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P R O T O C O L V E R SI O N A N D D A T E : V E R SI O N  1. 0  –  3 0 A P R 2 0 2 1  

 
S A P  V e rsi o n  D at e  

V ersi o n 1. 0  3 0  J u n e 2 0 2 2  
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The two null hypotheses of secondary endpoint k, k =2, 3 are tested with a Hochberg procedure, 
when both null hypotheses of endpoint k-1 are rejected.    
2.2 Overall Study Design and Investigational Plan
This is a phase I, randomised, double-blind, parallel-group, single-centre comparative study to 
evaluate the pharmacodynamic profile of Dysport 40 U, Botox 16 U and Xeomin 16 U in the 
EDB model in healthy adult male participants. 
A total of 45 participants will be randomised in a balanced ratio of 1:1:1 to Dysport 40 U, Botox 
16 U or Xeomin 16 U to be administered as a single injection on Day 1. 
The maximum duration of the study is anticipated to be approximately 10 months from 
screening to last study visit. The participants will be followed-up for 40 weeks.
The study design is illustrated in Figure 1.

Figure 1 Study Schema

D=day; W=week; V=visit.

2.3 Sample Size Determination and Power
It was anticipated that approximately 48 participants are planned to be screened to achieve 15 
participants randomised to Dysport, 15 participants randomised to Botox and 15 participants 
randomised to Xeomin using a 1:1:1 randomisation ratio and assuming a screening failure rate 
of 5%.
The sample size calculation is based on the primary efficacy estimand and its endpoint relative 
change from baseline in EDB CMAP total amplitude at Week 28. Using a 2-sided t-test at the 
5% significance level, the chosen sample size provides at least 88% power to detect a treatment 
difference of 18% relative change from baseline in the Dysport arm than in a comparator arm 
assuming a common Standard Deviation (SD) in all treatment arms of 15% as observed for 
Dysport in a legacy study – Part B. The treatment difference is based on the 
observed average EDB CMAP total amplitude at 6 months of Dysport 40 U (
– Part B) and of Botox and Xeomin 16 U in Wohlfarth [Wohlfarth 2007]. The power analysis 
was conducted with NQuery version 8.4.1.0. Given the made assumptions and the sample size 
of 15 participants per arm the probability to show superiority of Dysport to both comparators 
simultaneously is at least 81%, as shown in a simulation study conducted with software R
version 4.0.3. 
2.4 Randomisation and Blinding
The sponsor’s randomisation manager who is a statistician independent of the study will prepare 

the list of randomisation numbers for this study. It will be produced in blocks, on a balanced 
ratio [1 Dysport: 1 Botox: 1 Xeomin].
Recruitment will stop once 45 participants have been randomised. 
Randomised participants who discontinue the study early will not be replaced.  

CCI
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D uri n g t h e st u d y, t h e s p o ns or, i n v esti g at or (i n cl u di n g st u d y sit e p ers o n n el) a n d t h e p arti ci p a nt 
will b e bli n d e d t o t h e st u d y i nt er v e nti o n. T o m ai nt ai n t h e bli n d d uri n g t h e st u d y o nl y a q u alifi e d, 
tr ai n e d a n d u n bli n d e d p ers o n i n d e p e n d e nt of t h e i nj e ct or a nd i n v esti g at or will pr e p ar e (i. e. 
r e c o nstit ut e) t h e st u d y i nt er v e nti o n a n d will h a v e n o f urt h er i n v ol v e m e nt i n t h e st u d y.   

D u e t o sli g ht diff er e n c es i n c ol o ur b et w e e n t h e st u d y i nt er v e nti o ns a n d t o m ai nt ai n t h e bli n d 
d uri n g t h e st u d y, t h e i nj e ct or will als o b e i n d e p e n d e nt fr o m t h e i n v esti g at or a n d b e u n bli n d e d 
( n ot e: t h e i nj e ct or will b e diff er e nt fr o m t h e p ers o n w h o will e v al u at e C M A P). F oll o wi n g 
i nj e cti o n of t h e st u d y i nt er v e nti o n, t h e i nj e ct or will h a v e n o f urt h er i n v ol v e m e nt i n t h e st u d y.  

F or m or e d et a il s t o r a n d o mi s ati o n a n d bli n di n g, pl e as e r ef er t o t h e s e cti o n 6. 3 of t h e pr ot o c ol. 

2. 5  S c h e d ul e of A cti viti es  

S c h e d ul e of a cti viti es  is pr es e nt e d i n s e cti o n 1. 3  of  t h e pr ot o c ol. 

2. 6  C h a n g e f r o m St atisti c al S e cti o n of t h e P r ot o c ol  

N o c h a n g e fr o m st atisti c al s e cti o n of t h e pr ot o c ol h as b e e n d o n e, o nl y cl arifi c ati o ns h a v e b e e n 
m a d e:  

- T h e w or di n g of t h e pri m ar y e n d p oi nt h as b e e n u p d at e d fr o m " C M A P t ot al a m plit u d e r el ati v e 
c h a n g e fr o m B as eli n e ( %) " t o " C M A P p er c e nt a g e r el ati v e t o b as eli n e ( %).  

- T h e f oll o wi n g s e c o n d ar y e n d p oi nt s: C M A P t ot al a m plit u d e at W e e k 4 0, i n ci d e n c e at W e e k 
2 8 of r e c o v er y of C M A P t ot al a m plit u d e a n d i n ci d e n c e of r e c o v er y of C M A P t ot al a m plit u d e 
at W e e k 4 0, f or w hi c h t h e al p h a ris k i s c o ntr oll e d, ar e c o nsi d er e d as  k e y s e c o n d ar y e n d p oi nt s.  

- T h e d e fi niti o n of t h e ti m e t o o ns et of a cti o n h as b e e n u p d at e d fr o m " Ti m e t o o ns et of a cti o n 
is d efi n e d as t h e first ti m e p oi nt w h er e E D B C M A P t ot al a m plit u d e is 8 5 % or l o w er t h a n t h e 
B as eli n e v al u e " t o "ti m e t o o ns et of a cti o n is d efi n e d as first ti m e p oi nt w h er e  E B D C M A P t ot al 
a m plit u d e is l ess or e q u al t o 8 5 % of t h e b as eli n e v al u e ".  

 

3  P L A N N E D A N A L Y S E S  

3. 1  D at a M o nit o ri n g  

N o i n d e p e n d e nt D at a M o nit ori n g C o m mitt e e will b e us e d i n t his st u d y.  

3. 2  I nt e ri m A n al ysis / P ri m a r y A n al ysis  

N o i nt eri m a n al ysis will b e p erf or m e d.  

3. 3  Fi n al A n al ysi s  

Pl a n n e d a n al ys es will b e d o n e w h e n all p arti ci p a nt s  c o m pl et e st u d y a n d aft er d at a b as e l o c k.  

 

4  A N A L Y SI S S E T S  

S cr e e n e d  S et  

T h e s cr e e n e d  s et will c o nt ai n all p arti ci p a nt s w h o si g n e d a n i nf or m e d c o ns e nt f or t hi s st u d y. 

R a n d o mi s e d  S et  

T h e r a n d o mi se d  s et will c o nt ai n all p arti ci p a nt s w h o w er e r a n d o mi s e d  t o st u d y tr e at m e nt. A 
p arti ci p a nt  will b e c o nsi d er e d as r a n d o mi s e d  if a st u d y i nt er v e nti o n gr o u p h as b e e n r a n d o ml y 
assi g n e d . F or a n al ys es a n d dis pl a y s, p arti ci p a nt s will b e cl assifi e d a c c or di n g t o r a n d o mis e d 
tr e at m e nt.  

S af et y S et  

T h e s af et y s et will c o nt ai n all p arti ci p a nts w h o r e c ei v e at l e ast o n e d os e of st u d y m e di c ati o n. 
F or a n al ys es o n t h e s af et y s et, p arti ci p a nts will b e cl assifi e d a c c or di n g t o tr e at m e nt r e c ei v e d. If 
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t h er e is a n y d o u bt w h et h er a p arti ci p a nt w as tr e at e d or n ot, h e/s h e will b e ass u m e d tr e at e d f or 
t h e p ur p os es of a n al ysis.  

P h ar m a c o d y n a mi c S et  

T h e P D a n al ysis s et will c o nt ai n all p arti ci p a nts fr o m t h e r a n d o mi s e d s et w h o r e c ei v e t h e 
a p pr o pri at e d os e of st u d y tr e at m e nt a n d h a v e C M A P r e c or d e d f or b as eli n e a n d at l e as t o n e p ost 
b as eli n e ass ess m e nt.  

 

5  S T A TI S TI C A L M E T H O D S/ A N A L Y S E S  

T h e st atisti c al a n al ys es will b e p erf or m e d i n a c c or d a n c e wit h I C H E 9 g ui d eli n e  a n d g ui d eli n es 
pr es e nt e d i n s e cti o n  8 . 

5. 1  G e n e r al C o n si d e r ati o ns  

All st atisti c al a n al ys es will b e p erf or m e d usi n g t h e St atisti c al A n al ysis S yst e m ®  s oft w ar e 
v ersi o n usi n g S A S ®  ( St atisti c al A n al ysis S yst e m) V ersi o n 9. 4 or hi g h er . 

5. 1. 1  O ut p uts Pr es e nt ati o n  

5. 1. 1. 1  T a bl es H e a d er  

D e p e n di n g o n t h e t y p e of  d at a, t h e s u m m ar y t a bl es will b e pr es e nt e d as f oll o ws:  

- F or dis p ositi o n, d e m o gr a p hi c a n d b as eli n e d at a: b y st u d y i nt er v e nti o n gr o u p a n d o v er all,  

- F or s af et y d at a a n d p h ar m a c o d y n a mi c d at a: b y st u d y i nt er v e nti o n gr o u p . 

5. 1. 1. 2  Pr es e nt ati o n of St u d y I nt er v e nti o n G r o u p  

T a bl es, Fi g ur es a n d Listi n gs ( T F Ls ) will b e dis pl a y e d usi n g t h e f oll o wi n g st u d y i nt er v e nti o n 
gr o u p l a b els, i n t h e or d er pr es e nt e d:  

•  D ys p ort 4 0 U  

•  B ot o x 1 6 U  

•  X e o mi n 1 6 U  

5. 1. 1. 3  Pr es e nt ati o n of Visits / Ti m e p oi nt s  

S u m m ari es b y visit will b e pr es e nt e d usi n g visi t n u m b er as c oll e ct e d i n t h e el e ctr o ni c C as e 
R e p ort F or m ( e C R F ). 

Visits i n t h e T F Ls will b e pr es e nt e d as f oll o ws a n d i n t h e f oll o wi n g  or d er.  
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T a bl e  2 : A n al y sis visit a n d s h o rt n a m e  

A n al y sis Visi t S h o rt N a m e  

S cr e e ni n g  S cr  

B as eli n e  Bsl  

D a y  7  D 7  

W e e k 4  W 4  

W e e k 8  W 8  

W e e k 1 2  W 1 2  

W e e k 1 6  W 1 6  

W e e k 2 0  W 2 0  

W e e k 2 4  W 2 4  

W e e k 2 8  W 2 8  

W e e k 3 2  W 3 2  

W e e k 3 6  W 3 6  

W e e k 4 0  W 4 0  

5. 1. 2  D es cri pti v e St atisti cs  

All r a w a n d d eri v e d v ari a bl es will b e li st e d a n d d es cri b e d usi n g s u m m ar y st atisti cs. F or 
c at e g ori c al v ari a bl es , s u m m ar y st atisti cs will b e dis pl a y e d usi n g d es cri pti v e st atisti cs b y 
fr e q u e n c y c o u nt a n d p er c e nt a g es b y c at e g or y. T h e mi ssi n g c at e g or y will b e pr es e nt e d if t h er e 
is at l e ast o n e mi ssi n g c at e g or y f or at l e ast o n e st u d y i nt er v e nti o n gr o u p . E x c e pt ot h er wis e 
s p e cifi e d, p arti ci p a nts wit h missi n g d at a will b e i n cl u d e d i n t h e c al c ul ati o n of p er c e nt a g es. F or 
q u a ntit ati v e v ari a bl es , s u m m ar y st ati sti cs will b e dis pl a y e d usi n g d es cri pti v e st atis ti cs b y 
n u m b er of o bs er v ati o ns, arit h m eti c m e a n, S D , m e di a n, mi ni m u m a n d m a xi m u m  a n d 9 5 % CI if 
n e e d e d . Fr e q u e n c y a n d pr o p orti o n of m issi n g d at a will b e dis pl a y e d .  

5. 1. 3  B as eli n e v al u e  

U nl ess ot h er wis e s p e cifi e d, b as eli n e is d efi n e d as t h e l ast n o n -mi ssi n g m e as ur e m e nt t a k e n pri or 
t o I n v esti g ati o n al M e di ci n al Pr o d u ct (I M P) a d mi nistr ati o n (i n cl u di n g u ns c h e d ul e d 
ass ess m e nts).  

F or t h e E D B C M A P, t h e b as eli n e v al u e us e d f or t h e a n al ys es will b e t h e a v er a g e of si x 
m e as ur e m e nts, t h e t hr e e m e as ur e m e nts at s cr e e ni n g a n d t h e t hr e e m e as ur e m e nts at b as eli n e.  

5. 1. 4  R ef er e n c e St art D at e a n d St u d y D a y  

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 I M P a d mi ni str ati o n.  

T h e d a y of t h e I M P a d mi nistr ati o n will  b e D a y 1. St u d y d a y will b e c al c ul at e d as : 

- T h e diff er e n c e b et w e e n t h e e v e nt d at e a n d t h e  r ef er e n c e d at e pl us o n e d a y , if t h e e v e nt is o n 
or aft er t h e r ef er e n c e d at e . 

- T h e diff er e n c e b et w e e n t h e e v e nt d at e a n d t h e r ef er e n c e d at e, if t h e d at e of e v e nt is pri or t o 
t h e r ef er e n c e d at e.  

St u d y  d a y will a p p e ar i n a n y li sti n gs 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.  

I n c as e of p arti al or mi s si n g e v e nt d at e, st u d y d a y will a p p e ar mi ssi n g w hil e a n y ass o ci at e d 
d ur ati o ns will b e pr es e nt e d b as e d o n t h e i m p utati o ns d es cri b e d i n a p p e n di x A 1 . 
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5. 2  R a n d o mis ati o n, Dis p ositi o n a n d A n al ysis S ets  

A l isti n g pr es e nti n g r a n d o mi sati o n d et ails  will b e  pr o vi d e d . 

 

T h e f oll o wi n g dis p ositi o n s u m m ari es  a n d li sti n gs  will b e pr o vi d e d:  

- S u m m ar y t a bl e wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s s cr e e n e d, s cr e e n f ail e d, 
r e as o n f or s cr e e n f ail ur e, r a n d o mis e d , tr e at e d, c o m pl et er, wit h dr a w n a n d r e as o n f or 
wit h dr a w al  b y st u d y i nt er v e nti o n gr o u p  a n d o v er all o n t h e s cr e e n e d a n al ysi s s et ,  

- S u m m ar y t a bl e wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s p er visit  o n t h e 
r a n d o mi s e d s et, 

- S u m m ar y t a bl e o n d ur ati o n of p arti ci p a nt  p arti ci p ati o n i n t h e st u d y  a n d o n t h e st u d y 
f oll o w-u p d ur ati o n  o n t h e r a n d o mi s e d s et . T h e d efi niti o n of t h e d ur ati o n of p arti ci p a nt  
p arti ci p ati o n  is fr o m d at e of c o ns e nt t o t h e l ast st u d y visit. T h e d efi niti o n of t h e st u d y 
f oll o w-u p  d ur ati o n is fr o m d at e of a d mi nistr ati o n  t o t h e l ast st u d y visit. 

- Listi n g of p arti ci p a nt  dis p ositi o n o n t h e r an d o mi s e d  s et , 

- L isti n g of d at es of visit  i n cl u di n g d ur ati o n of p arti ci p a nt  p arti ci p ati o n  a n d st u d y f oll o w -
u p d ur ati o n  f or t h e r a n d o mi s e d p arti ci p a nt s, 

- Listi n g of s cr e e n f ail ur e p arti ci p a nt s wit h t h e crit eri a n ot m et o n t h e s cr e e n e d a n al ysis 
s et , 

- Listi n g of wit h dr a w al p arti ci p a nts wit h r e as o n f or wit h dr a w al o n t h e r a n d o mi s e d s et.  

 

T h e f oll o wi n g s u m m ari e s a n d li sti n gs will b e pr o vi d e d  o n t h e r a n d o mi s e d s et : 

- Listi n g  of p arti ci p a nt s n ot m e eti n g at l e ast o n e i n cl usi o n crit eri a,  

- Listi n g of p arti ci p a nt s f ulfilli n g at l e ast o n e e x cl usi o n crit eri a ,  

- S u m m ar y of t h e n u m b er  a n d p er c e nt a g e of p arti ci p a nt s i n e a c h a n al ysis s et b y st u d y 
i nt er v e nti o n gr o u p a n d o v er all, b as e d o n all r a n d o mis e d  p arti ci p a nt s wit h r e as o ns f or 
e x cl usi o n fr o m e a c h a n al ysis s et , 

- Listi n g  i n cl u di n g fl a g f or e x cl usi o n fr o m  e a c h a n al ysis s et a n d r e as o n f or e x cl usi o n fr o m 
e a c h s et . 

5. 3  P r ot o c ol D e vi ati o n s  

A n e x h a usti v e li st of m aj or P r ot o c ol D e vi ati o n s ( P Ds) t h at m a y o c c ur d uri n g t h e c o urs e of t h e 
st u d y is d efi n e d i n t h e P Ds  p l a n. M aj or P Ds  will b e d et er mi n e d b ef or e u n bli n di n g of t h e st u d y, 
fi n alis e d  d uri n g t h e bli n d d at a r e vi e w a n d d o c u m e nt e d i n a P Ds list.  

F oll o wi n g P Ds  s u m m ar y a n d li sti n g will b e pr o vi d e d o n t h e r a n d o mi s e d  s et : 

- N u m b er  a n d p er c e nt a g e of p arti ci p a nt s wit h m aj or P Ds  b y d e vi ati o n c at e g or y  

- A listi n g of m aj or P Ds .  

- A listi n g of m aj or P Ds  p ot e nti all y h a vi n g a n i m p a ct o n pri m ar y effi c a c y a n al ysis :  

o  P arti ci p a nt r e c ei v e d t h e wr o n g st u d y i nt er v e nti o n ( Mis r a n d o mi s ati o n)   

o  C M A P at W e e k 2 8 or W e e k 4 0 p erf or m e d o ut of a s p e cifi e d ti m e wi n d o w ( > +/- 
2 w e e ks)  

5. 4  D e m o g r a p h y a n d Ot h e r b as eli n e c h a r a ct e risti cs  

All d e m o gr a p hi c a n d b a s eli n e c h ar a ct eristi cs s u m m ari es a n d li sti n gs will b e pr o vi d e d o n  t h e 
r a n d o mis e d  s et . N o st atisti c al c o m p aris o n b et w e e n  st u d y i nt er v e nti o n gr o u p s will b e p erf or m e d.  
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F oll o wi n g s u m m ari es will b e pr o vi d e d o n : 

- D e m o gr a p hi c v ari a bl es  (r ef er t o a p p e n di x A 2  f or E u dr a C T a g e c at e g ori es) , 

- Ot h er b as eli n e c h ar a ct eristi cs :  

- H ei g ht, w ei g ht a n d B o d y M ass I n d e x ,  

- Al c o h ol br e at h t est, dr u g of a b us e t est,  

- 1 2 -l e a d E l e ctr oC ar di o G r a m ( E C G), 

- Cli ni c al l a b or at or y t est,  

L isti n gs  will als o b e pr o vi d e d f or all t h e v ari a bl es  li st e d a b o v e as w ell as f or se v er e a c ut e 
r es pir at or y s y n dr o m e c or o n a vir us 2 (S A R S -C O V -2 ) t est a n d s er ol o g y .  

5. 5  M e di c al hist o r y, B o N T a n d n o n -d r u g t h e r a pi es, m e di c ati o n s a n d s u r gi c al 
p r o c e d u r es  

M e di c al a n d s ur gi c al hist or y,  pri or B o N T t h er a pi e s,  n o n -dr u g t h er a pi es a n d s ur gi c al pr o c e d ur es 
will b e c o d e d usi n g t h e l at est v ersi o n of M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es 
(M e d D R A ) i n eff e ct wit hi n I P S E N at t h e ti m e of d at a b as e l o c k. M e di c ati o ns will b e c o d e d 
usi n g t h e l at est v ersi o n of W orl d H e alt h Or g a ni z ati o n -Dr u g di cti o n ar y i n eff e ct wit hi n I P S E N 
at t h e ti m e of d at a b as e l o c k.  

M e di c ati o n, n o n -dr u g t h er a pi es a n d s ur gi c al pr o c e d ur es st art a n d st o p d at es will b e c o m p ar e d 
t o t h e d at e of t h e I M P a d mi nistr ati o n t o all o w cl assifi c ati o n as eit h er Pri or o nl y, Pri or a n d 
C o n c o mit a nt, or C o n c o mit a nt o nl y:  

 

P ri o r ( P)  St art a n d st o p d at es pri or t o t h e d at e of st u d y tr e at m e nt. 
P ri o r a n d 
C o n c o mit a nt ( P C)  

St art d at e b ef or e t h e d at e of st u d y tr e at m e nt  a n d st o p d at e o n 
or aft er t h e d at e of st u d y tr e at m e nt . 

C o n c o mit a nt ( C)  St art d at e o n or aft er t h e d at e of st u d y tr e at m e nt . 

 

S u m m ar y t a bl es o n pri or m e di c ati o ns/ n o n -dr u g t h er a pi es/s ur gi c al pr o c e d ur es will i n cl u d e “ P ” 
o nl y, s u m m ar y t a bl es o n c o n c o mit a nt m e di c ati o ns/ n o n -dr u g t h er a pi es/s ur gi c al pr o c e d ur es will 
i n cl u d e “ C ” a n d “ P C ”. 

 

S e e d et ail e d r ul es i n a p p e n di x A 1  f or cl assifi c ati o n of pri or a n d c o n c o mit a nt m e di c ati o n/ n o n -
dr u g t h er a pi es, s ur gi c al pr o c e d ur es  i n c as e of p arti al/ mi ssi n g d at e. 

 

T h e t h er a p e uti c cl ass will c orr es p o n d t o t h e s e c o n d l e v el of A n at o mi c T h er a p e uti c Cl ass ( A T C ) 
c o d e t h at  is c orr es p o n di n g t o t h e first 3 fi g ur es.  

F oll o wi n g s u m m ari es, pr es e nti n g c o u nt a n d p er c e nt a g es of p arti ci p a nt s will b e pr o vi d e d  o n t h e 
r a n d o mi s e d s et : 

- M e di c al a n d s ur gi c al hist or y b y pri m ar y S yst e m O r g a ni c C l ass ( S O C) a n d pr ef err e d t er m 
( P T), 

- C o n c o mit a nt m e d i c ati o ns ( P C, C) b y A T C cl ass a n d P N ( A T C l e v el 2),  

- C o n c o mit a nt n o n -dr u g t h er a pi es ( P C, C) b y pri m ar y S O C a n d P T,  

- C o n c o mit a nt s ur gi c al pr o c e d ur es ( P C, C) b y pri m ar y S O C a n d P T,  

L isti n gs will b e pr o vi d e d f or all t h e s u m m ari es li st e d a b o v e  as w ell as f or pri or m e di c ati o ns , 
pri or B o N T t h er a pi es a n d pri or n o n -dr u g t h er a pi es. T h es e li sti n gs s h o ul d i n cl u d e a fl a g 
i n di c ati n g t h e c at e g or y ( P, P C, C) as d es cri b e d i n t h e t a bl e a b o v e.  
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5. 6  C o m pli a n c e  

P arti ci p a nts  will r e c ei v e st u d y i nt er v e nti o n dir e ctl y  fr o m t h e i n v esti g at or or d esi g n e e, u n d er 
m e di c al s u p er visi o n at t h e st u d y sit e o n D a y 1. T h er ef or e, p arti ci p a nt c o m pli a n c e wit h st u d y 
i nt er v e nti o n is n ot e x p e ct e d t o b e a n iss u e a n d n o listi n g or s u m m ari es will b e p erf or m e d.  

5. 7  P h a r m a c o d y n a mi c e v al u ati o n  

5. 7. 1  G e n er al C o n si d er ati o n s  

T h e P D  s et will b e us e d f or p h ar m a c o d y n a mi c a n al ys es . 

A li sti n g of all p h ar m a c o d y n a mi c d at a (r a w a n d d eri v e d) s h o ul d b e pr o vi d e d  (s e e li sti n g d et ail 
c o n v e nti o ns i n a p p e n di x A 3 ). D es cri pti v e st atisti cs will b e pr o vi d e d f or all e n d p oi nt s  b y st u d y 
i nt er v e nti o n gr o u p a n d ti m e p oi nt . 

 

F or t h e E D B C M A P, t hr e e m e as ur e m e nts of C M A P will b e t a k e n at e a c h ti m e p oi nt. F or p ost -
b as eli n e m e as ur e m e nts, t h e m e a n of t h es e t hr e e m e as ur e m e nts will b e us e d t o d et er mi n e t h e 
p ar a m et er p er c e nt a g e r el ati v e t o b as eli n e i n C M A P t ot al a m plit u d e, us e d i n all s u m m ari es a n d 
a n al ys es of t h e E D B C M A P r el at e d e n d p oi nt s. B as eli n e v al u e d efi niti o n is gi v e n i n s e cti o n 
5. 1. 2 . 

5. 7. 1. 1  Si g nifi c a n c e T esti n g a n d Esti m ati o ns  

All st atisti c al t ests will b e t w o -si d e d at t h e 5 % l e v el of si g nifi c a n c e  u nl ess ot h er wis e s p e cifi e d . 
C o nfi d e n c e Int er v als  ( CI) will b e 9 5 %, u nl ess ot h er wis 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.  

5. 7. 1. 2  H a n dli n g of Dr o p o uts a n d  missi n g d at a  

Dili g e nt att e m pt s will b e m a d e t o li mit t h e a m o u nt of mi ssi n g d at a a n d t o f oll o w -u p all 
r a n d o mi s ed p arti ci p a nt s t o c oll e ct t h e pri m ar y a n d s e c o n d ar y p h ar m a c o d y n a mi c e n d p oi nt s f or 
t h e st ati sti c al a n al ysis. 

T h e M i x e d M o d el f or R e p e at e d M e as ur es (M M R M ) is i m pli citl y h a n dli n g mi ssi n g d at a as 
M issi n g A t R a n d o m ( M A R) wit h o ut e x pli cit i m p ut ati o n. T his mi ssi n g n ess ass u m pti o n a p p e ars 
m e a ni n gf ul gi v e n t h e l o n g t er m p h ar m a c o d y n a mi c eff e ct of t h e i n v esti g at e d c o m p o u n ds: t h e 
eff e ct of t h e dr u g will p ersist aft er dis c o nti n u ati o n a n d is n ot e x p e ct e d, gi v e n b as eli n e pr ofil e 
of t h e p arti ci p a nt a n d ass ess m e nts u ntil t h e ti m e p oi nt of dis c o nti n u ati o n, t o d e p e n d o n w h et h er 
t h e p arti ci p a nt r e m ai ns o bs er v a bl e i n t h e st u d y or dr o ps o ut. 

I n c as e of o c c urr e n c e of a m aj or P Ds  wit h t h e p ot e nti al t o i nt erf er e  wit h C M A P t ot al a m plit u d e  
(s e e S e cti o n 5. 3 ), C M A P d at a c oll e ct e d aft er t h e P Ds  will b e i g n or e d, a n d will b e h a n dl e d b y 
t h e m o d el as M A R. T his i m pl e m e nts a ‘ p er pr ot o c ol’ an al ysis ass essi n g t h e tr e at m e nt diff er e n c e 
o c c urri n g i n c as e p arti ci p a nts a d h er e t o t h e pr ot o c ol b y usi n g a h y p ot h eti c al h a n dli n g str at e g y 
f or t hi s I C E.  

5. 7. 1. 3  St atisti c al/ a n al yti c al iss u es  

A dj ust m e nts f or C o v ari at es  

N ot a p pli c a bl e.  

 

I nt eri m A n al ys es a n d D at a M o nit ori n g  

N ot a p pli c a bl e.  

 

M ulti c e ntr e St u di es  

T his i s a si n gl e-c e ntr e st u d y.   

C CI



I P S E N G R O U P  D -F R -5 2 1 2 0 -2 7 9  
C O N F I D E N T I A L  

S A P: V E R S I O N 1. 0 3 0  J U N E  2 0 2 2  P A G E 1 7 /3 3  

 

 

M ulti pl e T esti n g   

T o c o ntr ol f or t h e f a mil y -wis e t y p e  I err or r at e at t h e t w o-si d e d l e v el α  =  0. 0 5, a 
H o c h b er g -pr o c e d ur e will b e a p pli e d t o i n v esti g at e t h e t w o n ull h y p ot h es e s H 0, d b  : δd b = 0 a n d 
H 0, d x  : δd x = 0. T h e t esti n g pr o c e d ur e us es t h e f oll o wi n g d e cisi o n r ul es f or t h e t w o p -v al u es p d b  
a n d p d x   : 

• B ot h n ull h y p ot h es es ar e r ej e ct e d if m a x( p d b  , pd x ) ≤ α  

• O nl y t h e n ull h y p ot h esis c orr es p o n di n g t o t h e s m all er p -v al u e  mi n( p d b  , pd x ) is r ej e ct e d if 
mi n( p d b  , pd x ) ≤ α/ 2 a n d m a x( pd b  , pd x ) > α. 

If b ot h n ull h y p ot h es es of t h e pri m ar y e n d p oi nt ar e r ej e ct e d, t h e n t h e s a m e H o c h b er g pr o c e d ur e 
will b e a p pli e d s e q u e nti all y t o t h e t w o r es p e cti v e n ull h y p ot h es es c o m p ari n g D ys p ort wit h 
B ot o x a n d wit h X e o mi n f or s e c o n d ar y e n d p oi nt s i n t h e f oll o wi n g or d er:  

4.  C M A P t ot al a m plit u d e at W e e k 4 0 p ost -i nj e cti o n   

5.  I n ci d e n c e of r e c o v er y of C M A P t ot al a m plit u d e at W e e k 2 8 p ost -i nj e cti o n   

6.  I n ci d e n c e of r e c o v er y of C M A P t ot al a m plit u d e at W e e k 4 0 p ost -i nj e cti o n   

T h e t w o n ull h y p ot h es es of s e c o n d ar y e n d p oi nt k, k = 2, 3 ar e t est e d wit h a H o c h b er g pr o c e d ur e, 
w h e n b ot h n ull h y p ot h es es of e n d p oi nt k -1 ar e r ej e ct e d.     

 

C o n v er g e n c e of t h e M M R M M o d el  

If t h e d ef a ult N e wt o n-R a p hs o n al g orit h m us e d b y st ati sti c al a n al ysis s oft w ar e P R O C MI X E D 
f ail s t o c o n v er g e, t h e Fis h er s c ori n g al g orit h m u p t o it er ati o n  2 will b e us e d ( vi a t h e 
S C O RI N G = 2 o pti o n of t h e P R O C MI X E D st at e m e nt) t o o bt ai n t h e i niti al v al u es of c o v ari a n c e 
p ar a m et ers [ M alli n c kr o dt 2 0 0 8 ]. If t hi s alt er n ati v e als o f ail s t o c o n v er g e, t h e n i n a d diti o n t h e 
n o -di a g o n al f a ct or a n al yti c str u ct ur e ( vi a t h e T Y P E = F A 0( T) o pti o n of t h e R E P E A T E D 
st at e m e nt, w h er e T is t h e n u m b er of p ost b as eli n e m e as ur e m e nt ti m e p oi nts i n c or p or at e d i n t h e 
M M R M a n al ysis) will b e us e d, w hi c h eff e cti v el y p erf or ms t h e C h ol es k y d e c o m p ositi o n of t h e 
c o v ari a n c e m atri x a n d is n u m eri c all y m or e st a bl e.  

W h e n t h e a b o v e str at e gi e s f ail, t h e n, i n a d diti o n t o t h e c h a n g es d es cri b e d a b o v e, a m o d el wit h 
t h e l ess c o m pl e x h et er o g e n e o us T o e plit z c o v ari a n c e str u ct ur e ( T O E P H) will b e fitt e d. W h e n 
t h e a b o v e str at e gi es f ail, t h e n, i n a d diti o n t o t h e c h a n g es d es cri b e d a b o v e, a m o d el wit h t h e l ess 
c o m pl e x c o m p o u n d s y m m etr y c o v ari a n c e str u ct ur e ( C S) will b e fitt e d. W h e n all a b o v e 
m e as ur es f ail, t h e n t h e pri m ar y e n d p oi nt, C M A P t ot al a m plit u d e at W e e k 2 8, m e as ur e d as 
p er c e nt a g e r el ati v e t o b as eli n e ( %), will b e a n al ys e d usi n g a n A n al ysis of C o v ari a n c e 
( A N C O V A) m o d el wit h c o v ari at es tr e at m e nt a n d b as eli n e C M A P a m plit u d e.  

T h e first al g orit h m t h at l e a ds t o c o n v er g e n c e i n t hi s s e q u e n c e of f all b a c k m e as ur es will b e t h e 
al g orit h m us e d f or t h e pri m ar y a n al ysis of t h e st u d y.  

5. 7. 2  A n al ysis of Pri m ar y P h ar m a c o d y n a mi c E n d p oi nt  

5. 7. 2. 1  E n d p oi nt, T r e at m e nt Eff e ct a n d Esti m a n d D efi niti o n  

T o ass ess t h e pri m ar y o bj e cti v e, t h e pri m ar y esti m a n d h as t h e f oll o wi n g k e y attri b ut es:  

• P o p ul ati o n of i nt er est: h e alt h y a d ult m al e p arti ci p a nts as d efi n e d b y t h e li st e d 
i n cl usi o n/ e x cl usi o n crit eri a i n S e cti o n 5. 1 a n d 5. 2  of t h e pr ot o c ol . 

• V ari a bl e/ e n d p oi nt of i nt er est: C M A P t ot al a m plit u d e at W e e k 2 8, m e as ur e d as 
p er c e nt a g e r el ati v e t o b a s eli n e ( %) , c al c ul at e d as [ v al u e at W e e k 2 8 ( m e a n of t h e t hr e e 
m e as ur e m e nts /b as eli n e v al u e  ( m e a ns of t h e si x m e as ur e m e nts)] * 1 0 0.  
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• I C Es ar e t h e f oll o wi n g: 

a)  S t u d y dis c o nti n u ati o n  

b 1) P Ds wit h p ot e nti al i m p a ct o n r el e v a nt C M A P t ot al a m plit u d e ass ess m e nts 
(i. e. p arti ci p a nt r e c ei v e d t h e wr o n g st u d y i nt er v e nti o n a n d C M A P at W e e k 2 8 
p erf or m e d o ut of a s p e cifi e d ti m e wi n d o w ( > +/ - 2 w e e ks)   

b 2) P Ds wit h n o e x p e ct e d i m p a ct o n r el e v a nt C M A P ass ess m e nts ( e. g. ot h er ti m e 
wi n d o w vi ol ati o ns, P Ds r el at e d t o c o vi d -1 9)  

• Tr e at m e nt r e gi m e n: D ys p ort, B ot o x or X e o mi n will b e a d mi nist er e d as d es cri b e d i n 
S e cti o n 6  of t h e pr ot o c ol a n d p ot e nti al i nt a k e of p er mitt e d c o n c o mit a nt m e di c a ti o ns (f or 
a li st s e e S e cti o n  6. 8  of t h e pr ot o c ol).  

• P o p ul ati o n -l e v el s u m m ar y of t h e tr e at m e nt eff e ct of i nt er est: t h e diff er e n c e i n a v er a g e 
p er c e nt a g e r el ati v e t o b as eli n e i n e a c h st u d y i nt er v e nti o n gr o u p i n C M A P t ot al a m plit u d e 
at t h e r es p e cti v e ti m e p oi nt . 

F or I C Es ( a) a n d ( b 1 ) a h y p ot h eti c al str at e g y will b e us e d, t h e tr e at m e nt diff er e n c e w hi c h w o ul d 
h a v e b e e n m e as ur e d if t h e I C E w o ul d n ot h a v e h a p p e n e d is of i nt er est a n d will b e ass ess e d 
t a ki n g i nt o a c c o u nt t h e l o n g t er m p h ar m a c o d y n a mi c eff e ct of t h e i n vesti g at e d c o m p o u n ds. T his 
i m pli es t h at ass ess m e nts aft er t h e o c c urr e n c e of a m aj or pr ot o c ol d e vi ati o n i nt erf eri n g wit h 
C M A P t ot al a m plit u d e will b e i g n or e d f or t h e pri m ar y a n al ysis . N o i m p ut ati o n of mi ssi n g 
C M A P will b e d o n e ( M M R M a n al ysis, pl e as e r ef er t o  s e cti o n 5. 7. 1. 2 ). F or I C Es ( b 2), a 
tr e at m e nt p oli c y will b e us e d. 

5. 7. 2. 2  Pri m ar y  A n al ysis  

T h e pri m ar y e n d p oi nt, C M A P t ot al a m plit u d e at W e e k 2 8, m e as ur e d as p er c e nt a g e r el ati v e t o 
b as eli n e ( %), will b e a n al ys e d usi n g a mi x e d -eff e ct s m o d el f or M M R M. T h e m o d el will i n cl u d e 
fi x e d eff e cts of tr e at m e nt, ti m e ( c orr es p o n di n g t o st u d y visit s w h e n C M A P is m e as ur e d, i. e. 
D a y 7, W e e ks 4, 8, 1 2, 1 6, 2 0, 2 4, 2 8, 3 2, 3 6 a n d 4 0 ), tr e at m e nt-b y -ti m e i nt er a cti o n a n d b as eli n e 
C M A P a m plit u d e, as w ell as a n u nstr u ct ur e d c o v ari a n c e m atri x t o m o d el t h e c o v ari a n c e 
str u ct ur e of t h e r e p e at e d m e as ur es.  

Usi n g t h e mi x e d -eff e cts m o d el d es cri b e d a b o v e, t h e D ys p ort v ers us B ot o x a n d D ys p ort v ers us 
X e o mi n c o m p aris o ns i n t h e pri m ar y e n d p oi nt at W e e k  2 8 of  t h e st u d y will b e i n v esti g at e d usi n g 
t h e a c c or di n g p arti al t est s (i. e. mi x e d m o d el W al d t ests). R es ult s of t h e pri m ar y a n al ysis will 
c o nt ai n a n esti m at e of t h e tr e at m e nt diff er e n c e b et w e e n D ys p ort a n d c o m p ar at ors B ot o x a n d 
X e o mi n i n C M A P t ot al a m plit u d e a t W e e k 2 8, as w ell as S t a n d ar d E rr or ( S E), 9 5 % CI , a n d p-
v al u e.  

T h e S A S c o d e t o b e us e d is pr es e nt e d i n a p p e n di x A 4 . 

A n al ysis will b e b as e d o n t h e pri m ar y esti m a n d d es cri b e d i n se c ti o n 5. 7. 2. 1. 

5. 7. 2. 3  S e nsiti vit y A n al ysis  

N o s e nsiti vit y a n al ys es will b e p erf or m e d.  

5. 7. 2. 4  S u p pl e m e nt ar y A n al ysis  

I n c as e of o c c urr e n c e of m aj or P Ds  wit h t h e p ot e nti al t o i nt erf er e wit h C M A P t ot al a m plit u d e  
(s e e s e cti o n 5. 3 ), a s u p pl e m e nt ar y a n al ysis usi n g t h e s a m e M M R M m o d el us e d f or t h e pri m ar y 
a n al ysis will b e c o n d u ct e d usi n g a tr e at m e nt p oli c y str at e g y t o h a n dl e t hi s I C E. All c oll e ct e d 
C M A P d at a will b e t a k e n i nt o a c c o u nt i n t hi s s u p pl e m e nt ar y a n al ysis, e v e n w h e n o c c urri n g 
aft er P Ds . 
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5. 7. 2. 5  S u b gr o u p A n al ysis  

N o s u b gr o u p a n al ys es will b e p erf or m e d.  

5. 7. 3  A n al ysis of K e y S e c o n d ar y P h ar m a c o d y n a mi c E n d p oi nts  

5. 7. 3. 1  E n d p oi nt, T r e at m e nt Eff e ct a n d Esti m a n d D efi niti o n  

T o ass ess t h e s e c o n d ar y o bj e cti v es, t h e k e y s e c o n d ar y e n d p oi nt s a n d e sti m a n ds h a v e t h e 
f oll o wi n g k e y attri b ut es: 

• P o p ul ati o n of i nt er est: h e alt h y a d ult m al e p arti ci p a nts as d efi n e d b y t h e li st e d 
i n cl usi o n/ e x cl usi o n crit eri a i n S e cti o n 5. 1  a n d 5. 2  of t h e pr ot o c ol . 

• S e c o n d ar y e n d p oi nt of i nt er est:  

- C M A P t ot al a m plit u d e at W e e k 4 0, m e as ur e d a s p er c e nt a g e r el ati v e t o b a s eli n e 
( %), c al c ul at e d as [ v al u e at W e e k 4 0  ( m e a n of t h e t hr e e m e as ur e m e nts)/b as eli n e 
v al u e ( m e a ns of t h e si x m e as ur e m e nts)] * 1 0 0  

- I n ci d e n c e at W e e k 2 8 of r e c o v er y of C M A P t ot al a m plit u d e 

- I n ci d e n c e of r e c o v er y of C M A P t ot al a m plitu d e at W e e k 4 0  

T h e r e c o v er y is c o nsi d er e d t o b e r e a c h e d f or all t h e visits o c c urri n g aft er t h e ti m e t o r e c o v er y , 
i. e. t h e first vi sit f or w hi c h C M A P t ot al a m plit u d e r et ur n t o at l e ast 8 5 % of t h e b as eli n e v al u e.  

• I C Es ar e t h e f oll o wi n g: 

b)  St u d y dis c o nti n u ati o n  

b 1) P Ds wit h p ot e nti al i m p a ct o n r el e v a nt C M A P t ot al a m plit u d e ass ess m e nts 
(i. e. p arti ci p a nt r e c ei v e d t h e wr o n g st u d y i nt er v e nti o n a n d ti m e wi n d o w 
vi ol ati o n at t h e c orr es p o n di n g ti m e p oi nt  ( > +/- 2 w e e ks) ),   

b 2 ) P Ds wit h n o e x p e ct e d  i m p a ct o n r el e v a nt C M A P ass ess m e nts ( e. g. ot h er ti m e 
wi n d o w vi ol ati o ns, P Ds r el at e d t o c o vi d -1 9)  

• Tr e at m e nt r e gi m e n: D ys p ort, B ot o x or X e o mi n will b e a d mi nist er e d as d es cri b e d i n 
S e cti o n 6  of t h e pr ot o c ol a n d p ot e nti al i nt a k e of p er mitt e d c o n c o mit a nt m e di c ati o ns (f or 
a li st s e e S e cti o n 6. 8  of t h e pr ot o c ol).  

• F or I C Es ( a) a n d ( b 1) a h y p ot h eti c al str at e g y will b e us e d, t h e tr e at m e nt diff er e n c e w hi c h 
w o ul d h a v e b e e n m e as ur e d if t h e I C E w o ul d n ot h a v e h a p p e n e d is of i nt er est a n d will b e 
ass ess e d t a ki n g i nt o a c c o u nt t h e l o n g t er m p h ar m a c o d y n a mi c eff e ct of t h e i n v esti g at e d 
c o m p o u n ds. T his i m pli es t h at ass ess m e nts aft er t h e o c c urr e n c e of a m aj or pr ot o c ol 
d e vi ati o n i nt erf eri n g wit h C M A P t ot al a m plit u d e will b e i g n or e d f or t h e a n al ysis.  F or 
C M A P t ot al a m plit u d e at W e e k 4 0, n o i m p ut ati o n will b e d o n e ( M M R M a n al ysis).  F or 
th e i n ci d e n c e of r e c o v er y , it will b e c o nsi d er e d a s “ N o r e c o v er y ” if t h e n e xt a v ail a bl e 
p er c e nt a g e C M A P r el ati v e t o b as eli n e ( %)  is i nf eri or t o 8 5 %  a n d will b e i m p ut ed  t o t h e 
w orst s c e n ari o “ R e c o v er y ” if n ot or in c as e of n o a v ail a bl e C M A P aft er t his I C E .  

5. 7. 3. 2  M ai n S e c o n d ar y  A n al ys e s 

5. 7. 3. 2. 1  C M A P T ot al A m plit u d e at W e e k 4 0  

C M A P t ot al a m plit u d e at W e e k 4 0 will b e a n al ys e d usi n g t h e s a m e M M R M m o d el us e d f or t h e 
pri m ar y a n al ysis.  

5. 7. 3. 2. 2  I n ci d e n c e of R e c o v er y of C M A P T ot al A m plit u d e at W e e k 2 8 a n d W e e k 4 0  

I n ci d e n c e of r e c o v er y of C M A P t ot al a m plit u d e at W e e ks 2 8 a n d 4 0 will b e a n al ys e d f or e a c h 
of t h e t w o ti m e p oi nts  b y esti m ati n g pr o p orti o n of p arti ci p a nts wit h r e c o v er y i n e a c h of t h e 
tr e at m e nt ar ms, pD  i n t h e D ys p ort ar m, pB  i n t h e B ot o x ar m, pX  i n t h e X e o mi n ar m, as w ell as  
t h e ris k diff er e n c es pD  –  p B  a n d p D  –  p X   wit h p oi nt esti m at es as w ell as a c c or di n g e x a ct 
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( Cl o p p er-P e ars o n) 9 5 % CI  f or pD  , pB   a n d p X  a n d e x a ct u n c o n diti o n al 9 5 % CI  f or t h e ris k 
diff er e n c es.  

A Fis h er’ s E x a ct T est ( o n e -si d e d, si g nifi c a n c e l e v el 2. 5 %) will b e us e d f or t esti n g e a c h of t h e 
c o m p aris o ns of D ys p ort t o B ot o x or X e o mi n r es p e cti v el y i n t h e fr a m e w or k of t h e m ulti pl e 
t esti n g pr o c e d ur e d es cri b e d i n S e cti o n  5. 7. 1. 3 . 

5. 7. 3. 3  S u b gr o u p A n al ysis  

N o s u b gr o u p a n al ys es will b e p erf or m e d.  

5. 7. 3. 4  S u p pl e m e nt ar y A n al ysis  

I n c as e of o c c urr e n c e of m aj or P Ds wit h t h e p ot e nti al t o i nt erf er e wit h C M A P t ot al a m plit u d e 
(s e e s e cti o n 5. 3 ), a s u p pl e m e nt ar y a n al ysis usi n g t h e s a m e m o d els us e d f or t h e m ai n s e c o n d ar y 
a n al ys es will b e c o n d u ct e d usi n g a tr e at m e nt p oli c y str at e g y t o h a n dl e t hi s I C E. All c oll e ct e d 
d at a will b e t a k e n i nt o a c c o u nt i n t hi s s u p pl e m e nt ar y a n al ysis, e v e n w h e n o c c urri n g aft er P Ds.  

5. 7. 4  A n al ysis of Ot h er S e c o n d ar y P h ar m a c o d y n a mi c E n d p oi nts  

T o f urt h er c h ar a ct eris e t h e p h ar m a c o d y n a mi c pr ofil e of a si n gl e i ntr a m us c ul ar a d mi nistr ati o n 
of st u d y i nt er v e nti o n at r e d u ci n g t h e C M A P t ot al a m plit u d e of t h e sti m ul at e d E D B, t h e 
f oll o wi n g s e c o n d ary p h ar m a c o d y n a mi c e n d p oi nt s  will b e e v al u at e d:  

- Ti m e t o o ns et of a cti o n d efi n e d as first ti m e p oi nt w h er e E B D C M A P t ot al 
a m plit u d e is l ess or e q u al t o 8 5 % o f t h e b as eli n e v al u e  

- Ti m e t o r e c o v er y is d efi n e d as t h e first ti m e p oi nt w h e n t ot al a m plit u d e r et ur ns t o 
at l e ast 8 5 % of t h e b as eli n e v al u e  (th e r e c o v er y is c o nsi d er e d t o b e r e a c h e d f or all 
t h e visits o c c urri n g aft er t h e ti m e t o r e c o v er y). 

- D ur ati o n of r es p o ns e d efi n e d as ti m e b et w e e n ti m e t o o ns et a n d ti m e t o r e c o v er y  
of C M A P t ot al a m plit u d e  

- M a xi m al i n hi bi ti o n ( m a xi m al eff e ct) r e a c h e d d efi n e d as t h e m a xi m al m e as ur e d 
i n hi biti o n of C M A P a m plit u d e of sti m ul at e d E D B 

- Ti m e t o m a xi m al eff e ct o n t h e C M A P t ot al a m plit u d e of sti m ul at e d E D B  d efi n e d 
o n a n i n di vi d u al b asis as t h e ti m e b et w e e n b as eli n e a n d t h e ti m e p oi nt of m a xi m al 
i n hi biti o n of C M A P a m plit u d e of sti m ul at e d E D B. 

All t h e e n d p oi nt s d efi n e d a b o v e will  b e a n al ys e d d es cri pti v el y  o nl y a n d li st e d . 

S ki n t e m p er at ur e a n d sti m ul ati o n i nt e nsit y will b e als o c oll e ct e d f or q u alit y c o ntr ol , d es cri b e d 
a n d li st e d. 

5. 7. 5  A n al ysis  of E x pl or at or y E n d p oi nts  

T h e f oll o wi n g e x pl or at or y e n d p oi nt will b e a n al ys e d  usi n g t h e s a m e M M R M m o d el us e d f or 
t h e pri m ar y a n al ysis:  

- C M A P t ot al a m plit u d e at  all  ti m e p oi nts, m e as ur e d as p er c e nt a g e r el ati v e t o  
b a s eli n e ( %) , c al c ul at e d as [ v al u e at t h e ti m e p oi nt ( m e a n of t h e t hr e e 
m e as ur e m e nts) / b as eli n e v al u e ( m e a ns of t h e si x m e as ur e m e nts)] * 1 0 0.  

 

Gr a p hi c al r e pr es e nt ati o n of a dj ust e d m e a ns ( S E) c o mi n g fr o m t h e M M R M m o d el will b e 
p erf or m e d o v er ti m e b y st u d y i nt er v e nti o n gr o u p . 

 

L at e n c y of M -w a v e at all  ti m e p oi nts will b e a n al ys e d d es cri pti v el y o nl y a n d li st e d.  
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5. 8  S af et y  

5. 8. 1  G e n er al C o n si d er ati o n  

All s af et y s u m m ari es a n d a n al ys es will b e b as e d u p o n t h e S af et y S et . All s af et y d at a will b e 
i n cl u d e d i n p arti ci p a nt  d at a li sti n gs  (s e e li sti n g d et ail c o n v e nti o ns  i n A p p e n di x A 3 ). T h er e will 
b e n o st ati sti c al c o m p a ris o n b et w e e n t h e st u d y i nt er v e nti o n gr o u p s f or s af et y d at a . 

B as eli n e v al u e d efi niti o n is gi v e n i n s e cti o n  5. 1. 2 . R ul es t o h a n dl e m ulti pl e o bs er v ati o ns of t h e 
s a m e p ar a m et er t h at o c c urr e d f or t h e s a m e visit/ti m e p oi nt ar e e x pl ai n e d i n  s e cti o n  6. 2 . 

5. 8. 2  E xt e nt of e x p os u r e  

P arti ci p a nts will r e c ei v e a si n gl e st u d y i nt er v e nti o n a d mi nistr ati o n o n D a y 1, s o n o d eri v ati o n 
of d ur ati o n of e x p os ur e will b e d o n e.  

A listi n g will b e pr es e nt e d f or dr u g a d mi nistr ati o n s. 

5. 8. 3  A d v ers e E v e nt  

All A d v ers e E v e nts ( A E s) r e c or d e d in t h e e C R F will b e c o d e d usi n g t h e l at est v ersi o n of 
M e d D R A di cti o n ar y ef f e cti v e wit hi n I P S E N at t h e ti m e of t h e d at a b as e l o c k . A Es will b e 
cl assifi e d as T r e at m e nt-E m er g e nt A Es ( T E A Es) a c c or di n g t o t h e r ul es b el o w : 

• E v e nts wit h st art d at e a n d ti m e  o n or aft er t h e d at e a n d ti m e  of I M P a d mi nistr ati o n,  

• E v e nts w h os e i nt e nsit y i n cr e as e d o n or aft er t h e d at e a n d ti m e  of I M P 
a d mi nistr ati o n,   

R ef er t o  A p p e n di x A 1  f or h a n dli n g of p arti al d at e. I n t h e c as e w h er e it is n ot p ossi bl e t o d efi n e 
a n A E as tr e at m e nt e m er g e nt or n ot, t h e A E will b e cl assifi e d b y t h e m ost c o ns er v ati v e  c as e , 
i. e. tr e at m e nt-e m er g e nt.  

 

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d:  

• A n o v er vi e w t a bl e s u m m ari zi n g  t h e  

- n u m b er  a n d p er c e nt a g e of p arti ci p a nt s wit h at l e ast o n e of t h e f oll o wi n g A Es : a n y 
A E; a n y T E A E;  T E A E s b y i nt e nsit y; T E A E  b y c a us alit y ; A E SIs b y t y p e of A E SI  
(h y p ers e nsiti vit y a n d R e m ot e S pr e a d of T o xi n A E SIs) , r el at e d a n d n ot r el at e d 
S eri o us A d v ers e E v e nt ( S A E ), tr e at m e nt-e m er g e nt S A E, T E A E l e a di n g t o 
dis c o nti n u ati o n fr o m t h e st u d y , 

- c orr es p o n di n g n u m b er  of e v e nts f or e a c h of t h e A E c at e g ori es li st e d a b o v e , 

• A s u m m ar y of t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts r e p orti n g at l e a st o n e  
T E A E a n d t h e n u m b er of e v e nts , b y st u d y i nt er v e nti o n gr o u p , S O C a n d P T, 

• A s u m m ar y of t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts r e p orti n g at l e a st o n e  
tr e at m e nt r el at e d A E a n d t h e n u m b er of e v e nts , b y st u d y i nt er v e nti o n gr o u p , S O C 
a n d P T,  

• A s u m m ar y of t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts r e p orti n g at l e a st o n e  
T E A E a n d t h e n u m b er of e v e nts , b y st u d y i nt er v e nti o n gr o u p , b y d e cr e asi n g 
o v er all fr e q u e n c y of P T. 

 

A E s s u m m ari es will b e or d er e d i n t er m of d e cr e asi n g fr e q u e n c y f or S O C a n d P T wit hi n  S O C 
i n o v er all p arti ci p a nts a n d t h e n al p h a b eti c all y f or S O C a n d P T wit hi n S O C. 

I n t h e o v er all s u m m ar y, o nl y t h e fi n al a dj u di c at e d li st of R e m ot e S pr e a d of T o xi n A E SIs 
c o nfir m e d b y t h e s p o ns or as “ a p ossi bl e r e m ot e s pr e a d e v e nt ” will b e i n cl u d e d.  
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I n s u m m ar y pr es e nt ati o ns, A Es will b e c o u nt e d  as f oll o w s: 

• P arti ci p a nt s wit h m or e t h a n o n e A E wit hi n a p arti c ul ar S O C ar e c o u nt e d o nl y o n c e f or 
t h at S O C.  Si mil arl y, p arti ci p a nt s wit h m or e t h a n o n e A E wit hi n a p arti c ul ar P T ar e 
c o u nt e d o nl y o n c e f or t h at P T;  

• P arti ci p a nt s r e p orti n g a T E A E m or e t h a n o n c e wit hi n t h at S O C/ P T, t h e T E A E wit h t h e 
w orst -c as e  r el ati o ns hi p t o st u d y m e di c ati o n ( or d er: r el at e d > n ot r el at e d > mi ssi n g) will 
b e us e d i n t h e c orr es p o n di n g r el ati o ns hi p s u m m ari es;  

• If t h e c a us alit y is mi ssi n g f or a T E A E, it will b e c o nsi d er e d r el at e d i n t h e s u m m ar y t a bl es. 

 

I n a d diti o n, a li sti n g wit h a ll A Es d at a will b e li st e d b y st u d y i nt er v e nti o n gr o u p  i n cl u di n g n o n-
T E A Es , Tr e at m e nt-e m er g e n c e st at us will b e fl a g g e d i n t h e li sti n g.  

A s p e cifi c li sti n g will b e p erf or m e d f or tr e at m e nt-r el at e d A Es.  

 

D e at hs, S A Es , a n d Ot h e r Si g nifi c a nt A d v e rs e E v e nts  ( A E) 

  

A E SIs  f or D ys p ort  ar e T E A Es t h at s u g g est a p os si bl e r e m ot e s pr e a d of eff e ct of t h e t o xi n or 
e v e nts s u g g esti v e of h y p ers e nsiti vit y -li k e r e a cti o ns.  

•  T E A Es d u e t o p ossi bl e r e m ot e s pr e a d of t h e eff e cts of D ys p ort  will b e i d e nt ifi e d usi n g 
t h e li st of M e d D R A P Ts c o m p ati bl e wit h t h e m e c h a nis m of a cti o n of D ys p ort  a n d b as e d 
o n t h e F D A .  

•  T E A Es p ot e nti all y r e pr es e nti n g h y p ers e nsiti vit y r e a cti o ns will b e i d e ntifi e d usi n g t h e 
St a n d ar dis e d M e d D R A Q u er y ( S M Q) ( n arr o w s e ar c h q u er y) f or h y p ers e nsiti vit y 
r e a cti o ns.  

T h e  li st of M e d D R A pr ef err e d t er ms, us e d t o i d e ntif y a n y p ot e nti al A E SI, is pr o vi d e d i n t h e 
d at a r e vi e w pl a n .  

All p ot e nti al R e m ot e S pr e a d of T o xi n A E SIs i d e ntifi e d usi n g t h e s e ar c h str at e g y d es cri b e d 
a b o v e will b e m e di c all y e v al u at e d d uri n g t h e st u d y, b ef or e t h e d at a b as e l o c k a n d u n bli n di n g, 
b y t h e s p o ns or t o i d e ntif y e v e nts w hi c h c o ul d p ossi bl y r e pr es e nt ‘r e m ot e s pr e a d of eff e ct of 
t o xi n’ d u e t o st u d y tr e at m e nt a d mi nistr ati o n. P ot e nti al R e m ot e S pr e a d of T o xi n A E SIs will b e 
e x cl u d e d if t h e y ar e c o nf o u n d e d b y pr es e n c e of alt er n ati v e cli ni c al a eti ol o gi es ( m e di c al hist or y, 
c o n c o mit a nt m e di c ati o n or di a g n osis w hi c h c o ul d a c c o u nt f or t h e s y m pt o m s); if t h e y ar e 
c o nsi d er e d t o b e l o c al eff e cts i nst e a d of r e m ot e s pr e a d of t o xi n as j u d g e d b y t h e sit e of i nj e cti o n; 
t h e ti m e p eri o d b et w e e n t h e l ast st u d y tr e at m e nt a d mi nistr ati o n a n d e v e nt o ns et is n ot i n 
a c c or d a n c e wit h t h e e x p e ct e d m e c h a nis m of a cti o n; or d u e t o i ns uff i ci e nt i nf or m ati o n/ e vi d e n c e 
t o m a k e a n ass ess m e nt. 

 

T h e f oll o wi n g s u m m ar y t a bl es o n A E SIs will b e p erf or m e d:  

• A E SIs wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s a n d t h e n u m b er of  e v e nt s 
pr es e nt e d b y st u d y i nt er v e nti o n gr o u p , b y pri m ar y S O C  a n d  P T , pr es e nt e d b y t y p e of 
A E SI  (h y p ers e nsiti vit y a n d R e m ot e S pr e a d of T o xi n A E SIs) . 

• I n a d diti o n, a t a bl e of pr e -a dj u di c at e d p ot e nti al R e m ot e S pr e a d of T o xi n e v e nts will b e 
pr o d u c e d f or tr a ns p ar e n c y a n d tr a c e a bilit y  b y st u d y i nt er v e nti o n gr o u p a n d b y pri m ar y 
S O C a n d P T . 
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T h e f oll o wi n g li sti n gs will b e pr o vi d e d:  

• A li sti n g of all d e at hs t h at o c c urr e d d uri n g t h e st u d y , 

• A li sti n g of all S A Es , 

• A li sti n g of all A E s l e a di n g t o di s c o nti n u ati o n of st u d y , 

• A li sti n g of p arti ci p a nt s h a vi n g A E SIs.  

5. 8. 4  Vit al Si g n s  

A s u m m ar y of t h e a ct u al a n d c h a n g e fr o m b as eli n e i n e a c h vit al si g ns p ar a m et er b y st u d y 
i nt er v e nti o n gr o u p a n d ti m e p oi nt will b e p erf or m e d as w ell as a li sti n g of vit al si g n d at a b y 
st u d y i nt er v e nti o n gr o u p , w it h a b n or m al v al u e hi g hli g ht e d. A li sti n g of p arti ci p a nts wi t h 
P ot e nti all y Cli ni c all y Si g nifi c a nt A b n or m aliti es  (P C S A )v al u es  as d efi n e d i n A p p e n di x A 5  will  
als o  b e pr e p ar e d . All d at a f or a vit al si g ns p ar a m et er will b e dis pl a y e d f or a p arti ci p a nt  h a vi n g 
at l e ast o n e p ost -b as eli n e P S C A  v al u e . 

5. 8. 5  P h ysi c al E x a mi n ati o n  

T h e f oll o wi n g s u m m ar y a n d li sti n gs will b e pr o vi d e d:  

• A s hift fr o m b as eli n e ( n or m al vs a b n or m al) t o e n d of st u d y  visit b y st u d y i nt er v e nti o n 
gr o u p ,  

• A li sti n g of p h ysi c al e x a mi n ati o n d at a,  

• A listi n g wit h a n y p arti ci p a nt s wit h at l e ast o n e p h ysi c al e x a mi n ati o n a b n or m al ity.  

 

6  D A T A H A N D LI N G  

6. 1  Visit wi n d o w  

Ti m e wi n d o w ( +/ - 2 w e e ks) is us e d t o c al c ul at e t h e pr ot o c ol d e vi ati o ns d efi n e d as I C E f or t h e 
a n al ysis.  

N o ot h er ti m e wi n d o ws ar e n e e d e d f or a n al ys es.  

6. 2   U n s c h e d ul e d V isits, R et est, Wit h d r a w al Visit ,  

All li sti n gs will i n cl u d e r et ests a n d u ns c h e d ul e d visits, w hil e f or t h e d es cri pti o n b y visit i n t h e 
t a bl es, o nl y t h e s c h e d ul e d visits a c c or di n g t o t h e pr ot o c ol will b e d es cri b e d.  

U ns c h e d ul e d visit  a n d r et est m e as ur e m e nts will b e us e d t o  pr o vi d e a m e as ur e m e nt f or a b as eli n e 
d at a or e n d p oi nt v al u e  ( e. g. w orst v al u e), if a p pr o pri at e a c c or di n g t o t h eir d efi niti o n.  

If a v al u e r e q uir es a r et est (f or vit al si g ns) t h e cl os est  n o n -mi ssi n g r eli a bl e v al u e t o t h e 
s c h e d ul e d visit will b e us e d i n t h e  s u m m ar y t a bl es.  

A n ass ess m e nt will b e c o nsi d er e d r eli a bl e if it is p erf or m e d wit h o ut a n y t e c h ni c al  p r o bl e m a n d 
if t h e r es ult is wit hi n t h e r a n g e of li k ely  v al u es . 

P arti ci p a nt s w h o h a v e wit h dr a w n  e arl y  fr o m t h e st u d y h a v e t h eir l ast ass ess m e nt e nt er e d as visit 
9 0 i n t h e e C R F. B y c o n v e nti o n, f or t h es e p arti ci p a nt s, t h e visit n u m b er will b e r e assi g n e d t o t h e 
n e xt e m pt y visit n u m b er (i. e. if a p arti ci p a nt  h as Visit 1, 2, 3 a n d 9 0 e nt er e d i n t h e d at a b as e, t h e 
visit n u m b er 9 0 will b e r e assi g n e d t o vi sit n u m b er 4 ) f or s u m m ar y t a bl es. 
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6. 3  H a n dli n g of C O VI D -1 9 P a n d e mi c  

S p e cifi c o ut p ut s will b e pr o vi d e d as d es cri b e d i n I ps e n’s bi ost ati sti cs r e c o m m e n d ati o ns f or  

t h e “ M a n a g e m e nt of C O VI D-1 9 p a n d e mi c r el at e d iss u es ” t o ass ess t h e i m p a ct of t h e C O VI D - 

p a n d e mi c as f oll o ws:  

- S u m m ar y t a bl e wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts e x p os e d as w ell as 
i m p a ct e d or i nf e ct e d a n d wit h t h e n u m b er of p arti ci p a nts wit h dr a w n d u e t o C O VI D-1 9 
wit h t h eir r e as o ns of wit h dr a w al.  

- E x p os e d p arti ci p a nt  is a p arti ci p a nt  o n g oi n g at st art of p a n d e mi c  (J a n u ar y 0 3 , 2 0 2 0) or 
i n cl u d e d d uri n g t h e p a n d e mi c p h as e ( e n d of t h e p a n d e mi c n ot r e a c h e d).  
I m p a ct e d p arti ci p a nt is a p arti ci p a nt w h o h as b e e n i nf e ct e d b y S A R S -C o V -2 or f or w h o m 
t h e c o n d u ct of t h e st u d y h as b e e n i m p a ct e d (v isit i m p a ct e d; wit h dr a wal r el at e d t o 
C O VI D -1 9 p a n d e mi c ). P arti ci p a nt i nf e ct e d ar e r e p ort e d i n S A Es. 

- S u m m ar y t a bl e b y visit wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts h a vi n g a visits 
i m p a ct e d b y C O VI D-1 9 wit h t h e t y p e of i m p a ct a n d t h e r e as o n(s) w h y C O VI D-1 9 
p a n d e mi c i m p a ct e d  t h e visit. 

- S u m m ar y t a bl e wit h t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts h a vi n g a P Ds  d u e t o 
C O VI D -1 9 St at us  b y d e vi ati o n c at e g or y  a n d li sti n g of d e vi ati o n d u e t o C O VI D -1 9 . 

- A d diti o n of “ a n y  C o nfir m e d  C O VI D -1 9 c as es ” i n t h e o v er all s u m m ar y t a bl e of A Es  a n d 
listi n g of T E A Es i n cl u di n g i n t h e S M Q d e di c at e d t o C O VI D-1 9 . 

- Listi n g of C O VI D -1 9 t ests.  

 

7  D E RI V E D D A T A (I F A P P LI C A B L E)  

N ot a p pli c a bl e  

 

8  R E F E R E N C E S  

R ef er e n c e t o I C H r e g ul at or y g ui d eli n es: 

- I C H E 3: Str u ct ur e a n d C o nt e nt of Cli ni c al St u d y R e p orts 

- I C H E 6 ( R 2): G o o d Cli ni c al Pr a cti c e  

- I C H E 9: St atisti c al Pri n ci pl es f or Cli ni c al Tri als 

- I C H E 9 ( R 1) A d d e n d u m: Esti m a n ds a n d S e nsiti vit y A n al ysis i n Cli ni c al Tri als  

 

R ef er e n c e t o E ur o p e a n M e di ci n es A g e n c y  (E M A ) or p oi nt t o c o nsi d er g ui d eli n es:  

- A dj ust m e nt f or b as eli n e c o v ari at es i n cli ni c al tri al s  

- Cli ni c al tri als i n s m all p o p ul ati o ns  

- Mis si n g d at a i n c o nfir m at or y cli ni c al tri als  

- M ulti pli cit y iss u es i n cli ni c al tri als  

- P oi nt s t o c o nsi d er o n i m pli c ati o ns of C or o n a vir us dis e as e ( C O VI D -1 9) o n 
m et h o d ol o gi c al as p e cts of o n g oi n g cl i ni c al tri al s, C o m mitt e e f or H u m a n M e di ci n al 
Pr o d u cts ( C H M P). E M A/ 1 5 8 3 3 0/ 2 0 2 0, 
htt ps:// w w w. e m a. e ur o p a. e u/ e n/ d o c u m e nts/s ci e ntifi c -g ui d eli n e/ p oi nts -c o nsi d er -
i m pli c ati o ns-c or o n a vir us -dis e as e -c o vi d -1 9 -m et h o d ol o gi c al -as p e cts -o n g oi n g -
cli ni c al _ e n. p df  
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R ef er e n c e t o F D A g ui d eli n es:  

- M ulti pl e E n d p oi nts i n Cli ni c al Tri als  

 

Ot h er r ef er e n c es:  

- St a n d ar d I ps e n St u d y D at a T a b ul ati o n M o d el  (S D T M ) us er g ui d e  

- St a n d ar d A n al ysis D at as et M o d el ( A D a Ms ) us er g ui d e  

- I ps e n Gl o b al St yl e g ui d e 

- D mitri e n k o A a n d  D’ A g o sti n o, R. Tr a diti o n al m ulti pli cit y a dj ust m e nt m et h o ds i n cli ni c al 
tri als. St at M e d . 2 0 1 3: 2 3 :( 1 9):5 1 7 2 -5 2 1 8  

- W o hlf art h K, M ull er C, S assi n I et al. N e ur o p h ysi ol o gi c al d o u bl e -bli n d tri al of b ot uli n u m 
n e ur ot o xi n t y p e A fr e e of c o m pl e xi n g pr ot ei ns.  Cli n N e ur o p h ar m. 2 0 0 7; 3 0: 8 6 -9 4  

- M alli n c kr o dt C H, L a n e P W, S c h n ell D et al. R e c o m m e n d ati o ns f or t h e pri m ar y a n al ysis 
of c o nti n u o us e n d p oi nt s i n l o n git u di n al cli ni c al tri als. Dr u g I nf or m J. 2 0 0 8; 4 2: 3 0 3 -1 9  
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9  A P P E N DI C E S  

A 1.  P a rti al/ Missi n g D at e C o n v e nti o n  

 

I n all li sti n gs, mi ssi n g or i n c o m pl et e d at es s h o ul d b e l eft as t h e y h a v e b e e n r e c or d e d. 

  

Al g o rit h m f o r P ri o r/ C o n c o mit a nt  

M e di c ati o ns, n o n -dr u g t h er a pi es, B o N T t h er a pi es a n d s ur gi c al pr o c e d ur es st art a n d st o p d at es 
will b e c o m p ar e d t o t h e d at e of t h e first I M P a d mi nistr a ti o n t o all o w cl assifi c ati o n as eit h er 
Pri or o nl y, Pri or a n d C o n c o mit a nt, or C o n c o mit a nt o nl y.  

I n c as e of p arti al st art a n d/ or st o p d at es, t e m p or ar y d at e i m p ut ati o ns will b e d o n e t o d et er mi n e 
t h e cl assifi c ati o n a n d d eri v e t h e d ur ati o n of o c c urr e n c e: 

•                If a p arti al st art d at e is r e p ort e d, t h e first d a y of t h e m o nt h will b e i m p ut e d f or mi ssi n g 
d a y a n d J a n u ar y f or mi ssi n g m o nt h,  

•                If a p arti al st o p d at e is r e p ort e d, t h e l ast d a y of t h e m o nt h will b e i m p ut e d f or mi ssi n g 
d a ys a n d D e c e m b er will b e i m p ut e d f or mi ssi n g m o nt h.  

I n c as e i n c o m pl et e st art or st o p d at e d o es n ot all o w t h e cl assifi c ati o n, t h e o c c urr e n c e will b e 
cl assifi e d as c o n c o mit a nt.  

T h e d ur ati o n of t h e o c c urr e n c e will b e c al c ul at e d u si n g t h e st art a n d e n d d at e of t h e o c c urr e n c e 
as e n d d at e –  st art d at e + 1. I n c as e of p arti al st art or e n d d at es, t h e d ur ati o n will b e r e p ort e d as 
“ ≤  x x ” si n c e at l e ast o n e d at e is i m p ut e d a n d m a xi mi s e d.  

I n c as e of o n g oi n g o c c urr e n c e ( e. g. at t h e e n d of t h e st u d y or at t h e ti m e of i nt eri m a n al ysis if 
a n y):  

•  If t h e st art d at e is c o m pl et e, t h e d ur ati o n will b e r e p ort e d as “ ≥ x x ” a n d t h e d at e 
of e n d of st u d y d at e or l a st att e n d e d visit will b e c o nsi d er e d as e n d d at e ,  

•  If t h e st art d at e is i n c o m pl et e, t h e d ur ati o n is n ot c al c ul at e d. 

  

Al g o rit h m f o r M e di c al Hi st o ri es 

I n c as e of p arti al st art a n d/ or st o p d at es, t e m p or ar y d at e i m p ut ati o ns will b e d o n e t o d et er mi n e 
t h e d ur ati o n of o c c urr e n c e: 

•                If a p arti al st art d at e is r e p ort e d, t h e first d a y of t h e m o nt h will b e i m p ut e d f or mi ssi n g 
d a y a n d J a n u ar y f or mi ssi n g m o nt h,  

•                If a p arti al st o p d at e is r e p ort e d, t h e l ast d a y of t h e m o nt h will b e i m p ut e d f or mi ssi n g 
d a ys a n d D e c e m b er will b e i m p ut e d f or mi ssi n g m o nt h.  

T h e d ur ati o n of t h e o c c urr e n c e will b e c al c ul at e d u si n g t h e s t art a n d e n d d at e of t h e o c c urr e n c e 
as e n d d at e –  st art d at e + 1. I n c as e of p arti al st art or e n d d at es, t h e d ur ati o n will b e r e p ort e d as 
“ ≤  x x ” si n c e at l e ast o n e d at e is i m p ut e d a n d m a xi mi s e d.  

I n c as e of o n g oi n g m e di c al hi st or y: 

•  If st art d at e is c o m pl ete, t h e d ur ati o n will b e “ ≥  x x ” usi n g t h e s cr e e ni n g visit 
d at e a n d t h e st art d at e of t h e m e di c al hi st or y.  

•  If st art d at e is i n c o m pl et e, t h e d ur ati o n is n ot c al c ul at e d. 

  

Al g o rit h m f o r A d v e rs e E v e nts  

F or d eri vi n g t h e T E A E fl a g t h e f oll o wi n g pr o c ess of t e m p or ar y d at e i m p ut ati o n is d o n e (f or A E 
st art d at e o nl y ass u mi n g n o A E e n d d at e ar e missi n g). T h e d at e i m p ut ati o n al g orit h m f or 
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i n c o m pl et e a d v ers e e v e nt st art d at es is d es cri b e d i n T a bl e 3 . Cl assifi c ati o n of a d v ers e e v e nt 
a c c or di n g t o  it s tr e at m e nt-e m er g e nt st at us i s t h e n d o n e usi n g t h e i m p ut e d d at e.  

  

I n t h e f oll o wi n g t a bl e, all d at es ar e pr es e nt e d usi n g a n Y Y Y Y-M M -D D f or m at. As a n e x a m pl e, 
s u p p os e First I M P a d mi nistr ati o n = 2 0 0 2 -0 8 -1 1 a n d s e v er al A Es h a v e i n c o m pl et e st art d at es.  

 

 T a bl e  3 : D at a I m p ut ati o n Al g o rit h m f o r A E St a rt D at e ( A S T D T)  

D es c ri pti o n of i n c o m pl et e d at e  I m p ut e d n u m e ri c d at e E x a m pl e  
C h a r a ct e r d at e  I m p ut e d d at e 

D a y is missi n g  
Y Y Y Y -M M < Y Y Y Y -M M of  [ First I M P a d mi n.] Y Y Y Y -M M -0 1  2 0 0 2 -0 7 -X X  2 0 0 2 -0 7 -0 1  
Y Y Y Y -M M = Y Y Y Y -M M of [ First I M P a d mi n.]  Mi n ([ First I M P 

a d mi n.], A E e n d d at e)  
2 0 0 2 -0 8 -X X  Mi n ( 2 0 0 2 -0 8 -1 1, A E 

e n d d at e)  
Y Y Y Y -M M > Y Y Y Y -M M of [ First I M P a d mi n.]  Y Y Y Y -M M -0 1  2 0 0 2 -0 9 -X X  2 0 0 2 -0 9 -0 1  
D a y a n d m o nt h ar e missi n g  
Y Y Y Y < Y Y Y Y O F [ First I M P a d mi n.]  Y Y Y Y -0 1 -0 1  2 0 0 1 -X X -X X  2 0 0 1 -0 1 -0 1  
Y Y Y Y = Y Y Y Y O F [ First I M P a d mi n.]  Mi n ([ First I M P 

a d mi n.], A E e n d d at e)  
2 0 0 2 -X X -X X  Mi n ( 2 0 0 2 -0 8 -1 1, A E 

e n d d at e)  
Y Y Y Y > Y Y Y Y O F [ First I M P a d mi n.]  Y Y Y Y -0 1 -0 1  2 0 0 3 -X X -X X  2 0 0 3 -0 1 -0 1  
D a y, m o nt h, a n d y e ar ar e missi n g  
X X X X -X X -X X  Mi n ([ First I M P 

a d mi n.], A E e n d d at e)  
  Mi n ( 2 0 0 2 -0 8 -1 1, A E 

e n d d at e)  

Y Y Y Y = n o n -mi ssi n g y e ar, M M = n o n -mi ssi n g m o nt h, D D = n o n -mi ssi n g d a y, X X = mi ssi n g 
fi el d. 

If A E e n d d at e is p arti al, i m p ut ati o n c o ul d b e d o n e ass u mi n g t h e l at est p os si bl e d at e (i. e. l ast 
d a y of m o nt h if d a y u n k n o w n, or 3 1 st of D e c e m b er if d a y a n d m o nt h ar e u n k n o w n).  

  

A Es d ur ati o n will b e c al c ul at e d usi n g t h e st art a n d e n d d at e of t h e A E as e n d d at e –  st art d at e + 
1. I n c as e of p arti al st art/ e n d d at e t h e t e m p or ar y i m p ut e d d at e will b e us e d.  

T h e d ur ati o n of t h e A E will b e c al c ul at e d usi n g t h e st art a n d e n d d at e of t h e A E as e n d d at e –  
st art d at e + 1. I n c as e of p arti al st art or e n d d at es, t h e d ur ati o n will b e r e p ort e d as “ ≤  x x ” si n c e 
at l e ast o n e d at e is i m p ut e d a n d m a xi mis e d.  

I n c as e of o n g oi n g A E ( e. g. at t h e e n d of t h e st u d y or at t h e ti m e of i nt eri m a n al ysis):  

•  If st art d at e is c o m pl et e, t h e d ur ati o n will b e r e p ort e d as “ ≥  x x ” a n d t h e d at e of e n d of 
st u d y d at e or l ast a tt e n d e d visit will b e c o nsi d er e d as e n d d at e.  

•  If st art d at e is i n c o m pl et e, t h e d ur ati o n is n ot c al c ul at e d. 
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A 2.  E u d r a C T c at e g o ri es f o r a g e  

F or E u dr a C T r es ult s s u m m ari es, i n a d diti o n t o q u a ntit ati v e d es cri pti v e st atisti cs of a g e, 
d e m o gr a p hi c t a bl es s h o ul d i n cl u d e pr es e nt ati o n of a g e usi n g t h e f oll o wi n g E u dr a C T c at e g ori es 
( as a p pli c a bl e): 

I n ut er o 
Pr et er m n e w b or n - g est ati o n al a g e < 3 7 w e e ks  
N e w b or ns ( 0 -2 7 d a ys)  
I nf a nts a n d t o d dl ers ( 2 8 d a ys-2 3 m o nt hs)  
C hil dr e n ( 2 -1 1 y e ars)  
A d ol es c e nts ( 1 2 -1 7 y e ars)  
A d ults  ( 1 8-6 4 y e ars)  
            Fr o m 6 5 t o 8 4 y e ars  
            8 5 y e ars a n d o v er  
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A 3.  P r o g r a m mi n g C o n v e nti o n f o r O ut p uts  

All t e xt fi el ds m ust b e l eft j ustifi e d a n d n u m eri c or n u m eri c wit h s o m e t e xt s p e cifi c ati o n ( e. g.: 
n ot d o n e, u n k n o w n, < 4. 5, …) m ust b e d e ci m al j ustifi e d.  

T h e m e a n, m e di a n, l o w er q u artil e, u p p er q u artil e, S D, S E of t h e m e a n will b e r e p ort e d t o o n e 
d e ci m al pl a c e gr e at er t h a n t h e r a w  d at a r e c or d e d i n t h e d at a b as e.   

T h e m i ni m u m a n d m a xi m u m v al u es will b e r e p ort e d wit h t h e s a m e n u m b er of d e ci m al pl a c es 
as t h e r a w d at a r e c or d e d i n t h e d at a b as e . 

I n g e n er al, t h e m a xi m u m n u m b er of d e ci m al pl a c es r e p ort e d s h o ul d b e f o ur f or a n y s u m m ar y 
st atisti cs. 

P er c e nt a g es will b e pr es e nt e d t o o n e d e ci m al pl a c e. P er c e nt a g es will n ot b e pr es e nt e d f or z er o 
c o u nts. P er c e nt a g e will b e c al c ul at e d usi n g n as d e n o mi n at or. T h e d e n o mi n at or n will b e 
s p e cifi e d i n a f o ot n ot e f or cl arifi c ati o n if n e c ess ar y. If s a m pl e si z es a r e s m all, t h e d at a dis pl a ys 
will s h o w t h e p er c e nt a g e s, b ut i n t h e C S R o nl y fr e q u e n c y c o u nts c o ul d  b e d es cri b e d.  

P -v al u es will b e r e p ort e d t o f o ur d e ci m al pl a c es ( e. g.: p = 0. 0 0 3 7), aft er r o u n di n g. P -v al u es 
w hi c h ar e l ess t h a n 0. 0 0 0 1 will b e pr es e nt e d as ‘ < 0 . 0 0 0 1’. 

D at es will b e pr es e nt e d i n t h e f or m at [ d d m m m y y y y] a n d ti m es i n t h e f or m at [ h h: m m].  
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A 4.  S A S c o d e  

a.  M M R M a n al ysi s  

T h e S A S c o d e f or t h e M M R M  is t h e f oll o wi n g:  
 

 

W h er e A VI SI T N i n cl u d e s all p ost -b as eli n es visit s w h e n C M A P is m e as ur e d, C M A P B L is t h e 
b as eli n e of C M A P t ot al a m plit u d e  a n d A V A L is t h e p er c e nt a g e r el ati v e t o b as eli n e of C M A P 
t ot al a m plit u d e ( %). 

If t h e P R O C MI X E D f ail s t o c o n v er g e, t h e first al g orit h m t h at l e a ds t o c o n v er g e n c e i n t h e 
f oll o wi n g s e q u e n c e of f all b a c k m e as ur es will b e t h e al g orit h m us e d f or t h e pri m ar y a n al ysis of 
t h e st u d y:  

1)  A d diti o n of s c ori n g o pti o n  

 

2)  A d diti o n of t h e n o -di a g o n al f a ct or a n al yti c str u ct ur e ( vi a t h e T Y P E = F A 0( T) o pti o n of 
t h e R E P E A T E D st at e m e nt 

3)  Us e of T o e plit z c o v ari a n c e str u ct ur e  

 

4)  Us e of c o m p o u n d s y m m etr y c o v ari a n c e str u ct ur e  
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5)  A N C O V A  m o d el wit h c o v ari at es tr e at m e nt a n d b as eli n e C M A P a m plit u d e  

 

b.  E x a ct ( Cl o p p e r -P e a rs o n) 9 5 % c o nfi d e n c e i nt e r v als f o r p r o p o rti o n  

T o o bt ai n t h e e x a ct ( Cl o p p er -P e ars o n) 9 5 % CI  f or pr o p orti o n of p arti ci p a nts wit h r e c o v er y i n 
e a c h of t h e tr e at m e nt ar m s, t h e f oll o wi n g S A S c o d e will b e us e d:  

c.  E x a ct u n c o n diti o n al 9 5 % c o nfi d e n c e i nt e r v al f o r t h e ris k diff e r e n c es a n d Fis h e r’s 
E x a ct T est  

T o o pt ai n t h e e x a ct u n c o n diti o n al 9 5 % CI  f or t h e ris k diff er e n c es as w ell as t h e F is h er’s E x a ct 
T est (ri g ht -si d e d, si g nifi c a n c e l e v el 2. 5 %) , t h e f oll o wi n g S A S c o d e will b e us e d:  

W h er e A V A L is r e c o v er y of C M A P a m plit u d e, A V ISI T is W e e k 2 8 or W e e k 4 0. S a m e m o d el 
will b e p erf or m e d wit h T R T P i n ( " D ys p ort " " X e o mi n ") .  
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A 5.  P C S A  c rit e ri a  f o r vit al si g n s p a r a m et e rs 

P S C A  crit eri a f or vit al si g ns p ar a m et ers  ar e  d efi n e d as f oll o w:  

 

P a r a m et e r  P C S A  c rit e ri a  
S yst oli c Bl o o d Pr ess ur e  ≤ 9 0 m m H g a n d c h a n g e fr o m b as eli n e ≤ -2 0 m m H g  

≥ 1 8 0 m m H g a n d c h a n g e fr o m b as eli n e ≥ 2 0 m m H g  
Di ast oli c Bl o o d Pr ess ur e  ≤ 5 0 m m H g a n d c h a n g e fr o m b as eli n e ≤ -1 5 m m H g  

≥ 1 0 5 m m H g a n d c h a n g e fr o m b as eli n e ≥ 1 5 m m H g  
H e art R at e  ≤ 5 0 b p m a n d c h a n g e fr o m b as eli n e ≤ -1 5  b p m  

≥ 1 2 0 b p m a n d c h a n g e fr o m b as eli n e ≥ 1 5 b p m  
W ei g ht  ≤ -5 % c h a n g e fr o m b as eli n e  

≥ 5 % c h a n g e fr o m b as eli n e  
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A 6.  List i n gs c o n v e nti o ns  

A n y li sti n gs will c o nt ai n at l e ast t h e f oll o wi n g d at a: p arti ci p a nt  i d e ntifi er, a g e a n d g e n d er. W h e n 
d at es ar e pr es e nt e d, t h e ass o ci at e d st u d y d a ys s h o ul d b e i n cl u d e d. T h e y s h o ul d b e s ort e d b y 
st u d y i nt er v e nti o n gr o u p  t h e n p arti ci p a nt  i d e ntifi er.  
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