi m u m c o n tr a cti o n as ass es s e d b y t h e i n v e sti g at or. 

•  Pr o p orti o n of s u bj e ct s wit h at l e ast o n e -gr a d e i m pr o v e m e nt fr o m b a s eli n e t o D a y  3 0  
( Visit 4)  of M P o n M A S f or b ot h l eft a n d ri g ht L C L at m a xi m u m c o ntr a cti o n as ass es s e d 
b y t h e i n v e sti g at or.  

•  G AI S as ass ess e d b y t h e i n v e sti g at or at D a y  3 0  ( Visit 4)  of M P.  

N o esti m a n d s ar e d efi n e d f or f urt h er s e c o n d ar y e n d p oi nt s.  
C CI
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5. 2  S af et y E n d p oi nt s/ V a ri a b l e s 

5. 2. 1  P ri m a r y S af et y E n d p oi nt  

N o pri m ar y s af et y e n d p oi nt h as b e e n d efi n e d.  

5. 2. 2  S e c o n d a r y S af et y E n d p oi nt s  

•  I n ci d e n c e of r el at e d tr e at m e nt-e m er g e nt a d v er s e e v e nt s ( T E A E s ) i n M P. 
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•  I n ci d e n c e of r el at e d T E A E s i n O L E X p eri o d 

F or t h e d efi niti o n of T E A E s, s e e   

C CI

C CI
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6 Statistical Analysis Methods 

Continuous endpoints (values and changes from baseline/ cycle baseline, where applicable) will 

be summarized by number of subjects in the respective analysis set/ population (N), number of 

values analyzed (n), mean, standard deviation, median, quartiles, minimum, and maximum. If 

relevant, the number of values imputed due to missingness (nimp) will be reported for efficacy 

variables (see Section 6.4.1). Mean, quartiles, and median will be reported to one decimal place 

more than the data were collected, for the standard deviation two decimal places more will be 

displayed; for derived data, an adequate number of decimal places will be chosen. 

For qualitative endpoints, absolute and percent frequencies (n, %) and, if applicable, shift tables 

will be displayed. Frequency tables will include the number of missing values, if applicable. 

Percentages will be calculated using the denominator of all subjects in a specified population or 

treatment group. The denominator will be specified in a footnote to the tables for clarification if 

not otherwise obvious. Percentages will be reported to one decimal place. In frequency tables based 

on observed cases, number of missing values will not be presented and percentages will be based 

on number of observed cases (Nobs).  

If not otherwise specified, statistical tests will be conducted two-sided at type I error rate 5%. P-

values will be reported to four decimal places (e.g., p=0.0375). P-values below 0.0001 will be 

presented as ‘<0.0001’. Confidence intervals (CIs) will be two-sided 95%. 

In general, values obtained at Visit 2 are defined as the baseline values. Where data is not recorded 

at Visit 2, the last measurement before start of treatment is defined as baseline value. These values 

will be analyzed as baseline (i.e. baseline flag is ‘yes’ for last record with non-missing value before 

first treatment in Study Data Tabulation Model [SDTM]). For cycle 2 values obtained at Visit 8 

and for cycle 3 values obtained at Visit 13 will be used as cycle baselines. 

6.1 Efficacy Endpoints and Efficacy Estimands 

Primary and sensitivity analyses of primary efficacy endpoints (see Section 6.1.1.1) and 

confirmatory analyses of key secondary endpoints will be based on the target population of main 

primary and key secondary efficacy estimands (see Section 5.1.1 and Section 5.1.2, respectively). 

It is defined as “Male and female adults (18 years of age or older) with HFL, GFL, and LCL of 

moderate (score of 2) to severe (score of 3) intensity at maximum contraction as assessed by the 

investigator and the subject according to MAS, as randomized in this study: Subset of subjects 

randomized to UFL treatment group or to Placebo treatment group, grouped by randomized 

treatment assignment.”. Further efficacy analyses will be based on the FAS if not otherwise 

specified. Statistical tests will be two-sided hypothesis tests for between treatment differences in 

general. Adequate descriptive statistics as specified at the beginning of Section 6 above will be 

provided for all endpoints.  

In case Visit 7/Visit 8 or Visit 12/Visit 13 is performed on same day MAS assessments from Visit 

7/Visit 12 will be duplicated to be also analysed and listed at Visit 8/Visit 13. 

6.1.1 Primary Efficacy Endpoints and Estimands 

The primary endpoints will be proportions of GFL-, HFL- and LCL-responders as defined in 

Section 5.1.1. These proportions will be compared for treatment groups U and P. It should be noted 

that Group G&H is not part of the primary efficacy analysis which has the objective to compare 

efficacy of simultaneous treatment of UFL with NT 201 versus placebo. Group G&H and Total 

NT 201 (Group U and Group G&H pooled) will be considered in the supplementary analyses of 

primary endpoints on the FAS, the PPS, observed cases in the FAS, observed cases in the PPS (see 

below), in supplementary analyses of key secondary endpoints, and in analyses of further 

secondary and other efficacy endpoints.  
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A si mil ar S A S c o d e t o t h e f oll o wi n g st at e m e nt s will b e e m pl o y e d f or t his a n al ysis  ( e x a m pl e f or 
c o m p aris o n of G F L r es p o n d er s) : 

6. 1. 1. 3  S u b gr o u p A n al y s e s 

T h e pri m ar y a n al ysis of pri m ar y e n d p oi nt s will b e c o n d u ct e d f or t w o  s u b gr o u ps f or t h e t ar g et 
p o p ul ati o n of m ai n pri m ar y esti m a n ds. S u b gr o u ps ar e d efi n e d b y  B o N T pr e -tr e at m e nt st at us. 
S u bj e ct s will b e disti n g uis h e d o n w h et h er t h e y h a v e b e e n tr e at e d wit h B o N T  of a n y s er ot y p e pri or  
t o r a nd o mi z ati o n at a n y ti m e f or a n y tr e at m e nt i n di c ati o n or n ot (tr e at m e nt n aï v e).  T w o -si d e d 9 5 % 
Wils o n CI s f or pr o p orti o ns a n d 9 5 % M a nt el H a e ns z el CI s f or str at u m -a dj ust e d diff er e n c es i n 
pr o p orti o ns wit h M a nt el H a e ns z el t est p -v al u e s will b e pr o vi d e d f or t h e thr e e r e gi o ns . I C E s 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. 6 . 

C CI
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T h e l ast t hr e e s u p pl e m e nt ar y a n al ys es d e s cri b e d b el o w i n S e cti o n 6. 1. 1. 4  als o c o nstit ut e s u b gr o u p 
a n al ys es. T h e y will b e p erf or m e d f or t h e t hr e e pri m ar y effi c a c y e n d p oi nt s o n s u bj e ct s w h o s e 
i n-p er s o n att e n d a n c e of t h e pri m ar y e n d p oi nt visit w as n ot aff e ct e d b y C O VI D -1 9 p a n d e mi c. T h e 
t ar g et of esti m ati o n is s p e cifi e d i n f ull d et ail i n t h e defi niti o ns of t hr e e s u p pl e m e nt ar y e sti m a n d s 
( s e e  T h e p o p ul ati o n attri b ut e is a s u bs et of t h e p o p ul ati o n d efi n e d i n S e cti o n  6. 1  f or 
m ai n pri m ar y e sti m a n ds. F or m or e d et ails s e e S e cti o n 6. 1. 1. 4 . 

C CI

C CI
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6. 1. 2  S e c o n d a r y Effi c a c y E n d p oi nt s  a n d E sti m a n d s  

S e c o n d ar y effi c a c y e n d p oi nt s a n d esti m a n ds f or k e y s e c o n d ar y e n d p oi nt s ar e d es cri b e d i n 
S e cti o n  5. 1. 2 . D efi niti o ns of M A S-b as e d k e y s e c o n d ar y esti m a n ds ar e pr o vi d e d i n  a n d 
of t h e s u bj e ct’s G AI S -b a s e d k e y s e c o n d ar y esti m a n d i n  N o esti m a n ds ar e d efi n e d f or 
f urt h er s e c o n d ar y e n d p oi nt s. 

6. 1. 2. 1  K e y S e c o n d a r y E ffi c a c y E n d p oi nt s a n d K e y S e c o n d a r y E ffi c a c y E sti m a n d s  

M ai n esti m at or s f or k e y s e c o n d ar y esti m a n ds will b e c al c ul at e d f or t h e t ar g et p o p ul ati o n of m ai n 
k e y s e c o n d ar y esti m a n d s a n d I C E s 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. 6 . 

M ai n esti m at or s f or m ai n k e y s e c o n d ar y di c h ot o m o us M A S -b as e d effi c a c y esti m a n d s 
(S e cti o n  5. 1. 2 ) c orr es p o n d t o m ai n esti m at or s f or m ai n pri m ar y esti m a n d s ( s e e S e cti o n 6. 1. 1. 1 ). 

Missi n g d at a will b e  i m p ut e d as d es cri b e d  i n S e cti o n 6. 1. 1. 1 . F or all t hr e e a n at o mi c al r e gi o ns a n d 
f or i n v esti g at or’s as w ell as s u bj e ct’s ass e ss m e nt s o n t h e M A S,  str at u m-a dj ust e d diff e r e n c e s i n 
pr o p orti o ns f or o v er all c o m p aris o ns of tr e at m e nt Gr o u p  U  v er s us Gr o u p  P (r ef er e n c e) wit h 
c orr es p o n di n g 9 5 % M a nt el H a e ns z el CI s a n d M a nt el -H a e ns z el t est p -v al u es will b e c al c ul at e d . 
R es p o n d er r at es wit h t w o -si d e d 9 5 % Wils o n CI s will b e pr o vi d e d as  w ell.  

M ai n e sti m at or f or t h e m ai n k e y s e c o n d ar y esti m a n d b as e d o n s u bj e ct’s G AI S ( s e e   will 
b e a n al ysis of c o v ari a n c e wit h f a ct or s tr e at m e nt gr o u p a n d sit e, a n d m e a n of b a s eli n e M A S f or 
H F L, G F L, a n d L C L at m a xi m u m c o ntr a cti o n as s e ss e d b y s u bj e ct as c o v ari at e.  

C CI

C CI

C CI

C CI

C CI
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A c c or di n g t o t h e d efi n iti o n of t h e k e y s e c o n d ar y esti m a n d b as e d o n s u bj e ct’s G AI S  
s p e cifi c I C E s will  b e h a n dl e d  b y a p pl yi n g t h e c o m p o sit e str at e g y . I n t h es e c as es, mis si n g  s u bj e ct’ s 
G AI S r ati n gs or r ati n gs of "  

( s e e S e cti o n  6. 4. 6  o n I C E s ), r e g ar dl es s of w h et h er t h e G AI S s c or e 
fr o m s u bj e ct ass es s m e nt at D a y  3 0  ( V 4) is a v ail a bl e or w h et h er it is mis si n g f or t h e r es p e cti v e 
s u bj e ct .  

L e ast  s q u ar e s ( L S) m e a n s, st a n d ar d err or, a n d t w o-si d e d 9 5 % CI p er tr e at m e nt gr o u p a n d L S m e a n 
tr e at m e nt diff er e n c e ( “ Gr o u p U ” –  “ Gr o u p P ”) wit h as s o ci at e d t w o -si d e d 9 5 % CI a n d t -T est p -
v al u e will b e pr o vi d e d.  T h e n ull h y p ot h esis of t h is t-T est is t h at t h e L S m e a n tr e at m e nt diff er e n c e 
is z er o. 

A si mil ar S A S c o d e t o t h e f oll o wi n g st at e m e nt s will b e e m pl o y e d f or t his a n al ysis : 

T h e r es ulti n g v al u e will b e r o u n d e d t o t w o d e ci m al s.  

M ulti pli cit y a dj u st m e nt str at e g y f or c o m p aris o ns of tr e at m e nt gr o u ps U a n d P o n k e y s e c o n d ar y 
e n d p oi nt s is d es cri b e d i n S e cti o n 6. 4. 3 . 

C CI

C CI

C CI

C CI

C CI
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R es ult s f or Gr o u p  G & H  fr o m a n y a n al ys es will o nl y b e i nt er pr et e d d es cri pti v el y.  

6. 1. 2. 2  F urt h e r S e c o n d a r y E n d p oi nt s  

Si mil ar a n al ysis str at e g y b y r e gi o n as d es cri b e d f or s u p pl e m e nt ar y a n al ysis of pri m ar y e n d p oi nt s 
o n o bs er v e d c a s e s i n F A S/ P P S ( s e e S e cti o n  6. 1. 1. 4 ) will b e a p pli e d f or t h e f urt h er s e c o n d ar y 
di c h ot o m o us M A S -b a s e d effi c a c y e n d p oi nt s d efi n e d f or t h e M P. I n p arti c ul ar, pr o p orti o ns of 
s u bj e ct s wit h at l e ast o n e -gr a d e i m pr o v e m e nt i n tr e at m e nt gr o u ps U a n d P will b e c o m p ar e d b y 

str at u m-a dj ust e d a n d u n a dj u st e d diff er e n c e s i n pr o p orti o ns wit h c orr es p o n di n g 9 5 % M a nt el 
H a e ns z el CI s a n d p -v al u e s. M or e o v er, 9 5 % CI s f or pr o p orti o ns a n d u n a dj ust e d diff er e n c e i n 
pr o p orti o ns will b e pr o vi d e d.  

Gr o u p  G & H will o nl y b e c o nsi d er e d f or st atisti c al a n al ys es of  M A S of t h e G F L a n d H F L r e gi o ns 
b ut n ot of t h e L C L r e gi o n. A n al ysis of str at u m-a dj ust e d a n d u n a dj u st e d diff er e n c es i n pr o p orti o ns 
will b e p erf or m e d s e p ar at el y f or Gr o u p  U vs. Gr o u p  P , G r o u p G & H vs. Gr o u p  P , a n d T ot al N T  2 0 1  
vs. Gr o u p P . F or Gr o u p  G & H, p r o p orti o ns wit h t w o -si d e d 9 5 % Wils o n CI s will b e pr o vi d e d f or 
all t hr e e r e gi o ns, b ut diff er e n c e i n pr o p orti o ns c o m p ar e d t o Gr o u p  P  o nl y f or G F L a n d H F L 
r e gi o ns. F or G F L a n d H F L r e gi o ns, pr o p orti o ns will als o b e pr o vi d e d f or T ot al N T  2 0 1 . 

G AI S as ass e ss e d b y t h e i n v e sti g at or at D a y  3 0 of t h e M P will b e a n al y z e d usi n g a n al ysis of 
c o v ari a n c e wit h f a ct or s tr e at m e nt gr o u p a n d sit e, a n d m e a n of b a s eli n e M A S f or H F L, G F L, a n d 
L C L at m a xi m u m c o ntr a cti o n as s es s e d b y i n v e sti g at or as c o v ari at e  ( s e e S e cti o n  6. 1. 2. 1 ). 
C o m p aris o ns will b e m a d e f or Gr o u p U t o Gr o u p  P , Gr o u p G & H t o Gr o u p  P , a n d T ot al N T  2 0 1  t o 
Gr o u p P . T w o  s e p ar at e A N C O V A s, o n e f or Gr o u p  P , Gr o u p U a n d  Gr o u p G & H a n d o n e f or 
Gr o u p  P a n d T ot al  N T  2 0 1 ( Gr o u p  U a n d Gr o u p  G & H  p o ol e d) will b e c o n d u ct e d . 

R es ult s f or all f urt h er s e c o n d ar y e n d p oi nt s i n cl u di n g a n y p -v al u e s a n d 9 5 % CI s will o nl y b e 
i nt er pr et e d d es cri pti v el y. N o t y p e I err or a dj u st m e nt will b e a p pli e d. 

F or f urt h er s e c o n d ar y e n d p oi nt s o nl y o bs er v e d c as es will b e a n al y z e d. A n al ys es will b e pr o vi d e d 
f or F A S a n d P P S. 
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6. 2  S af et y E n d p oi nt s  

All s af et y a n al ys e s will b e p erf or m e d o n t h e  S E S.  All s af et y t a bl e s will b e pr es e nt e d b y a ct u al 
tr e at m e nt gr o u p ( “ Gr o u p P ”, “ Gr o u p  U ”, “ Gr o u p  G & H ”)  at V 2 i n M P. I n T E A E t a bl e s f or t ot al 
O L E X p eri o d, C y cl e 2, a n d C y cl e  3, t h e c ol u m n h e a d er s f or t h es e t hr e e tr e at m e nt gr o u ps will b e 
“ M P Gr o u p P ”, “ M P Gr o u p  U ”, “ M P Gr o u p G & H ”. T E A E t a bl e s f or M P will a d diti o n all y i n cl u d e 
a “ T ot al N T  2 0 1 ” c ol u m n f or w hi c h a cti v e tr e at m e nt gr o u ps ( Gr o u p  U a n d Gr o u p G & H ) will b e 
p o ol e d . T E A E t a bl es f or t ot al O L E X p eri o d, C y cl e 2, a n d C y cl e 3  will pr es e nt p o ol e d r es ult s fr o m 
all t hr e e tr e at m e nt gr o u ps i n t h e f o urt h c ol u m n, w hi c h will b e l a b el e d “ T ot al ”.  F or T E A E a n al ys e s 
o v er t ot al st u d y p eri o d, t h e c ol u m ns “ M P Gr o u p P - M P ”, “ M P Gr o u p P  - O L E X ”, “ M P Gr o u p U ”, 
“ M P Gr o u p G & H ”  a n d  “ M P T ot al N T  2 0 1 ”  (“ M P Gr o u p P –  O L E X, M P ”,  “ Gr o u p U ”  a n d “ Gr o u p 
G & H ”  p o ol e d)  will b e pr es e nt e d.  I n c ol u m n “ M P Gr o u p P - M P ” o nl y A E s w hi c h o c c urr e d d uri n g 
M P ar e c o u nt e d, i n c ol u m n “ M P Gr o u p P  - O L E X ” o nl y A E s w hi c h o c c urr e d i n O L E X p eri o d ar e 
c o u nt e d . 

All a n al ys e s of l a b or at or y v al u e s fr o m a n y ti m e p oi nt ( S cr e e ni n g V 1 a n d e n d -of -st u d y visit V 1 7) 
will b e p erf or m e d b y a ct u al tr e at m e nt gr o u p at V 2 i n M P a n d i n t ot al.  All a n al ys e s of vit al si g ns 
fr o m a n y ti m e p oi nt will b e p erf or m e d b y a ct u al tr e at m e nt gr o u p at V 2 i n M P, T ot al N T  2 0 1  
(l a b el e d “ M P T ot al N T  2 0 1 ” f or a n al ysis of vit al si g ns fr o m visit s t ot al O L E X  p eri o d) a n d i n t ot al.   
 
A E s will b e c o d e d a c c or di n g t o t h e M e d D R A v er si o n i n eff e ct at t h e ti m e t h e d at a b as e is cl o s e d. 
O nl y T E A E s will b e a n al y z e d, w hi c h ar e d efi n e d a s A E s wit h o ns et or w or s e ni n g  o n or aft er d at e 
of t h e fir st a d mi nistr ati o n of i n v esti g ati o n al pr o d u ct (I P) u p t o a n d i n cl u di n g e n d of st u d y visit 
( V 1 7) . I n c as e n o e n d of st u d y visit ( V 1 7)  is p erf or m e d, all A E s r e p ort e d d uri n g a ti m e p eri o d 
c orr es p o n di n g t o t h e e x p e ct e d c y cl e l e n gt h will b e r e g ar d e d as tr e at m e nt -e m er g e nt. F urt h er d et ail s 
f or s e p ar ati o n of T E A E s a n d n o n-T E A E s c a n b e f o u n d i n   N o n -T E A E s will b e list e d  
o nl y . 

All a n al ys e s of T E A E s  will b e b a s e d o n t h e f oll o wi n g ti m e p eri o ds : 

•  T ot al st u d y p eri o d  

•  M P  ( C y cl e 1)  

•  T ot al O L E X  p eri o d ( C y cle  2 a n d C y cl e  3)  

•  C y cl e  2  

•  C y cl e  3 . 

T E A E s of t h e M P ar e d efi n e d as A E s wit h o ns et or w or s e ni n g o n or aft er d at e a n d ti m e of t h e fir st 
a d mi nistr ati o n  of I P  at V 2 a n d b ef or e d at e a n d ti m e of a d mi nistr ati o n of I P i n V 8  ( C y cl e 2) or u p 
t o a n d i n cl u di n g e n d of st u d y visit ( V 1 7)  i n c as e of pr e m at ur e dis c o nti n u ati o ns pri or t o V 8. F or 
s u bj e ct s w h o d o n ot r e c ei v e st u d y tr e at m e nt d uri n g O L E X p eri o d all A E s wit h  o ns et or w or s e ni n g 
o n or aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P u p t o a n d i n cl u di n g e n d of st u d y visit 
( V 1 7) will b e c o nsi d er e d as T E A E s of M P. I n c as e n o e n d of st u d y visit ( V 1 7)  p erf or m e d, all A E s 
wit h o ns et or w or s e ni n g  u p t o a n d i n cl u di n g D a y 1 2 0 of M P will b e r e g ar d e d as T E A E s of M P.  

T E A E s of t h e t ot al O L E X p eri o d ar e d efi n e d a s A E s wit h o ns et or w or s e ni n g o n  or aft er d at e a n d 
ti m e of t h e fir st a d mi nistr ati o n of I P d uri n g O L E X p eri o d at V 8  a n d u p t o a n d e n d of st u d y visit 
( V 1 7) visit . In c as e n o e n d of st u d y visit ( V 1 7)  is p erf or m e d, all A E s wit h o ns et or w or s e ni n g at or 
aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P d uri n g O L E X p eri o d at V 8  a n d u p t o a n d 
i n cl u di n g D a y 1 2 0 of l ast c y cl e will b e r e g ar d e d as T E A E s of O L E X. T E A E s of C y cl e  2 ar e d efi n e d 
as A E s wit h o ns et or w or s e ni n g o n or aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P at V 8 a n d 
b ef or e d at e a n d ti m e of a d mi nistr ati o n of I P at V 1 3 ( C y cl e  3) or u p t o a n d i n cl u di n g e n d of st u d y 
visit ( V 1 7)  i n c as e of pr e m at ur e dis c o nti n u ati o ns pri or t o V 1 3 or i n c a s e n o st u d y tr e at m e nt is 
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a d mi nist er e d at V 1 3 . I n c as e n o e n d of st u d y visit ( V 1 7)  is p erf or m e d, all A E s wit h o ns et or 
w or s e ni n g at  or aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P at V 8 a n d u p t o a n d i n cl u di n g 
D a y 1 2 0 of C y cl e 2 will b e r e g ar d e d a s T E A E s of C y cl e 2.  T E A E s of C y cl e 3 ar e d efi n e d a s A E s 
wit h o ns et or w or s e ni n g o n or aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P at V 1 3 a n d u p t o 
a n d i n cl u di n g e n d of st u d y visit ( V 1 7) . I n c as e n o e n d of st u d y visit ( V 1 7)  is p erf or m e d, all A E s 
wit h o ns et or w or s e ni n g at  or aft er d at e a n d ti m e of t h e fir st a d mi nistr ati o n of I P at V 1 3 a n d u p t o 
a n d i n cl u di n g D a y 1 2 0 of C y cl e 3 will b e r e g ar d e d as T E A E s of C y cl e 3.  

F or a n al ysis o v er t h e t ot a l st u d y p eri o d, t h e n u m b er of s u bj e ct s i n t h e S E S will s er v e as t h e 
d e n o mi n at or f or c al c ul ati o n of i n ci d e n c e s. F or t h e a n al ys es b y tr e at m e nt c y cl e  t h e d e n o mi n at or 
will b e a dj u st e d t o all  s u bj e ct s b ei n g tr e at e d i n t h at tr e at m e nt c y cl e.  F or t h e a n al ysis o v er  t h e t ot al 
O L E X  p eri o d , t h e d e n o mi n at or f or t h e i n ci d e n c e s will b e all s u bj e ct s b ei n g tr e at e d at l e ast o n c e  i n 
t ot al O L E X p eri o d .  

If a n A E w or s e ns b et w e e n st art a n d e n d of t his A E it will b e c o nsi d er e d as n e w A E st arti n g w it h 
t h e d at e of w or s e ni n g. I n t his c as e t h e i m p ut ati o n of e n d d at es wit hi n e pis o d es of t h e s a m e A E will 
b e d o n e b y s etti n g t h e e n d d at e/ e n d ti m e t o st art d at e/st art ti m e of t h e c o ns e c uti v e w or s e ni n g r e c or d.   

F or a n al ysis, i n c o m pl et el y r e c or d e d or c o m pl et el y mis si n g st art of A E s will b e  esti m at e d a c c or di n g 
r ul es l ai d d o w n i n  E n d d at es will n ot b e i m p ut e d. I n t h e A E listi n g, st art d at e as 
r e c or d e d a n d as i m p ut e d f or a n al ysis will b e dis pl a y e d.  

C al c ul ati o n of ti m e t o o ns et/ d ur ati o n of A E s ( d a ys):  

•  Ti m e t o o ns et of a n A E is d efi n e d as st art d at e of A E - d at e of fir st a d mi nistr ati o n of st u d y 
dr u g i n r es p e cti v e tr e at m e nt c y cl e [ + 1 d a y f or T E A E s] 

•  T h e d ur ati o n of a n A E will b e c al c ul at e d as st o p d at e - o ns et d at e + 1  d a y .  
 

If a s u bj e ct h as m or e t h a n o n e i nt e nsit y/ c a u s al r el ati o ns hi p t o tr e at m e nt/ o ut c o m e wit hi n a 
pr ef err e d t er m ( P T) o nl y t h e w or st i nt e nsit y/ c a u s al r el ati o ns hi p t o tr e at m e nt/ o ut c o m e will b e 
c o nsi d er e d f or c al c ul ati o n of i n ci d e n c e r at es i n t h e fr e q u e n c y t a bl e s r e p orti n g i n ci d e n c es b y 
i nt e nsit y/ c a us al r el ati o ns hip  t o tr e at m e nt/ o ut c o m e. I n ci d e n c e of T E A E s r el at e d t o C O VI D-1 9 
dis e as e  a n d T E A E s r el at e d t o C O VI D -1 9 v a c ci n ati o n  will o nl y b e c al c ul at e d o v er all. T h er e b y, 
T E A E s wit h mis s i n g r el ati o ns hi p will b e i g n or e d b ut aff e ct e d s u bj e ct s will n ot  b e r e m o v e d fr o m 
t h e d e n o mi n at or. Als o,  f or t h e a n al ysis o v er all, i. e. f or s u bj e ct s wit h at l e ast o n e T E A E,  o nl y t h e 
w or st i nt e nsit y/ c a us al r el ati o ns hi p t o tr e at m e nt/ o ut c o m e c at e g or y p er s u bj e ct will b e c o u nt e d f or 
c al c ul ati n g i n ci d e n c e r at es . T h e s a m e a p pli e s t o c al c ul ati o n of o v er all i n ci d e n c e of T E A E s r el at e d 
t o C O VI D-1 9 dis e as e  a n d T E A E s r el at e d t o C O VI D -1 9 v a c ci n ati o n .  

T h e w or st o ut c o m e is d efi n e d i n t h e f oll o wi n g or d er  ( w or st o ut c o m e t o b est o ut c o m e) :  

•  f at al 

•  u n k n o w n  

•  n ot r e c o v er e d/ n ot r es ol v e d  

•  r e c o v eri n g/r es ol vi n g  

•  r e c o v er e d/r es ol v e d wit h s e q u el a e  

•  r e c o v er e d/r es ol v e d 

A E s c o d e d as “ Im m u nis ati o n r e a cti o n ” ( pr ef err e d t er m) ar e d efi n e d as A E s r el at e d t o C O VI D -1 9 
v a c ci n ati o n.  

T h e A E s list e d i n  ar e d efi n e d as a d v er s e e v e nt of s p e ci al i nt er est ( A E SI s ) f or t his st u d y. 
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I n c as e of mis si n g i nt e nsit y or missi n g c a us al r el ati o ns hi p of a n A E  t o tr e at m e nt, t h e w or st c as e 
pri n ci pl e will b e a p pli e d, i. e. , a mis si n g i nt e nsit y will b e s et t o “s e v er e ” a n d a mis si n g c a us al 
r el ati o ns hi p will b e s et t o “r el at e d ”. Mis si n g o ut c o m e will b e s et t o “ u n k n o w n ”.  Mis si n g c a u sal 
r el ati o ns hi p t o C O VI D-1 9 dis e a s e will n ot b e i m p ut e d.  T E A E s wit h mis si n g r el ati o ns hi p t o 
C O VI D -1 9 dis e a s e will b e i g n or e d f or c al c ul ati o n of t h e r es p e cti v e i n ci d e n c e r at es b ut aff e ct e d 
s u bj e ct s will b e k e pt i n t h e d e n o mi n at or a n d o nl y T E A E s w hi c h ar e d o c u m e nt e d as r el at e d t o 
C O VI D -1 9 dis e as e  will b e i n cl u d e d i n r es p e cti v e listi n g. N o mis si n g n es s is  e x p e ct e d f or 
r el ati o ns hi p of T E A E s t o C O VI D-1 9 v a c ci n ati o n.   

6. 2. 1  P ri m a r y S af et y E n d p oi n t s 

N o pri m ar y s af et y e n d p oi nt h as b e e n d efi n e d.  

C CI



M er z P h ar m a c e uti c al s G m b H   S T A TI S TI C A L A N A L Y SI S  P L A N  
M 6 0 2 0 1 1 0 7 1   V er si o n 1. 0 , 0 3 -A U G -2 0 2 2  

 

C O N FI D E N TI A L A N D P R O P RI E T A R Y   P a g e 3 0  of 9 2  
 

6. 2. 2  S e c o n d a r y S af et y E n d p oi nt s  

T a bl es dis pl a yi n g i n ci d e n c es of r el at e d T E A E s will b e pr o vi d e d b y s yst e m or g a n cl a ss ( S O C) a n d 
P T  f or ti m e p eri o ds a n d wit h t a bl e c ol u m ns as d efi n e d at b e gi n ni n g of S e cti o n  6. 2  a b o v e . R el at e d 
T E A E s i n M P a n d O L E X will als o b e list e d.    
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6. 4  S p e ci al St ati sti c al/ A n al yti c al I s s u e s  

6. 4. 1  Di s c o nti n u ati o n s a n d Mi s si n g D at a  

M ai n r e as o ns f or pr e m at ur e dis c o nti n u ati o n of st u d y will b e s u m m ari z e d d e s cri pti v el y. As st at e d 
i n S e cti o n 6. 2. 3 , T E A E s l e a di n g t o dis c o nti n u ati o n will b e list e d. Dis c o nti n u e d s u bj e ct s will n ot 
b e r e pl a c e d.  

F or s u bj e ct s dis c o nti n ui n g t h e st u d y pr e m at ur el y a n d f or w h o m e n d -of -st u d y visit V 1 7 w as 
d o c u m e nt e d , effi c a c y d at a c oll e ct e d at V 1 7 will b e a n al y z e d u n d er t h e st u d y visit w hi c h is cl o s est 
t o t h e r e c or d e d V 1 7 d at e. T his will b e b as e d o n t h e as s e ss m e nt d at e r el ati v e t o ( c y cl e) b as eli n e, 
a n d c o nsi d eri n g tr e at m e nt r e c ei v e d f or e a c h c y cl e, us i n g t h e f oll o win g visit wi n d o ws.  
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F or s e p ar ati o n of T E A E s fr o m n o n -T E A E s i n c as e of c o m pl et el y or p artl y mis si n g st art d at e  a n d 
ti m e s e e  R ul es for i m p ut ati o n of st art d at es a n d st art ti m es of A E s ar e pr o vi d e d i n 

 E n d d at es of A E s will n ot b e i m p ut e d.  

F or w or st c as e i m p ut ati o n of mis si n g c a us al r el ati o ns hi p  t o tr e at m e nt, i nt e nsit y or o ut c o m e of a n 
A E r ef er t o S e cti o n  6. 2 . C a us al r el ati o ns hi p t o C O VI D -1 9 dis e as e will b e list e d b a s e d o n o bs er v e d 
c as es . 

If n ot ot h er wis e s p e cifi e d, all T E A E a n al ys es will b e p erf or m e d o n t h e S E S a n d all f urt h er s af et y 
a n al ys es o n o bs er v e d c as e s.  

6. 4. 2  I nt e ri m A n al y s e s 

N ot a p pli c a bl e.  

6. 4. 3  M ulti pl e C o m p a ri s o n s/ M ulti pli cit y  

T h e f a mil y -wis e t w o -si d e d t y p e I err or l e v el α  =  0. 0 5 f or c o m p aris o ns of tr e at m e nt gr o u ps U a n d 
P o n t h e pri m ar y a n d k e y s e c o n d ar y e n d p oi nt s will b e c o ntr oll e d b y a hi er ar c hi c al t est pr o c e d ur e 
b a s e d o n t w o -si d e d t est s wit h α  =  0. 0 5.  

T h e hi er ar c hi c al pr o c e d ur e f or pri m ar y a n al ysis ( S e cti o n 6. 1. 1. 1 ) will b e p erf or m e d as d e s cri b e d 
b el o w. Fir st, usi n g t h e M a nt el -H a e ns z el t est of t h e n ull h y p ot h esis t h at t h e c o m m o n diff er e n c e i n 
r es p o ns e r at es at D a y  3 0  is z er o, Gr o u p U v er s us Gr o u p  P will b e t est e d f or s u p eri orit y f or 
pr o p orti o n of G F L -r es p o n d er s, s e c o n d f or pr o p orti o n of H F L-r es p o n d er s, a n d t hir d f or pr o p orti o n 
of L C L -r es p o n d er s. T h e t est pr o c e d ur e will st o p o n c e st atisti c al si g nifi c a n c e c o ul d n ot b e r e a c h e d. 

I n c as e st atisti c al si g nifi c a n c e c a n b e est a blis h e d f or all t hr e e pri m ar y effi c a c y e n d p oi nt s, t h e 
pr o c e d ur e will pr o c e e d t o k e y s e c o n d ar y e n d p oi nt s ( S e cti o n 6. 1. 2. 1 ): As n e xt st e ps, M a nt el-
H a e ns z el t est s f or s u p eri orit y of Gr o u p  U v er s us Gr o u p  P will b e c o n d u ct e d f or pr o p orti o n of 
s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d) o n M A S at m a xi m u m c o ntr a cti o n as ass e ss e d b y t h e 
i n v esti g at or at D a y  3 0  f or G F L, t h e n H F L a n d fi n all y L C L a n at o mi c al r e gi o n. T h er e aft er, M a nt el-
H a e ns z el t est s f or s u p eri orit y of Gr o u p  U v er s us Gr o u p  P will b e c o n d u ct e d f or pr o p orti o n of 
s u bj e ct s wit h a s c or e of 0 ( n o) or 1 ( mil d ) o n M A S at m a xi m u m c o ntr a cti o n as ass e ss e d b y t h e 
s u bj e ct  at D a y  3 0  f or G F L, t h e n H F L a n d fi n all y L C L a n at o mi c al r e gi o n.  

Fi n all y, G AI S as ass es s e d b y t h e s u bj e ct at D a y  3 0  of M P will b e t est e d as d es cri b e d i n S e cti o n 
6. 1. 2. 1 .  

T h e hi er ar c hi c al t est pr o c e d ur e will st o p o n c e st atisti c al si g nifi c a n c e c o ul d n ot b e r e a c h e d.  

F or a n y ot h er st atisti c al t est s o n pri m ar y or k e y s e c o n d ar y e n d p oi nt s ( e. g. c o m p aris o n of tr e at m e nt 
gr o u ps G & H  a n d P), n o t y p e I err or a dj ust m e nt will b e p erf or m e d. T h e s a m e a c c o u nt s f or a n y 
st atisti c al a n al ys e s of f urt h er s e c o n d ar y a n d ot h er e n d p oi nt s.   

6. 4. 4  E x a mi n ati o n of S u b gr o u p s  

S u b gr o u p a n al ys es f or t h e pri m ar y effi c a c y e n d p oi nt s ar e s p e cifi e d i n S e cti o n 6. 1. 1. 3 . 

Di c h ot o mi z e d e n d p oi nt s w hi c h ar e b as e d o n M A S  ( ass ess e d b y i n v e sti g at or a n d s u bj e ct)  f or 
G F L/ H F L/ L C L at r est will b e a n al y z e d i n s u b gr o u ps of s u bj e ct s wit h b a s eli n e s c or e of at l e ast 2 
o n t h e c orr es p o n di n g M A S  f or G F L/ H F L/ L C L at r est as ass ess e d b y b ot h s u bj e ct a n d i n v esti g at or. 
Si n c e s c or es at r est ar e i n g e n er al l o w er t h a n s c or es at m a xi m u m c o ntr a cti o n, s o m e s u bj e ct s  m a y 
h a v e a s c or e of 0 ( n o) or 1 ( mil d) at c y cl e b a s eli n e o n M A S f or G F L/ H F L/ L C L at r est. T h es e 
s u b gr o u p a n al ys es will b e m or e m e a ni n gf ul a n d s e nsiti v e t o tr e at m e nt eff e ct s t h a n a n al ys e s of t h e 
t ot al F A S as t h e y c o nsi d er eff e ct s i n ‘ s y m pt o m ati c’ s u bj e ct s, i. e. s u bj e ct s wit h 0 ( n o) or 1 ( mil d) 
o n c orr es p o n di n g M A S will n ot b e a n al y z e d.  
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Di c h ot o mi z e d e n d p oi nt s w hi c h ar e b a s e d o n I R P ass es s m e nt s o n M A S f or G F L/ H F L/ L C L at 
m a xi m u m c o ntr a cti o n a n d at r est will b e a n al y z e d i n s u b gr o u ps of s u bj e ct s wit h b as eli n e s c o r e of 
at l e a st 2 o n t h e c orr es p o n di n g M A S as ass es s e d b y all t hr e e r at er s . T h es e s u b gr o u p a n al ys e s will 
b e m or e m e a ni n gf ul a n d s e nsiti v e t o tr e at m e nt eff e ct s t h a n a n al ys e s of t h e t ot al F A S as t h e y 
c o nsi d er eff e ct s i n ‘ s y m pt o m ati c’ s u bj e ct s, i. e. s u bj e ct s w it h 0 ( n o) or 1 ( mil d) o n c orr es p o n di n g 
M A S will n ot b e a n al y z e d.  

6. 4. 5  P o oli n g of Sit e s  

N o  p o oli n g of sit e s is pl a n n e d .  

6. 4. 6  I nt e r c urr e nt E v e nt s 

IC E s  a c c or di n g t o I C H E 9 ( R 1) [1 ] ar e pr es p e cifi e d f or m ai n pri m ar y , s u p pl e m e nt ar y pri m ar y, a n d 
m ai n k e y s e c o n d ar y effi c a c y e sti m a n ds  ( s e e S e cti o n  5. 1. 1 ,  a n d S e cti o n  5. 1. 2 , 
r es p e cti v el y) a n d will b e a d dr ess e d b y t h e h a n dli n g str at e gi es d es cri b e d i n  
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I n c as e m ulti pl e I C Es wit h r el e v a n c e f or t h e s a m e esti m a n d o c c ur f or a s p e cifi c s u bj e ct, a 
c o ns er v ati v e a p pr o a c h will b e a d o pt e d f or t h e r es p e cti v e esti m a nd. F or e x a m pl e,  a c o m p o sit e 
str at e g y will b e us e d if t his is i n v o k e d b y at l e a st o n e of t h e I C E s r el e v a nt f or t h e r es p e cti v e 
esti m a n d a n d a tr e at m e nt p oli c y is us e d ot h er wis e . 

G e n er all y, t h e a b o v e str at e gi es f or h a n dli n g of I C E s will o nl y b e a p pli e d t o est i m at or s f or aff e ct e d 
esti m a n d s. A n e sti m a n d c a n o nl y b e aff e ct e d b y a n I C E if t h e s u bj e ct is i n cl u d e d i n t h e t ar g et 
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p o p ul ati o n of t h e esti m a n d, a n d o nl y i n t his c as e a h a n dli n g str at e g y f or a n i d e ntifi e d I C E will b e 
a p pli e d.  

Li k e wis e, h a n dli n g str at e gi e s f or I C E s will n ot  b e a p pli e d i n a n al ys e s t h at ar e n ot d efi n e d as 
esti m at or s f or a n y effi c a c y e sti m a n ds. T his i n cl u d es, e. g., a n al ys es of pri m ar y a n d k e y s e c o n d ar y 
effi c a c y e n d p oi nt s o n F A S, P P S, o bs er v e d c as e s i n F A S/ P P S a n d a n y a n al ys e s of f urt h er s e c o n d a r y 
or ot h er effi c a c y e n d p oi nt s or a n y s af et y or ot h er e n d p oi nt s.  
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8  R ef er e n c e s  

[1 ] I C H E 9 ( R 1): A d d e n d u m o n E sti m a n d s a n d S e nsiti vit y A n al ysis i n Cli ni c al Tri als t o t h e 
G ui d eli n e o n St atisti c al Pri n ci pl es f or Cli ni c al Tri als, 2 0 N o v e m b er 2 0 1 9, a d o pt e d b y C H M P, 
3 0 J a n u ar y 2 0 2 0, iss u e d a s E M A/ C H M P/I C H/ 4 3 6 2 2 1/ 2 0 1 7  
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