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 R e vi e w ers: 
F u n cti o n  N a m e  

  

   

M e di c al R e s p o n si bl e   

  
 

  
 

C o nfi d e nti al  
T his d o c u m e nt is t h e pr o p ert y of M er c k K G a A, D ar mst a dt, G er m a n y, or o n e of it s affili at e d c o m p a ni es.  

It is i nt e n d e d f or r estri ct e d u s e o nl y a n d m a y n ot –  i n f ull or p art –  b e p ass e d o n, r e pr o d u c e d, p u bli s h e d or u s e d wit h o ut 
e x pr ess p er missi o n of M er c k K g a A, D ar mst a dt, G er m a n y or it s affili at e.  

C o p y ri g ht © 2 0 2 3  b y M e r c k K g a A, D a r mst a dt, G e r m a n y o r its affili at e. All ri g hts r es e r v e d.  

A p p r o v al  P a g e   

 

I nt e g r at e d A n al ysis Pl a n:  M S 2 0 0 5 2 7 _ 0 0 8 2 

A P h as e III, M ulti c e nt er, R a n d o mi z e d, P ar all el Gr o u p, D o u bl e Bli n d, D o u bl e D u m m y, A cti v e 
C o ntr oll e d St u d y of E v o br uti ni b C o m p ar e d wit h T erifl u n o mi d e, i n P arti ci p a nts wit h R el a psi n g 

M ulti pl e S cl er osis t o E v al u at e Effi c a c y a n d S af et y.  

A p pr o v al of t h e IA P b y M er c k D at a A n al ysis R e s p o nsi bl e is d o c u m e nt e d wit hi n t h e E D M S vi a 
e Si g n at ur e. Wit h t h e a p pr o v al wit hi n E D M S, t h e M er c k r es p o nsi bl e f or e a c h of t h e a n al ysis als o 
t a k es r es p o nsi bilit y t h at all r e vi e w ers’ c o m m e nts ar e a d dr ess e d a d e q u at el y. 

B y usi n g e Si g n at ur e, t h e si g n at ur e will a p p e ar at t h e e n d of t h e d o c u m e nt.  
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1  T a bl e of C o nt e nts   

A p pr o v al P a g e  2  

1  T a bl e of C o nt e nts  ..................................................................................3  

2  List of A b br e vi ati o ns a n d D efi niti o n of T er ms  ..................................1 1  

3  M o difi c ati o n Hist or y  ..........................................................................1 6  

4  P ur p os e of t h e I nt e gr at e d A n al ysis Pl a n  .............................................1 9  

5  O bj e cti v es a n d Esti m a n d s  ...................................................................2 0  

6  O v er vi e w of Pl a n n e d A n al ys es  ...........................................................2 5  
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8  A n al ysis S ets a n d S u b gr o u ps  ..............................................................2 8  

8. 1  D efi niti o n of A n al ysis S ets  .................................................................2 8  

8. 2  S u b gr o u p D efi nit i o n a n d P ar a m et eri z ati o n ........................................3 1  

9  G e n er al S p e cifi c ati o ns f or D at a A n al ys es  ..........................................3 3  

9. 1  St u d y i nt er v e nti o n  ...............................................................................3 3  

9. 2  Pr es e nt ati o n of c o nti n u o us a n d q u alit ati v e v ari a bl es  ..........................3 3  

9. 3  D at a H a n dli n g Aft er C ut off D at e  .......................................................3 5  

9. 4  D efi niti o n of B as eli n e a n d C h a n g e fr o m B as eli n e  .............................3 5  

9. 5  St u d y D a y  ...........................................................................................3 6  

9. 6  D efi niti o n of D ur ati o n a n d ‘ti m e si n c e’ V ari a bl es  .............................3 6  

9. 7  C o n v ersi o n F a ct ors  .............................................................................3 6  

9. 8  Ti m e Wi n d o w  .....................................................................................3 6  

9. 9  R e p e at e d a n d U ns c h e d ul e d M e as ur e m e nts  ........................................3 7  

9. 1 0  D efi niti o n of O n -tr e at m e nt P eri o d ......................................................3 7  

9. 1 1  D efi niti o n of 4 8  w e e ks P ost  R a n d o mi z ati o n P eri o d  ...........................3 7  

9. 1 2  D efi niti o n of 9 6  w e e ks P ost  R a n d o mi z ati o n P eri o d  ...........................3 7  

9. 1 3  D efi niti o n of 1 5 6  w e e ks P ost  R a n d o mi z ati o n P eri o d  .........................3 7  

9. 1 4  I m p ut ati o n of Mis si n g D at a ................................................................3 7  

9. 1 5  S c ori n g of H R Q O L D at a  ....................................................................3 9  
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9. 1 6  C o ntr ol of M ulti pli cit y  ........................................................................3 9  

9. 1 7  S oft w ar e  ..............................................................................................4 1  

9. 1 8  U n bli n di n g  ..........................................................................................4 1  

9. 1 9  T er mi n ol o g y C o n v e nti o n s  ..................................................................4 1  

1 0  St u d y P arti ci p a nts  ...............................................................................4 1  
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Nf L C o n c e ntr ati o n  ..............................................................................4 8  

1 1. 3. 3  Hist or y of D M T  ..................................................................................4 9  

1 1. 3. 4  Ot h er S cr e e ni n g C h ar a ct eristi cs  .........................................................5 0  

1 1. 3. 5  B as eli n e S u bst a n c e Us e C h ar a ct eristi cs  .............................................5 0  

1 2  Pr e vi o us or C o n c o mit a nt M e di c ati o ns/ Pr o c e d ur es  .............................5 1  

1 2. 1  Pr e vi o us or C o n c o mit a nt M e di c ati o ns  ................................................5 1  
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1 3  St u d y Tr e at m e nt: C o m pli a n c e a n d E x p os ur e  .....................................5 2  

1 3. 1  E x p os ur e C al c ul ati o n  ..........................................................................5 3  

1 3. 2  C o m pli a n c e C al c ul ati o n  ......................................................................5 4  
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1 4. 2. 5  N e ur ofil a m e nt Li g ht C h a i n C o n c e ntr ati o n at W e e k 1 2  ......................8 0  

1 4. 2. 5. 1  S e nsiti vit y A n al ys es: N e ur ofil a m e nt Li g ht C h ai n C o n c e ntr ati o n  ......8 2  

1 4. 2. 6  S u b gr o u p A n al ys es f or S e c o n d ar y Esti m a n ds  ....................................8 3  

1 4. 3  T erti ar y/ E x pl or at or y E n d p oi nt s  ..........................................................8 3  

1 4. 3. 1  A R R at W e e ks 4 8 a n d 9 6  ....................................................................8 4  

1 4. 3. 2  Ti m e t o First Q u alifi e d R el a ps e o v er 1 5 6  W e e ks  ...............................8 4  

1 4. 3. 3  Q u alif yi n g R el a ps e -fr e e St at us at W e e k 9 6  ........................................8 4  

1 4. 3. 4  1 2 -w e e k ( 2 4 -w e e k) C o nfir m e d E D S S Pr o gr essi o n -Fr e e St at us at 
W e e k  9 6  ..............................................................................................8 4  

1 4. 3. 5  2 4 -w e e k C o nfir m e d Dis a bil it y I m pr o v e m e nt St at us at W e e k 9 6  .......8 5  

1 4. 3. 6  L esi o n -Fr e e St at us at W e e k  9 6  ...........................................................8 6  

1 4. 3. 7  T ot al N u m b er of L esi o ns B as e d o n All A v ail a bl e M RI S c a ns  ...........8 6  

1 4. 3. 8  C h a n g e i n V ol u m e of L e si o ns fr o m B as eli n e t o W e e k  9 6  .................8 6  

1 4. 3. 9  P er c e nt a g e C h a n g e i n Br ai n V ol u m e fr o m W e e k 2 4 t o W e e k  9 6  ......8 7  

1 4. 3. 1 0  C h a n g e i n N or m ali z e d T 1 I nt e nsit y wit hi n Pr e -E xisti n g 
N o n -E n h a n ci n g T 2 W ei g ht e d L esi o n V ol u m e fr o m B as eli n e t o 
W e e k  9 6  ..............................................................................................8 8  

1 4. 3. 1 1  V ol u m e of S E Ls B as e d o n S c a ns at W e e ks 2 4, 4 8, a n d 9 6  ................8 8  
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1 4. 3. 1 7  N E P at W e e k  4 8, W e e k  9 6  .................................................................9 2  

1 4. 3. 1 8  N E P A D at W e e k  4 8, W e e k  9 6  ...........................................................9 2  

1 4. 3. 1 9  C F B i n S D M T s c or e at W e e k  4 8 a n d W e e k  9 6  ..................................9 3  

1 4. 3. 2 0  PI R A u p t o W e e k  1 5 6  .........................................................................9 4  

1 4. 3. 2 1  PI R M A u p t o W e e k  1 5 6  .....................................................................9 5  

1 5  S af et y A n al ys es  ..................................................................................9 6  

1 5. 1  A Es  .....................................................................................................9 7  

1 5. 1. 1  All A Es  ...............................................................................................9 7  

1 5. 1. 1. 1  3 Ti er A p pr o a c h  ..................................................................................9 8  
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1 5. 1. 1. 3  T a b ul ati o n of A Es b y S O C a n d P T ...................................................1 0 0  
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1 5. 2. 1  D e at hs  ...............................................................................................1 0 2  

1 5. 2. 2  S eri o us A Es  ......................................................................................1 0 2  

1 5. 2. 3  T E A Es of S p e ci al I nt er est  ................................................................1 0 2  

1 5. 2. 4  Ot h er Si g nifi c a nt T E A Es  ..................................................................1 0 3  

1 5. 3  Cli ni c al L a b or at or y E v al u ati o n  .........................................................1 0 4  
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1 5. 5  1 2 -L e a d E C G  ....................................................................................1 1 1  

1 5. 6  P h ysi c al E x a mi n ati o n  .......................................................................1 1 2  

1 5. 7  Pr e g n a n c y T est  ..................................................................................1 1 3  

1 5. 8  S af et y/ P h ar m a c o d y n a mi c E n d p oi nts: I m m u n o gl o b uli n l e v els  .........1 1 3  

1 5. 9  Uri n al ysis Mi cr os c o pi c E v al u ati o n  ...................................................1 1 3  

1 5. 1 0  C -S S R S  .............................................................................................1 1 3  

1 5. 1 1  H B V D N A  ........................................................................................1 1 4  
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1 5. 1 3  A nti -S A R S -C o V -2 A nti b o di es L e v els  .............................................1 1 5  

1 5. 1 4  F o c us e d G e n eti c T esti n g  ...................................................................1 2 0  

1 6  A n al ys es of Ot h er E n d p oi nt s  ............................................................1 2 0  

1 6. 1  P K  .....................................................................................................1 2 0  

1 6. 1. 1  G e n er al S p e cifi c ati o ns f or P K C o n c e ntr ati o n a n d P K P ar a m et er 
D at a  ...................................................................................................1 2 0  

1 6. 1. 2  Esti m ati o n of P K P ar a m et ers  ............................................................1 2 2  

1 6. 1. 3  Pr es e nt ati o n of P K P ar a m et er D at a  ..................................................1 2 6  

1 6. 2  P D  .....................................................................................................1 2 6  

1 6. 2. 1  B T K O c c u p a n c y at B as eli n e a n d W e e ks  2, 4, 8, 1 2 a n d 2 4  .............1 2 6  

1 6. 2. 2  Nf L C o n c e ntr ati o n at B a s eli n e a n d W e e ks 2 4, 4 8, 7 2, 9 6, a n d 1 2 0  .1 2 7  

1 6. 2. 3  Ot h er P D E n d p oi nt A n al ys es at B as eli n e a n d W e e ks 2, 4, 8, 1 2 
a n d 2 4  ................................................................................................1 2 7  

1 6. 3  P o p ul ati o n P K M o d eli n g a n d E x p os ur e -R es p o ns e A n al ys es  ...........1 2 7  

1 6. 4  P R O –  E x pl or at or y E n d p oi nt s  ..........................................................1 2 8  
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a n d W e e k 1 4 4  ...................................................................................1 2 8  
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W e e k 1 4 4  ..........................................................................................1 2 9  

1 6. 4. 3  C h a n g e fr o m B as eli n e i n E Q  5 D -5 L V A S a n d I n d e x at W e e k  4 8, 
W e e k  9 6 a n d W e e k 1 4 4  ....................................................................1 2 9  

1 6. 4. 4  Ti m e t o First O c c urr e n c e of 1 2 -w e e k C o nfir m e d P F D et eri or ati o n 
C o m p ar e d t o B as eli n e u p t o 1 5 6  W e e ks  ...........................................1 3 0  

1 6. 4. 5  Ti m e t o First O c c urr e n c e of 2 4 -w e e k C o nfir m e d P F I m pr o v e m e nt 
C o m p ar e d t o B as eli n e u p t o 1 5 6  W e e ks  ...........................................1 3 0  

1 6. 4. 6  Ti m e t o First O c c urr e n c e of 1 2 -w e e k C o nfir m e d F ati g u e 
D et eri or ati o n C o m p ar e d t o B as eli n e u p t o 1 5 6  W e e ks  ....................1 3 1  

1 6. 4. 7  Ti m e t o First O c c urr e n c e of 2 4 -w e e k C o nfir m e d F ati g u e 
I m pr o v e m e nt C o m p ar e d t o B as eli n e u p t o 1 5 6 W e e ks  ....................1 3 1  

1 6. 4. 8  P R O MI S F ati g u e S c or e C F B o v er 9 6  W e e ks I n d e p e n d e nt of 
R el a ps e A cti vit y  ................................................................................1 3 2  

1 6. 4. 9  P R O MI S R es p o ns e u p t o W e e k  1 5 6  .................................................1 3 2  

1 6. 5  H R U  ..................................................................................................1 3 3  

1 7  R ef er e n c es  .........................................................................................1 3 4  

1 8  A p p e n di c es  .......................................................................................1 3 6  
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1 8. 1  P R O MI S S c or es  ................................................................................1 3 6  

1 8. 2  3 6 -It e m S h ort F or m S ur v e y ( S F-3 6) S c ori n g I nstr u cti o ns  ...............1 3 7  

1 8. 3  E Q -5 D -5 L  .........................................................................................1 4 4  

1 8. 4  A n al ysis Visit Wi n d o ws  ...................................................................1 4 5  

1 8. 5  Ti er 1 A Es a n d A E SIs  .......................................................................1 5 0  

1 8 . 6 L a b or at or y P ar a m et ers t o b e S u m m ari z e d i n t h e T L F s  ....................1 5 1  

1 8. 7  H a n dli n g of l a b or at or y r es ult s wit h m o difi ers  ..................................1 5 5  

1 8. 8  M ulti pli cit y Gr a p h  ............................................................................1 5 7  

1 8. 9  St atisti c al M et h o d ol o g y  ....................................................................1 5 8  

1 8. 1 0  S A P f or I D M C/ S M C  ........................................................................1 5 9  
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T a bl e of I n -T e xt T a bl es   

T a bl e 1  O bj e cti v es a n d Esti m a n d s f or t h e D B T P:  ...........................................2 1  

T a bl e 2  O bj e cti v es a n d E n d p oi nt s f or t h e D B T P:  ...........................................2 3  

T a bl e 3  A n al ysis S ets  .......................................................................................2 9  

T a bl e 4  Us e of A n al ysis S ets  ...........................................................................3 0  

T a bl e 5  St u d y I nt er v e nti o ns a n d R e gi m e ns  .....................................................3 3  

T a bl e 6  Dis p ositi o n  ..........................................................................................4 1  

T a bl e 7  D os a g e a n d a d mi nistr ati o n  .................................................................5 3  

T a bl e 8  D at a H a n dli n g f or Effi c a c y A n al ysis  ..................................................5 5  

T a bl e 9  D et ails of St e ps t o b e A p pli e d W h e n t h e Pri m ar y M o d el F ail s t o 
C o n v er g e  .............................................................................................5 7  

T a bl e 1 0  D at a H a n dli n g f or S af et y A n al ysis  .....................................................9 7  

T a bl e 1 1  Ti er 1 A Es  ...........................................................................................9 8  

T a bl e 1 2  S u m m ar y T a bl es of T E A Es  ................................................................9 9  

T a bl e 1 3  T E A E T a bl es  ....................................................................................1 0 0  

T a bl e 1 4  E AI R of T E A E T a bl es  ......................................................................1 0 1  

T a bl e 1 5  T E A E T a bl es t o b e pr o d u c e d  ............................................................1 0 3  

T a bl e 1 6  L a b or at or y P ar a m et ers  ......................................................................1 0 6  

T a bl e 1 7  Vit al Si g ns C at e g ori es  ......................................................................1 1 1  

T a bl e 1 8  P K S a m pli n g Ti m e Wi n d o ws –  M ai n St u d y  ....................................1 2 1  

T a bl e 1 9  P K S a m pli n g Ti m e Wi n d o ws –  S u bst u d y  ........................................1 2 2  

T a bl e 2 0  S F -3 6 –  A b br e vi at e d It e m C o nt e nt f or t h e S F -3 6 v 2 H e alt h 
D o m ai n S c al es  ..................................................................................1 3 7  

T a bl e 2 1  S F -3 6 –  R e c o di n g  .............................................................................1 3 8  

T a bl e 2 2  S F -3 6 –  V al u es us e d i n Tr a nsf or mi n g S F -3 6 v 2 H e alt h S ur v e y 
H e alt h D o m ai n S c al e T ot al R a w S c or es o n t h e 0 -1 0 0 S c al e  ............1 3 9  

T a bl e 2 3  S F -3 6 –  1 9 9 8 G e n er al U S P o p ul ati o n M e a ns a n d St a n d ar d 
D e vi ati o ns us e d t o C al c ul at e N or m ali z e d H e alt h D o m ai n S c or es  ...1 4 0  

T a bl e 2 4  S F -3 6 –  F a ct or S c or e C o effi ci e nts us e d t o C al c ul at e P C S a n d 
M C S S c or es f or t h e S F -3 6 v 2  ............................................................1 4 1  

T a bl e 2 5  S F -3 6 –  N u m eri c al E x a m pl e –  R a w D at a  .........................................1 4 1  

T a bl e 2 6  S F -3 6 –  N u m eri c al E x a m pl e –  D o m ai n S c or es  ................................1 4 3  

T a bl e 2 7  E Q -5 D -5 L –  E x a m pl e  .......................................................................1 4 4  
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T a bl e 2 8  A n al ysis visit wi n d o ws f or N e ur ol o gi c al E v al u ati o n E D S S, T 2 5 -
F W, 9 -H P T, S D M T, C -S S R S, P R O MI S, E Q -5 D -5 L a n d H R U 
t hr o u g h W e e k 1 5 6  .............................................................................1 4 5  

T a bl e 2 9  A n al ysis visit wi n d o ws f or Vit al Si g ns a n d W ei g ht t hr o u g h 
W e e k  1 5 6  ..........................................................................................1 4 5  

T a bl e 3 0  A n al ysis visit wi n d o ws f or M R I t hr o u g h W e e k 1 5 6  ........................1 4 6  

T a bl e 3 1  A n al ysis visit wi n d o ws f or S F -3 6 v 2 t hr o u g h W e e k  1 5 6  ..................1 4 6  

T a bl e 3 2  A n al ysis visit wi n d o ws f or 1 2 -l e a d E C G t hr o u g h W e e k 1 5 6  ...........1 4 6  

T a bl e 3 3  A n al ysis visit wi n d o ws f or Bi o c h e mi str y ( e x c e pt t ests n ot e d as 
S u p pl e m e nt L F Ts) a n d H e m at ol o g y t hr o u g h W e e k  1 5 6  ..................1 4 6  

T a bl e 3 4  A n al ysis visit wi n d o ws f or Bi o c h e mi str y t ests n ot e d as 
S u p pl e m e nt L F Ts t hr o u g h W e e k  1 5 6  ...............................................1 4 7  

T a bl e 3 5  A n al ysis visit wi n d o ws f or Uri n al ysis t hr o u g h W e e k  1 5 6  ...............1 4 8  

T a bl e 3 6  A n al ysis visit wi n d o ws f or Bi o m ar k ers (i n cl u di n g Nf L a n d I g 
l e v els) t hr o u g h W e e k 1 5 6  .................................................................1 4 8  

T a bl e 3 7  A n al ysis visit wi n d o ws f or P D/ Bi o m ar k ers m e as ur e d as p art of 
t h e P D s u bst u d y ( B T K O, c ell ul ar f u n cti o n a n d c yt o ki n es) t hr o u g h 
W e e k  1 5 6  ..........................................................................................1 4 8  

T a bl e 3 8  A n al ysis visit wi n d o ws f or H B V D N A t hr o u g h W e e k  1 5 6  .............1 4 9  

T a bl e 3 9  L a b or at or y P ar a m et ers t o b e S u m m ari z e d i n t h e T L F s  ....................1 5 1  
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2  Li st of A b b r e vi ati o ns a n d D efi niti o n of T e r ms   

9 -H P T  9 -h ol e p e g test  

A d a M  a n al ysis d at a m o d el  

A E  a d v ers e e v e nt  

A E P  a c c el er at e d e li mi n ati o n p r o c e d ur e 

A E SI  a d v ers e e v e nt of sp e ci al int er est  

A L T  a l a ni n e a mi n otr a nsf er as e 

A R R  a n n u ali z e d rel a ps e rat e  

A S T  a s p art at e a mi n otr a nsf er as e  

A T C  a n at o mi c al th er a p e uti c c l ass 

BI D  twi c e p er d a y  

B L Q  b el o w t h e li mit of q u a ntifi c ati o n  

B MI  b o d y m ass in d e x  

B O A  b i ost ati sti cs o ut p ut s a ss e m bl y 

B S S R  b li n d e d sa m pl e si z e re -esti m ati o n  

B T K  Br ut o n’s tyr osi n e k i n as e 

B U N  b l o o d ur e a nitr o g e n 

B V  b r ai n v ol u m e  

c C D P  c o nfir m e d dis a bilit y as a c o m p osit e s c or e  

C DI  c o nfir m e d dis a bilit y i m pr o v e m e nt  

C DI S C  Cli ni c al D at a I nt er c h a n g e St a n d ar ds C o ns orti u m  

C D P  c o nfir m e d dis a bilit y pr o gr essi o n  

C F B  c h a n g e  fr o m B as eli n e 

cI P D  cli ni c all y i m p ort a nt pr ot o c ol d e vi ati o n  

C M H  C o c hr a n -M a nt el -H a e ns z el  

C O VI D -1 9  C or o n a vir us dis e as e of 2 0 1 9  

C P  c o n diti o n al p o w er  

C R  c o p y -r ef er e n c e 

( e) C R F ( el e ctr o ni c) c as e r e p ort f or m 

C S R  cli ni c al st u d y r e p ort  

C -S S R S  C ol u m bi a -s ui ci d e s e v erit y r ati n g s c al e  
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C U A  c o m bi n e d u ni q u e a cti v e  

C V %  c o effi ci e nt of v ari ati o n  

D B E  d o u bl e -bli n d e xt e nsi o n  

D B P  di ast oli c bl o o d pr ess ur e  

D B T P  d o u bl e -bli n d tr e at m e nt p eri o d  

D M T  dis e as e m o dif yi n g t h er a p y  

D R M  d at a r e vi e w m e eti n g  

E A C  e n d p oi nt a dj u di c ati o n c o m mitt e e  

E AI R  e x p os ur e a dj ust e d i n ci d e n c e r at e  

E C G  el e ctr o c ar di o gr a m  

e -DI S H  e v al u ati o n of dr u g -i n d u c e d s eri o us h e p at ot o xi cit y 

E D M S  el e ctr o ni c d o c u m e nt m a n a g e m e nt s yst e m  

E D S S  e x p a n d e d dis a bilit y st at us s c al e  

E E A  E ur o p e a n E c o n o mi c Ar e a  

E Q -5 D -5 L  E ur o Q o L 5 di m e nsi o n 5 l e v els  

E u dr a C T  E ur o p e a n U ni o n Dr u g R e g ul ati n g A ut h oriti es Cli ni c al Tri als  

F A S  f ull a n al ysis s et 

G d  g a d oli ni u m  

G G T  g a m m a -gl ut a m yl tr a nsf er as e  

G L M M  g e n er ali z e d li n e ar mi x e d m o d el  

H B V  h e p atiti s B vir us  

H R  h a z ar d r ati o  

H R Q O L  h e alt h r el at e d q u alit y of lif e  

H R U  h e alt h r es o ur c e utili z ati o n  

I A i nt eri m a n al ysis 

I A P i nt e gr at e d a n al ysis pl a n 

I C E i nt er c urr e nt e v e nt 

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

I D A C i n d e p e n d e nt d at a a n al ysi s c e nt er 

I D M C 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  

I g i m m u n o gl o b uli n 

I P D i m p ort a nt pr ot o c ol d e vi ati o n 
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I Q R i nt er q u artil e r a n g e 

I T T i nt e nt-t o-tr e at 

I W R S i nt er a cti v e w e b r es p o ns e s yst e m 

K M  K a pl a n -M ei er  

L F T  li v er f u n cti o n t ests 

L L R  l o w er li mit of r e p orti n g 

M & S  m o d elli n g a n d si m ul ati o n  

M A R  mi ssi n g at r a n d o m  

M CI D  mi ni m al cli ni c all y i m p ort a nt diff er e n c e  

M C S  m e nt al c o m p o n e nt s u m m ar y  

M e a n  arit h m eti c m e a n  

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 F A S  m o difi e d f ull a n al ysis s et  

MI  m ulti pl e i m p ut ati o n  

M M R M  mi x e d eff e ct m o d el f or r e p e at e d m e as ur es  

M N  Mi etti n e n & N ur mi n e n  

M RI  m a g n eti c r es o n a n c e i m a gi n g  

M S  m ulti pl e s cl er osis  

n  n u m b er o f n o n -mi ssi n g o bs er v ati o ns  

N B  n e g ati v e bi n o mi al  

N CI -C T C A E  N ati o n al C a n c er I nstit ut e –  C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e 
E v e nts  

N E D A  n o e vi d e n c e of dis e as e a cti vit y  

N E P  n o e vi d e n c e of pr o gr essi o n  

N E P A D  n o e vi d e n c e of pr o gr essi o n or a cti v e dis e as e  

Nf L  n e ur ofil a m e nt li g ht c h ai n  

n T 1  n or m ali z e d T 1  

P A  pri m ar y a n al ysis  

P B V C  p er c e nt br ai n v ol u m e c h a n g e  

P C R  p ol y m er as e c h ai n r e a cti o n 

P C S  p h ysi c al c o m p o n e nt s u m m ar y  

P D  p h ar m a c o d y n a mi cs  
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P D B T K O   P D  Br ut o n’s t yr osi n e ki n as e  o c c u p a n c y  

P D e v  pr ot o c ol d e vi ati o n  

P D M P  pr ot o c ol d e vi ati o ns m a n a g e m e nt pl a n  

P F  p h ysi c al f u n cti o n  

P H  pr o p orti o n al -h a z ar ds  

PI R A  pr o gr essi o n i n d e p e n d e nt of  r el a ps e a cti vit y 

PI R M A  pr o gr essi o n i n d e p e n d e nt of r el a ps e a n d br ai n M RI a cti viti es  

P K  p h ar m a c o ki n eti cs  

P K S U B  P K s u bst u d y  

P R O  p ati e nt r e p ort e d o ut c o m e  

P R O MI S  p ati e nt r e p ort e d o ut c o m e s m e as ur e m e nt i nf or m ati o n s yst e m  

P T  pr ef err e d t er m  

Q 1  first q u artil e, 2 5 t h p er c e ntil e  

Q 3  t hir d q u artil e, 7 5 t h p er c e ntil e  

Q o L  q u alit y of lif e  

R M S  r el a psi n g m ulti pl e s cl er o sis 

R O W  r est of w orl d 

r R R r el a ps e r at e r ati o 

R R M S  r el a psi n g-r e mitti n g m ulti pl e s cl er osis 

S A E  s eri o us a d v ers e e v e nt  

S A F  s af et y a n al ysis s et  

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 B P  s yst oli c bl o o d pr ess ur e  

S C R  s cr e e ni n g a n al ysis s et  

S D  st a n d ar d d e vi ati o n  

S D G  st a n d ar di z e d dr u g gr o u pi n g  

S D M T  s y m b ol di git m o d aliti es t est  

S D T M  st u d y d at a t a b ul ati o n m o d el  

S E L  sl o wl y e x p a n di n g l esi o n  

S F -3 6 v 2  m e di c al o ut c o m es st u d y 3 6 it e m s h ort f or m h e alt h s ur v e y  

SI  S yst e m I nt er n ati o n al  
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S M C  s af et y m o nit ori n g c o m mitt e e  

S M Q  st a n d ar di z e d M e d D R A q u er y  

S O C  s yst e m or g a n cl ass  

S P M S  s e c o n d ar y pr o gr essi v e m ulti pl e s cl er osis  

S T E R M  st u d y t er mi n ati o n  

T 1 G d +  T 1 w ei g ht e d g a d oli ni u m -e n h a n ci n g  

T 2 5 -F W  ti m e d 2 5-f o ot w al k 

T E A E  tr e at m e nt-e m er g e nt a d v ers e e v e nt  

T L F  t a bl es, li sti n gs, a n d fi g ur es 

T T E R M  tr e at m e nt t er mi n ati o n 

V A S  vis u al a n al o g s c al e  

W H O -D D  W orl d H e alt h Or g a ni z ati o n Dr u g Di cti o n ar y  
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3  M o difi c ati o n Hist o r y   

U ni q u e  
I d e ntifi e r f or 

V e r si o n  

D at e of  
I A P V e r si o n 

A ut h or  C h a n g e s fr o m t h e Pr e vi o u s V e r si o n  

1. 0  2 0 J a n u ar y 2 0 2 1   I niti al V er si o n  

2. 0  0 4 A u g u st 2 0 2 2  

 

 U p d at e s r e g a r di n g Pr ot o c ol V e r si o n s 2 a n d 3 : 

N e w e x pl or at or y e n d p oi nt s ( P R L a n d C B F [ S e cti o n s 5 
a n d 1 4. 3])  

R e m o v e d t h e I A f or u n bli n d e d s a m pl e si z e r e -e sti m ati o n 
a n d i n cl u d e o pti o n al I A f or B S S R wit h d et ail s r e g ar di n g 
m et h o d ol o g y [ S e cti o n s 6, 9. 1 3 a n d 1 4]  

U p d at e s r e g a r di n g Pr ot o c ol V e r si o n 4 : 

R e vi si o n of t h e tr e at m e nt d ur ati o n fr o m fi x e d 9 6 w e e k s 
t o v ari a bl e d ur ati o n u p t o 1 5 6 w e e k s, a n d r e m o v al of 
O L E  p eri o d (t hr o u g h o ut t h e d o c u m e nt).  

R e vi s e d hi er ar c h y of s e c o n d ar y e n d p oi nt s i n t h e pri m ar y 
a n al y si s (ti m e t o fir st o c c urr e n c e of C DI a n d W e e k  1 2 
Nf L c o n c e ntr ati o n n e w s e c o n d ar y e n d p oi nt s [ S e cti o n  5 
a n d S e cti o n  1 4. 2], a n d n e w str at e g y t o c o ntr ol t h e T y p e I 
err or at st u d y a n d p o oli n g l e v el [ S e cti o n  9. 1 3]).  

M o difi c ati o n of s e c o n d ar y P R O MI S e n d p oi nt s fr o m C F B 
“ at 9 6  w e e k s t o C F B “ o v er 9 6  w e e k s” a n d m o difi c ati o n of 
p o p ul ati o n l e v el -s u m m ar y t o diff er e n c e of a v er a g e 
l e a st-s q u ar e s m e a n s, wit h a v er a g e t a k e n o v er a s et of 
ti m e p oi nt s e n di n g wit h W e e k  9 6 [ S e cti o n  5 a n d 
S e cti o n  1 4. 2. 3].  

M o difi c ati o n of s e c o n d ar y M RI e n d p oi nt s t o a c c o u nt f or 
all a v ail a bl e M RI s c a n s [ S e cti o n  5 a n d S e cti o n  1 4. 2. 4].  

I n cl u si o n of i nt er c urr e nt e v e nt “ U kr ai n e cri si s” a n d 
str at e g y f or h a n dli n g i n all pri m ar y a n d s e c o n d ar y 
e n d p o i nt s. 

S u m m ari z e t h e o ut c o m e of t h e o pti o n al I A f or B S S R a n d 
i nf or m ati o n f or A R R pr o vi d e d t o a d e q u at el y p o w er t h e 
e n d p oi nt wit h c orr e s p o n di n g tri g g er f or P A [ S e cti o n  6].  

I n cl u si o n of m o difi e d a n al y si s s et s ( m F A S a n d m S A F) 
[S e cti o n  8].  

P o p ul ati o n P K/ P D m o d eli n g s e cti o n r e vi s e d t o s p e cif y 
t h at all a n al y s e s will b e d e s cri b e d i n a p h ar m a c o m etri c 
m o d eli n g a n al y si s pl a n a n d r e p ort e d s e p ar at el y 
[S e cti o n  1 6. 3].  

U p d at e s r e g a r di n g dr aft Pr ot o c ol V e r si o n 5 : 

A d diti o n of e x pl or at or y e n d p oi nt s ti m e t o PI R A, ti m e t o 
P I R M A, N E P at W e e k 4 8 or 9 6 a n d l e v el of 
a nti -S A R S -C o V -2 a nti b o di e s [ S e cti o n s  1 4. 3 a n d 1 5. 1 3].  

A d d e d d et ail s t o s e n siti vit y a n d s u p pl e m e nt a r y 
a n al y s e s f o r pri m a r y a n d s e c o n d a r y effi c a c y 
e n d p oi nt s a s w ell a s s af et y e n d p oi nt s  
[S e cti o n s  1 4. 1. 2, 1 4. 2, 1 5. 1. 1. 4,  A p p e n di x  1 8. 9].  

A d diti o n of e x pl or at or y e n d p oi nt s  ti m e t o c o nfir m e d 
P R O MI S P F i m pr o v e m e nt [ S e cti o n  1 6. 4. 5] a n d C F B i n 
P R O MI S F ati g u e s c or e i n d e p e n d e nt of r el a p s e a cti vit y 
[ S e cti o n 1 6. 4. 6].  

A d diti o n of L T F a n al y s e s [ S e cti o n  1 5. 3].  

T h r o u g h o ut t h e d o c u m e nt : 

U p d at e s f or c o n si st e n c y a n d cl arifi c ati o n.  
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3. 0  1 6  F e br u ar y  2 0 2 3   U p d at e s r e g a r di n g Pr ot o c ol V e r si o n  5 : 

O L E tr e at m e nt p eri o d a d d e d b a c k (r e m o v e d f oll o wi n g 
Pr ot o c ol V er si o n  # 4) [ S e cti o n s  5 a n d  6].  

U p d at e s r e g a r di n g F D A f e e d b a c k o n I A P V e r si o n 2. 0 : 

C h a n g e i n d efi niti o n of p arti ci p a nt s  at ri s k f or ti m e t o 
e v e nt a n al y s e s, all p arti ci p a nt s fr o m m F A S ar e n o w 
i n cl u d e d [ S e cti o n s 1 4. 2. 1, 1 4. 2. 2, 1 4. 3. 4, 1 4. 3. 5, 
1 4. 3. 1 4] . 

R e m o v al of t h e A E  s e n siti vit y a n al y si s e v al u ati n g t h e 
p ot e nti al i m p a ct of C O VI D -1 9  r el at e d I C E s 
[ S e cti o n 1 5. 1. 1. 4] . 

C h a n g e i n t h e d eri v ati o n of C O VI D -1 9 v a c ci n e r el at e d  
A E s [ S e cti o n  1 5. 2. 4] . 

Ot h e r u p d at e s : 

A d d e d S e cti o n 9. 1 1  t o d efi n e t h e a n al y si s st u d y d a y f or 
W e e k  4 8 e n d p oi nt s.  

U p d at e d D M D t o b e D M T [ S e cti o n 1 1. 3. 3 a n d t hr o u g h o ut 
d o c u m e nt] . 

Ali g n e d S 1/ S 2 I g G a nti b o di e s t o S A R S -C o V -2 a n al y si s 
wit h t h e 0 0 8 6 st u d y a n al y si s  a n d a d d e d a d diti o n al 
s u m m ari e s  [ S e cti o n 1 5. 1 3] . 

U p d at e d t h e d e s cri pti o n f or c e n s ori n g d u e t o t h e I C E of 
' U kr ai n e cris i s' t o diff er e nti at e b et w e e n c e n s ori n g f or 
m F A S  a n d e x cl u si o n fr o m m F A S [ S e cti o n s  8. 1 a n d 1 4].  

U p d at e d s e n siti vit y a n al y si s 1 t o a p pl y a r a n g e of d elt a 
v al u e s [ S e cti o n s  1 4. 1. 2, 1 4. 2. 1. 3, 1 4. 2. 2, 1 4. 2. 3. 3 a n d 
1 4. 2. 4. 3].  

C h a n g e d E AI R t o b e pr e s e nt e d i n 1 0 0 p arti ci p a nt y e ar s, 
fr o m 1 0 0 0 p arti ci p a nt y e ar s [S e cti o n  1 5. 1. 1. 3].  

A d d e d m e di a n li n e pl ot s f or i m m u n o gl o b uli n p ar a m et er s 
[ S e cti o n 1 5. 8]. 

A d d e d a n al y s e s u p t o W e e k  1 2 0 f or Nf L c o n c e ntr ati o n 
[ S e cti o n 1 6. 2. 2]. 

U p d at e d a b br e vi ati o n s et c t o f oll o w t h e l at e st Gl o b al 
St yl e G ui d e [t hr o u g h o ut t h e d o c u m e nt].  

4. 0  1 3  J ul y  2 0 2 3   U p d at e s r e g a r di n g Pr ot o c ol V e r si o n 6:  

U p d at e d P A tri g g er d e s cri pti o n [ S e cti o n s  6. 2  a n d 7 ] 

A d d e d D B E a n al y si s [ S e cti o n s 6. 0 a n d  6. 3]  

U p d at e d t h e d efi niti o n of o n -tr e at m e nt p eri o d t o c o n si d er 
o nl y t h e D B T P [ S e cti o n  9. 1 0]  

T h e o v er vi e w t a bl e s u m m ari zi n g t h e r e s ult s of t h e 
m ulti -st a g e t e sti n g pr o c e d ur e w a s u p d at e d t o i n cl u d e 
e sti m at e s [ S e cti o n 9. 1 6]  

R e m o v e d r ef er e n c e t o l o n g -t er m f oll o w-u p st u d y a n d 
a d d e d D B E [ S e cti o n  1 0. 1]  

U p d at e d d efi niti o n of a tr e at m e nt c o m pl et er f or t h e P A 
[S e cti o n  1 0. 1]  

U p d at e t o Ti er 1  A E s d efi niti o n, to r efl e ct t h e r e c e nt 
u p d at e t o t h e ri s k pr ofil e of e v o br uti ni b (i. e. i m p ort a nt 
i d e ntifi e d ri s k of dr u g-i n d u c e d li v er i nj ur y) [ S e cti o n 
1 5. 1. 1. 1] .  
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Crit eri a f or t e m p or ar y tr e at m e nt di s c o nti n u ati o n a n d 
r e c h all e n g e w a s u p d at e d [ S e cti o n 1 5. 3] 

R e pl a c e d “P A tri g g er ” wit h “P A c ut off ” [ T hr o u g h o ut] 

U p d at e s d u e t o F D A f e e d b a c k:  

A d d e d a d diti o n al s e n s iti vit y a n al y si s t o c e n s or d at a at 
t h e ori gi n all y pr oj e ct e d d at e of t h e P A tri g g er, f or A R R 
a n d 1 2 -w e e k C D P e n d p oi nt s [ S e cti o n s 1 4. 1. 2 a n d 
1 4. 2. 1. 3]  

Ot h e r u p d at e s:  

C orr e ct e d t h e P D B T K O a n al y si s s et t o i n cl u d e o nl y 
p arti ci p a nt s w h o r e c ei v e d at l e a st 1 d o s e of e v o br uti ni b 
[ S e cti o n 8. 1]  

D at a h a n dli n g aft er c ut off w a s u p d at e d t o f oll o w t h e 
c urr e nt S D T M pr o c e s s [ S e cti o n 9. 3]  

St u d y d a y d efi niti o n w a s cl arifi e d, d eri v e d fr o m st art of 
st u d y i nt er v e nti o n [ S e cti o n  9. 5]  

U p d at e d e x p o s ur e a n d c o m pli a n c e c al c ul ati o n s t o u s e 
d o s e ( m g) i n st e a d of n u m b er of t a bl et s. [ S e cti o n  1 3]  

U p d at e d d e s cri pti v e st ati sti c s f or M RI l e si o n m e a s ur e s t o 
b e b y ti m e p oi nt o nl y [ S e cti o n s  1 4. 2. 4. 1 a n d 1 4. 2. 4. 2]  

A d d e d r e p e at s of c o m p o sit e e n d p oi nt s o n all r el a p s e s 
[ S e cti o n s 1 4. 3. 1 5, 1 4. 3. 1 8, 1 4. 3. 2 0, 1 4. 3. 2 1 a n d 1 6. 4. 8]  

A d d e d d et ail s f or I C E h a n dli n g i n e x pl or at or y e n d p oi nt 
s e cti o n s [ S e cti o n s  1 4. 3 a n d 1 6. 4]  

R e m o v e d 1 2 -w e e k C DI st at u s at W e e k  9 6 [ S e cti o n s 
1 4. 3. 5, 5 a n d 7]  

A d d e d a n al y si s t o e v al u at e cli ni c all y m e a ni n gf ul 
i m pr o v e m e nt i n S D M T [ S e cti o n 1 4. 3. 1 9]  

PI R A u p t o W e e k 1 5 6 w a s u p d at e d t o f o c u s o n q u alifi e d 
r el a p s e s, i n st e a d of i n v e sti g at or r e p ort e d r el a p s e s 
[ S e cti o n 1 4. 3. 3 0] 

R e p e at l a b s u m m ar y b y vi sit o n o nl y c e ntr al l a b d at a a n d 
u p d at e d p ar a gr a p h o n b o x pl ot s f or l a b or at or y 
p ar a m et er s [ S e cti o n  1 5. 3]  

D e s cri pti o n of pr e s e nt ati o n of s u m m ar y st ati sti c s of P K 
p ar a m et er d at a a d d e d [ S e cti o n 9. 2]  

A  fl a g will b e a d d e d f or c o n c o mit a nt a d mi ni str ati o n of 
pr ot o n p u m p i n hi bit or s , H 2 bl o c k ers , a n d a nt a ci ds  
[S e cti o n 1 6. 1. 1]  

A d diti o n al d et ail s r e g ar di n g h a n dli n g of d u pli c at e P K 
s a m pl e s i n cl u d e d [ S e cti o n 1 6. 1. 1]  

Vi sit wi n d o w i nf or m ati o n a d d e d f or P K c oll e cti o n s 
[S e cti o n 1 6. 1. 1]  

E sti m ati o n of P K p ar a m et er s f or e v o br uti ni b a n d 
M S C 2 7 2 9 9 0 9 A fr o m D a y 1 a n d W e e k 4 of P K s u b st u d y 
a d d e d [ S e cti o n 1 6. 1. 2]  

D e s cri pti o n of t h e pr e s e nt ati o n of P K p ar a m et er s  i n 
o ut p ut s  a d d e d [ S e cti o n 1 6. 1. 3]  

T h r o u g h o ut t h e d o c u m e nt:  

U p d at e s f or c o n si st e n c y a n d cl arifi c ati o n. 

5. 0  2 8 S e pt e m b er 
2 0 2 3  

 8. 1 - U p d at e t o d efi niti o n of f ull y o p er ati o n al st at u s f or 
sit e s i n U kr ai n e  
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6. 0  3 1  O ct o b er 2 0 2 3   U p d at e d t h e s o ur c e of b a s eli n e E D S S t o b e t h e v e n d or 
d at a, n ot t h e e C R F [ S e cti o n 8. 2 a n d t hr o u g h o ut] 

A d d e d b a s eli n e t a bl e s o n s u b s et of s u bj e ct s wit h 
b a s eli n e E D S S ≥ 2 [ S e cti o n 1 1. 1 a n d 1 1. 3. 1]  

A d d e d S e cti o n 1 5. 1 4 o n F o c u s e d G e n eti c T e sti n g  

A d d e d st e p s i n c a s e t h e pri m ar y m o d el f ail s t o c o n v er g e 
[S e cti o n 1 4. 1. 1]  

T ot al C ar b o n Di o xi d e  w or st o n -tr e at m e nt dir e cti o n w a s 
c orr e ct e d [ S e cti o n 1 8. 6]  

T h r o u g h o ut t h e d o c u m e nt:  

U p d at e s f or c o n si st e n c y a n d cl arifi c ati o n.  

7. 0   8 N o v e m b er 2 0 2 3   A ct u ali z e d d at e of P A tri g g er 0 2 O ct o b er 2 0 2 3 ( M o n d a y) 
fr o m 0 1 O ct o b er 2 0 2 3 ( S u n d a y) [ S e cti o n 7] 

A d d e d r a c e a n d et h ni cit y i n s u b gr o u p s  [ S e cti o n 8. 2] 

Cl arifi e d st e p s i n c a s e t h e pri m ar y m o d el f ail s t o 
c o n v er g e [ S e cti o n 1 4. 1. 1]  

C orr e ct e d i n c o n si st e n c y [ S e cti o n 1 4. 2. 5]  

8. 0  2 0 N o v e m b er 2 0 2 3   U p d at e d t h e d efi niti o n of F A S a n d m F A S [ S e cti o n 8. 1 ] 

U p d at e d F A S a s pri m ar y a n al y si s p o p ul ati o n t hr o u g h o ut 
t h e effi c a c y s e cti o n [ S e cti o n 1 4 ] 

C h a n g e d I T T s e n siti vit y a n al y si s t o m F A S s e n siti vit y 
a n al y si s  t hr o u g h o ut t h e effi c a c y s e cti o n [ S e cti o n 14 ]  

 

T h e u p d at e s  li st e d a b o v e w er e m a d e i n a c c or d a n c e wit h 
t h e F D A r e q u e st fr o m 1 3/ 1 5 N o ve m b er  2 0 2 3 t o c o n d u ct 
t h e pri m ar y a n al y si s i n all r a n d o mi z e d p arti ci p a nt s  (i. e. 
t h e i nt e nti o n t o tr e at p o p ul ati o n), a n d t h at pr e-s p e cifi e d 
s e n siti vit y a n al y s e s b e c o n d u ct e d i n ot h er d efi n e d 
a n al y si s p o p ul ati o n s t o e v al u at e t h e i m p a ct of t h e st at e d 
c o n c er n s ( e. g., U kr ai n e C o nfli ct, pr ot o c ol vi ol ati o n s, 
et c.).  

4  P u r p o s e of t h e I nt e g r at e d A n al ysis Pl a n   

T h e p ur p os e of t hi s  I A P is t o d o c u m e nt t e c h ni c al a n d d et ail e d s p e cifi c ati o ns f or t h e pri m ar y  
a n al ysis of d at a c oll e ct e d f or pr ot o c ol s  a n d M S 2 0 0 5 2 7 _ 0 0 8 2 . R es ult s of t h e 
a n al ys es d es cri b e d i n t hi s I A P will b e i n cl u d e d  eit h er  i n t h e C S R  or s e p ar at e r e p orts. A d diti o n all y, 
t h e pl a n n e d a n al ys es i d e ntifi e d i n t hi s I A P m a y  b e i n cl u d e d i n r e g ul at or y s u b missi o ns or f ut ur e 
m a n us cri pts. A n y p os t-h o c, or u n pl a n n e d a n al ys e s p erf or m e d t o pr o vi d e r es ult s f or i n cl usi o n i n 
t h e CS R b ut n ot i d e ntifi e d i n t his pr os p e cti v e I A P will b e cl e arl y i d e ntifi e d i n t h e C S R.  

T h is I A P is b as e d u p o n S e cti o n  9  ( St atisti cal C o nsi d er ati o ns ) of t h e st u d y pr ot o c ol s a n d pr ot o c ol 
a m e n d m e nts a n d is pr e p ar e d i n c o m pli a n c e wit h I C H E 9. It d es cri b es a n al ys es pl a n n e d i n t h e 
pr ot o c ol s a n d pr ot o c ol s a m e n d m e nts . 
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5  O bj e cti v es a n d Esti m a n ds   

Pri m ar y a n d s e c o n d ar y o bj e cti v es a n d esti m a n d s f or t h e D B T P  ar e s u m m ari z e d i n  T a bl e 1 . 
T erti ar y/ e x pl or at or y o bj e cti v es a n d e n d p oi nt s f or t h e D B T P ar e s u m m ari z e d i n T a bl e 2 . 

O bj e cti v es a n d e n d p oi nt s f or t h e D B E  a n d t h e O L E p eri o d s will b e s p e cifi e d i n s e p ar at e I A P s. T h e 
D B E I A P will b e  fi n ali z e d b ef or e t h e pri m ar y a n al ysis d at a b as e l o c k. 
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T a bl e 1  O bj e cti v e s a n d Esti m a n d s  f o r t h e D B T P :   

O bj e cti v e s  E sti m a n d Attri b ut e s  I A P s e cti o n  

Pri m ar y    

T o d e m o n str at e 
s u p eri or effi c a c y wit h 
e v o br uti ni b c o m p ar e d 
t o t erifl u n o mi d e i n 
t er m s of A R R 

E n d p oi nt:  A R R b a s e d o n q u alifi e d r el a p s e s u p t o 1 5 6 w e e k s  i n 
p arti ci p a nt s wit h R M S  

P o p ul ati o n:   P ati e nt s wit h R M S a s d efi n e d b y i n cl u si o n/ e x cl u si o n 
crit eri a  

Tr e at m e nt:   E v o br uti ni b v s. terifl u n o mi d e  
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o nti n u ati o n: tr e at m e nt p oli c y  

•  D e at h attri b ut a bl e t o M S or tr e at m e nt: c o m p o sit e v ari a bl e  

•  D e at h u n attri b ut a bl e t o M S or tr e at m e nt: w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  r R R a n d CI ([ N B m o d el), wit h t e st of 
tr e at m e nt eff e ct b a s e d o n t e st of r R R 

1 4. 1. 1  

S e c o n d ar y    

T o d e m o n str at e t h e 
effi c a c y of e v o br uti ni b 
r el ati v e t o t h at of 
t erifl u n o mi d e o n 
di s a bilit y pr o gr e s si o n  

E n d p oi nt s:  

•  Ti m e t o fir st o c c urr e n c e of 1 2 -w e e k C D P a s m e a s ur e d b y t h e 
E D S S u p t o 1 5 6  w e e k s  

•  Ti m e t o fir st o c c urr e n c e of 2 4 -w e e k C D P a s m e a s ur e d b y t h e 
E D S S u p t o 1 5 6  w e e k s  

P o p ul ati o n:  s e e Pri m ar y  

Tr e at m e nt:  E v o br uti ni b v s. t erifl u n o mi d e 
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o n ti n u ati o n: tr e at m e nt p oli c y 

•  D e at h attri b ut a bl e t o M S or tr e at m e nt: c o m p o sit e v ari a bl e  

•  D e at h u n attri b ut a bl e t o M S or tr e at m e nt: w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  h a z ar d r ati o a n d CI b a s e d o n a C o x m o d el 
f or pr o gr e s si o n h a z ard, wit h t e st of tr e at m e nt eff e ct b a s e d o n l o gr a n k t e st  

1 4. 2. 1  

T o d e m o n str at e t h e 
effi c a c y of e v o br uti ni b 
r el ati v e t o t h at of 
t erifl u n o mi d e o n 
di s a bilit y i m pr o v e m e nt  

E n d p oi nt s:  

•  Ti m e t o fir st o c c urr e n c e of 2 4 -w e e k C DI a s m e a s ur e d b y t h e 
E D S S u p t o 1 5 6  w e e k s  

P o p ul ati o n:  P ati e nt s wit h R M S a s d efi n e d b y i n cl u si o n/ e x cl u si o n 
crit eri a a n d w h o h a v e b a s eli n e  E D S S ≥  2. 0  

Tr e at m e nt:  E v o br uti ni b v s. terifl u n o mi d e  
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o nti n u ati o n: tr e at m e nt p oli c y  

•  D e at h ( a n y c a u s e): w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  h a z ar d r ati o a n d CI b a s e d o n a C o x m o d el, 
wit h t e st of tr e at m e nt eff e ct b a s e d o n l o gr a n k t e st  

1 4. 2. 2  
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O bj e cti v e s  E sti m a n d Attri b ut e s  I A P s e cti o n  

T o d e m o n str at e t h e 
effi c a c y of e v o br uti ni b 
r el ati v e t o t h at of 
t erifl u n o mi d e o n 
p ati e nt r e p ort e d 
s y m pt o m s a n d 
f u n cti o n al st at u s 

E n d p oi nt s:   

•  C F B i n P R O MI S P F s c or e o v er 9 6  w e e k s  

•  C F B i n P R O MI S F ati g u e s c or e o v er 9 6  w e e k s  

P o p ul ati o n:  s e e Pri m ar y  

Tr e at m e nt:  E v o br uti ni b v s. t erifl u n o mi d e 
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o nti n u ati o n: tr e at m e nt p oli c y  

•  D e at h  ( a n y c a u s e): w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  diff er e n c e of a v er a g e l e a st-s q u ar e s m e a n s 
of s c or e C F B ( a v er a g e o v er w e e k s 7 2, 8 4 a n d 9 6 f or P R O MI S P F a n d 
a v er a g e o v er w e e k s 4 8, 6 0, 7 2, 8 4 a n d 9 6 f or P R O MI S F ati g u e)  a n d CI 
b a s e d o n a M M R M, wit h t e st of tr e at m e nt eff e ct b a s e d o n diff er e n c e of 
a v er a g e l e a st-s q u ar e s m e a n s  

1 4. 2. 3  

T o d e m o n str at e t h e 
effi c a c y of e v o br uti ni b 
r el ati v e t o t h at of 
t erifl u n o mi d e o n M RI 
l e si o n p ar a m et er s 

E n d p oi nt s:   

•  T ot al n u m b er of T 1 G d + l e si o n s b a s e d o n all a v ail a bl e  M RI 
s c a n s  

•  N u m b er of n e w or e nl ar gi n g T 2 l e si o n s o n t h e l a st a v ail a bl e M RI 
s c a n r el ati v e t o t h e b a s eli n e  M RI s c a n  

P o p ul ati o n:  s e e Pri m ar y  

Tr e at m e nt:  E v o br uti ni b v s. t erifl u n o mi d e 
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o nti n u ati o n: tr e at m e nt p o li c y 

•  D e at h  ( a n y c a u s e): w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  l e si o n r at e r ati o a n d CI b a s ed  o n a N B 
m o d el, wit h t e st of tr e at m e nt eff e ct b a s e d o n t e st of l e si o n r at e r ati o  

1 4. 2. 4  

T o d e m o n str at e t h e 
effi c a c y of e v o br uti ni b 
r el ati v e t o t h at of 
t erifl u n o mi d e b y 
e v al u ati n g r e s p o n s e  
o n Nf L c o n c e ntr ati o n 
i n s er u m 

E n d p oi nt s:   

•  Nf L c o n c e ntr ati o n at 1 2  w e e k s  

P o p ul ati o n:  s e e Pri m ar y  

Tr e at m e nt:  E v o br uti ni b v s. terifl u n o mi d e  
I nt e r c u rr e nt E v e nt Str at e g y: 

•  Tr e at m e nt di s c o nti n u ati o n: tr e at m e nt p oli c y  

•  D e at h ( a n y c a u s e): w hil e ali v e  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  r ati o of g e o m etri c m e a n s at 1 2  w e e k s a n d 
CI b a s e d o n a M M R M, wit h t e st of tr e at m e nt eff e ct b a s e d o n diff er e n c e of 
l e a st-s q u ar e s  m e a n s  

1 4. 2. 5  

T o c h ar a ct eri z e t h e 
s af et y a n d t ol er a bilit y 
of e v o b r uti ni b. 

 

S af et y a s a s s e s s e d b y t h e n at ur e, s e v erit y, a n d o c c urr e n c e of A E s a n d 
A E SI s; vit al si g n s; E C G s; a b s ol ut e c o n c e ntr ati o n s a n d C F B  i n I g l e v el s; 
a n d cli ni c al l a b or at or y s af et y p ar a m et er s u p t o t h e e n d of t h e S af et y 
F oll o w -u p p eri o d  

P o p ul ati o n:  s e e Pri m ar y  

Tr e at m e nt:  E v o br uti ni b v s. terifl u n o mi d e  
I nt e r c u rr e nt E v e nt Str at e g y:  

•  U kr ai n e cri si s: h y p ot h eti c al  

P o p ul ati o n -L e v el S u m m a r y:  n ot a p pli c a bl e  

1 5  
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T a bl e 2  O bj e cti v es a n d E n d p oi nts  f o r t h e D B T P :   

O bj e cti v e s  E n d p oi nt s ( O ut c o m e M e a s ur e s)  I A P 
s e cti o n  

T erti ar y/ E x pl or at or y    

T o e v al u at e t h e eff e ct of 
e v o br uti ni b c o m p ar e d t o 
t erifl u n o mi d e o n cli ni c al 
p ar a m et er s  

•  A R R b a s e d o n q u alifi e d r el a p s e s at W e e k s  4 8  a n d 9 6  

•  Ti m e t o fir st q u alifi e d r el a p s e o v er  1 5 6 w e e k s  

•  Q u alif yi n g r el a p s e -fr e e st at u s at W e e k  9 6  

•  1 2 -w e e k c o nfir m e d E D S S pr o gr e s si o n fr e e st at u s at W e e k  9 6  

•  2 4 -w e e k c o nfir m e d E D S S pr o gr e s si o n fr e e st at u s at W e e k  9 6  

•  2 4 -w e e k c o nfir m e d di s a bilit y i m pr o v e m e nt st at u s at  W e e k  9 6  

1 4. 3  

T o e v al u at e t h e effi c a c y of 
e v o br uti ni b r el ati v e t o t h at of 
t erifl u n o mi d e o n M RI p ar a m et er s 

•  T 1 G d + l e si o n fr e e st at u s at W e e k  9 6  b a s e d o n a s s e s s m e nt s 
u p t o W e e k  9 6  

•  C h a n g e i n v ol u m e of T 1 G d + l e si o n s fr o m B a s eli n e t o 
W e e k  9 6  b a s e d o n a s s e s s m e nt s u p t o W e e k  9 6  

•  N e w or e nl ar gi n g T 2 l e si o n fr e e st at u s at W e e k  9 6  b a s e d o n 
a s s e s s m e nt s u p t o W e e k  9 6  

•  C h a n g e i n v ol u m e of T 2 l e si o n s fr o m B a s eli n e t o W e e k  9 6  
b a s e d o n a s s e s s m e nt s  u p t o W e e k  9 6  

•  C U A l e si o n fr e e st at u s at W e e k  9 6  b a s e d o n a s s e s s m e nt s u p 
t o W e e k  9 6   

•  T ot al n u m b er of C U A l e si o n s b a s e d o n all a v ail a bl e M RI 
s c a n s   

•  T ot al n u m b er of n e w T 1 h y p o -i nt e n s e l e si o n s b a s e d o n all 
a v ail a bl e M RI s c a n s  

•  P er c e nt a g e c h a n g e B V fr o m W e e k 2 4 t o W e e k  9 6  b a s e d o n 
a s s e s s m e nt s u p t o W e e k  9 6  

•  P er c e nt a g e c h a n g e i n t h al a mi c v ol u m e fr o m W e e k 2 4 t o 
W e e k  9 6  b a s e d o n a s s e s s m e nt s u p t o W e e k  9 6  

•  P er c e nt a g e c h a n g e i n c orti c al gr e y m att er v ol u m e fr o m W e e k 
2 4 t o W e e k  9 6  b a s e d o n a s s e s s m e nt s u p t o W e e k  9 6  

•  C h a n g e i n n or m ali z e d T 1 i nt e n sit y wit hi n pr e -e xi sti n g 
n o n e n h a n ci n g T 2 w ei g ht e d l e si o n v ol u m e fr o m B a s eli n e t o 
W e e k  9 6  b a s e d o n a s s e s s m e nt s u p t o W e e k  9 6  

•  V ol u m e of S E L s b a s e d o n s c a n s at W e e k s  2 4, 4 8 a n d 9 6  

•  C h a n g e i n n u m b er of P R L  at W e e k s  2 4, 4 8 a n d 9 6  

•  C h a n g e i n C er e br al B l o o d F l o w i n n or m al-a p p e ari n g w hit e 
m att er at W e e k s  2 4, 4 8 a n d 9 6  

1 4. 3  

T o e v al u at e t h e eff e ct of 
e v o br uti ni b c o m p ar e d t o 
t erifl u n o mi d e o n f u n cti o n al 
p ar a m et er s  

•  Ti m e t o ≥  2 0 % i n cr e a s e ( c o nfir m e d at 1 2  w e e k s) i n T 2 5 -F W 
u p t o 1 5 6  w e e k s  

•  Ti m e t o ≥  2 0 % i n cr e a s e ( c o nfir m e d at 1 2 w e e k s) i n 9 -H P T u p 
t o 1 5 6  w e e k s  

1 4. 3. 1 4  
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O bj e cti v e s  E n d p oi nt s ( O ut c o m e M e a s ur e s)  I A P 
s e cti o n  

T o e v al u at e t h e eff e ct of 
e v o br uti ni b c o m p ar e d t o 
t erifl u n o mi d e o n c o m p o sit e 
p ar a m et er s  

•  N E D A -3  at W e e k  4 8 , W e e k  9 6 d efi n e d b y:  

o  Q u alif yi n g r el a p s e -fr e e st at u s 

o  T 1 G d + l e si o n s fr e e st at u s a n d n e w or e nl ar gi n g 
T 2  l e si o n fr e e st at u s 

o  1 2 -w e e k c o nfir m e d E D S S pr o gr e s si o n fr e e st at u s  

•  Ti m e t o fir st o c c urr e n c e of 1 2 -w e e k C D P  u p t o 1 5 6  w e e k s 
b a s e d o n a c o m p o sit e s c or e d efi n e d b y:  

o  1 2 -w e e k c o nfir m e d E D S S pr o gr e s si o n ( at l e a st 
0. 5 - or  1. 0 - p oi nt c h a n g e, d e p e n di n g o n t h e b a s eli n e  
E D S S) or;  

o  1 2 -w e e k c o nfir m e d w or s e ni n g  ( ≥ 2 0 %) i n T 2 5 -F W v er s u s 
B a s eli n e or;  

o  1 2 -w e e k c o nfir m e d w or s e ni n g  ( ≥ 2 0 %) i n 9 -H P T v er s u s 
B a s eli n e.  

•  N E P at W e e k 4 8 , W e e k  9 6  a s d efi n e d b y:  

o  N o 1 2 -w e e k C D P o n E D S S  

o  N o 1 2 -w e e k c o nfir m e d w or s e ni n g ( ≥ 2 0 %) i n 9 -H P T 
s c or e  

o  N o 1 2 -w e e k c o nfir m e d w or s e ni n g ( ≥ 2 0 %) i n T 2 5 -F W 
ti m e 

•  N E P A D at W e e k  4 8 , W e e k  9 6  a s d efi n e d b y:  

o  N o pr ot o c ol -d efi n e d r el a p s e s o n tr e at m e nt  

o  N o 1 2 -w e e k C D P  o n E D S S  

o  N o 1 2 -w e e k c o nfir m e d w or s e ni n g  ( ≥ 2 0 %) i n 9-H P T 
s c or e  

o  N o 1 2 -w e e k c o nfir m e d w or s e ni n g  ( ≥ 2 0 %) i n T 2 5-F W 
ti m e 

o  N o n e w or e nl ar gi n g T 2 l e si o n s a n d n o T 1 G d + l e si o n s 
o n M RI  

1 4. 3  

T o e v al u at e t h e effi c a c y of 
e v o br uti ni b r el ati v e t o t h at of 
t erifl u n o mi d e o n pr o gr e s si o n 
i n d e p e n d e nt of r el a p s e a cti vit y 

•  Ti m e t o PI R A, w h er e di s a bilit y pr o gr e s si o n i s d efi n e d f or e a c h 
of 2 e n d p oi nt s a s f oll o w s : 

o  1 2 -w e e k C D P o n E D S S  

o  1 2 -w e e k c o nfir m e d w or s e ni n g a s a c o m p o sit e of 
3  e n d p oi nt s ( E D S S, 9 -H P T, T 2 5 -F W)  

1 4. 3. 2 0  

T o e v al u at e t h e effi c a c y of 
e v o br uti ni b r el ati v e t o t h at of 
t erifl u n o mi d e o n pr o gr e s si o n 
i n d e p e n d e nt of r el a p s e a n d br ai n 
M RI a cti vit y  

•  Ti m e t o PI R M A , w h er e di s a bilit y pr o gr e s si o n i s d efi n e d f or 
e a c h of 2 e n d p oi nt s a s f oll o w s:  

o  1 2 -w e e k C D P o n E D S S  

o  1 2 -w e e k c o nfir m e d w or s e ni n g a s a c o m p o sit e of t h e 
3  e n d p oi nt s ( E D S S, 9 -H P T, T 2 5 -F W)  

1 4. 3. 2 1  

T o e v al u at e t h e effi c a c y of 
e v o br uti ni b r el ati v e t o t h at of 
t erifl u n o mi d e o n c o g niti v e 
f u n cti o n 

•  C h a n g e fr o m b a s eli n e  S D M T s c or e at W e e k  4 8 , W e e k  9 6  1 4. 3. 1 9  
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O bj e cti v e s  E n d p oi nt s ( O ut c o m e M e a s ur e s)  I A P 
s e cti o n  

T o e v al u at e t h e effi c a c y of 
e v o br uti ni b r el ati v e t o t h at of 
t erifl u n o mi d e o n p ati e nt r e p ort e d 
s y m pt o m s a n d f u n cti o n al st at u s  

•  C h a n g e fr o m b a s eli n e  i n P R O MI S P F s c or e at W e e k 4 8 , 
W e e k  9 6 , a n d  W e e k 1 4 4   

•  C h a n g e fr o m b a s eli n e  i n P R O MI S f ati g u e s c or e at W e e k 4 8 , 
W e e k  9 6 , a n d  W e e k  1 4 4  

•  Ti m e t o fir st o c c urr e n c e of 1 2 -w e e k c o nfir m e d P F 
d et eri or ati o n c o m p ar e d t o b a s eli n e ( d e cr e a s e of at l e a st 
2. 7  p oi nt s o n P R O MI S P F s c or e) u p t o 1 5 6  w e e k s  

•  C h a n g e fr o m b a s eli n e  i n P ati e nt R e p ort e d O ut c o m e s c or e s at 
W e e k  4 8 , W e e k  9 6  a n d W e e k  1 4 4 : 

o  S F -3 6 v 2  

o  E Q -5 D -5 L  

1 6. 4  

T o e v al u at e t h e eff e ct of 
e v o br uti ni b o n H R U r el ati v e t o 
t h at of t erifl u n o mi d e o v er 
9 6  w e e k s  

A b s ol ut e v al u e s of H R U, i n cl u di n g b ut n ot li mit e d t o 
d o ct or/ h o m e/ e m er g e n c y vi sit s, h o s pit ali z ati o n s, p ai d a s si st a n c e, 
a n d mi s s e d w or k  

1 6. 5  

T o c h ar a ct eri z e t h e P K pr ofil e of 
e v o br uti ni b i n p arti ci p a nt s wit h 
M S a n d t o d e s cri b e t h e 
e x p o s ur e -r e s p o n s e r el ati o n s hi p 
b et w e e n e v o br uti ni b a n d effi c a c y 
e n d p oi nt s a n d s af et y e n d p oi nt s  

P K p ar a m et er s: C L/ F, V z/f, C m a x, a n d A U C aft er a si n gl e d o s e 
( D a y 1 d at a), a n d at st e a d y st at e ( W e e k s 2, 4, 8, 1 2, 2 4, 4 8, 7 2, 
a n d 9 6 d at a)  

1 6. 1 , 1 6. 3  

T o d e s cri b e t h e e x p o s ur e -
r e s p o n s e r el ati o n s hi p b et w e e n 
e v o br uti ni b a n d  P D  bi o m ar k er s  

P D bi o m ar k er e n d p oi nt s at B a s eli n e / S cr e e ni n g, W e e k s  2,  4, 8, 
1 2, a n d 2 4  

1 6. 2 , 1 6. 3  

T o a s s e s s r el ati o n s hi p b et w e e n 
c a n di d at e di s e a s e bi o m ar k er a n d 
di s e a s e a cti vit y or tr e at m e nt 
r e s p o n s e 

•  L e v el of bi o m ar k er s of di s e a s e wit h di s e a s e a cti vit y/tr e at m e nt 
r e s p o n s e at B a s eli n e, W e e k s  1 2 , 2 4, 4 8, 7 2, 9 6; a n d u p o n 
r el a p s e/ di s e a s e pr o gr e s si o n ( u n s c h e d ul e d) 

•  Nf L c o n c e ntr ati o n at W e e k s  2 4, 4 8, 7 2, a n d 9 6  

1 6. 2  

T o m e a s ur e t h e a nti b o d y l e v el s 
t o S A R S-C o V -2 v a c ci n e 
a d mi ni st er e d i n p arti ci p a nt s  

L e v el of a nti -S A R S -C o V -2 a nti b o di e s t o v a c ci n e s pr e - a n d 
p o s t-v a c ci n ati o n  i n a s u b s et of p arti ci p a nt s w h o h a v e r e c ei v e d 
a nti -C O VI D  v a c ci n ati o n s  d uri n g t h e st u d y  

1 5. 1 3  

T o e v al u at e t h e r el ati o n s hi p of 
t h e n o v el bi o m ar k er s of li v er 
f u n cti o n e. g.  pr ot ei n, mi R N A, et c.  
c o m p ar e d t o st a n d ar d cli ni c al 
c h e mi str y e n d p oi nt s ( A L T)  

L e v el s of n o v el bi o m ar k er s of h e p ati c  f u n cti o n c o m p ar e d t o A L T 
at B a s eli n e, a n d o n tr e at m e nt  

N A  –  
a n al y s e s 
will b e 
c o n d u ct e d 
p o s t-P A 
a n d b e 
d e s cri b e d 
i n a 
s e p ar at e 
IA P  

T o a s s e s s t h e eff e ct of 
e v o br uti ni b o n g e n e e x pr e s si o n 
i n w h ol e bl o o d 

G e n e e x pr e s si o n at B a s eli n e, W e e k s  1 2, 2 4, 4 8, a n d 9 6  1 6. 2. 3  

6  O v e r vi e w of Pl a n n e d A n al y s es   

4  a n al ys es p erf or m e d b y t h e S p o ns or  ar e pl a n n e d f or t h e st u d i es: ( 1) a n o pti o n al I A f or B S S R 
b as e d o n t h e s e c o n d ar y e n d p oi nt 1 2 -w e e k C D P, wit h d at a p o ol e d a cr oss st u di es   a n d 0 0 8 2 , 
tri g g er e d w h e n e nr oll m e nt is n e ari n g c o m pl eti o n , ( 2) a P A wit h ti mi n g a n d e n d p oi nt e v al u ati o n as 
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d e s cri b e d i n S e cti o n  6. 2 , ( 3) a n a n al ysis of all d at a fr o m bli n d e d p eri o ds at t h e e n d of t h e D B E  
P eri o d , p erf or m e d aft er t h e c orr es p o n di n g D B E d at a b as e l o c k, a n d ( 4) a fi n al a n al ysis, tri g g er e d 
w h e n 1 0 0 % of p arti ci p a nts e nr oll e d i n t h e O L E P eri o d c o m pl et e, or dis c o nti n u e pr e m at ur el y fr o m 
t h e O L E P eri o d .  

D et ails of t h e I D M C a n al ys es will b e d es cri b e d i n t h e I D M C S A P ( S e e A p p e n di x  1 8. 1 0 ) a n d  t h e 
I D M C C h art er a n d r el at e d d o c u m e nt ati o n. 

6. 1  O pti o n al I nt e ri m A n al y sis  f o r Bli n d e d S a m pl e Si z e R e-
esti m ati o n   

P er P r ot o c ol V ersi o n  3, w h e n e nr oll m e nt w as  n e ari n g c o m pl eti o n, a n o pti o n al I A f or B S S R b as e d 
o n t h e s e c o n d ar y e n d p oi nt 1 2 -w e e k C D P w as  p erf or m e d b y t h e S p o ns or, usi n g  bli n d e d  d at a p o ol e d 
a cr oss st u di es. O nl y d at a r el e v a nt t o 1 2 -w e e k C D P w er e  cl e a n e d f or t h e I A.  

P ar a m etri c distri b uti o ns f or ti m e t o 1 2 -w e e k C D P a n d ti m e t o c e ns ori n g w er e fitt e d usi n g bli n d e d 
d at a p o ol e d a cr oss st u di es. T h e r es ulti n g p ar a m et er esti m at es w er e  us e d t o esti m at e e x p e ct e d 
n u m b er of e v e nts gi v e n t h e ori gi n all y pl a n n e d s a m pl e si z e. If t h e e x p e ct e d n u m b er of e v e nts w as  
l ess t h a n t h e n u m b er r e q uir e d t o p o w er t h e 1 2-w e e k C D P e n d p oi nt at 8 0 %, c o nsi d er ati o n w as t o  
b e gi v e n t o i n cr e asi n g t h e s a m pl e si z e u p t o  2 5 % s o t h at t h e r e q uir e d n u m b er of e v e nts w as  
a c hi e v e d ( Fri e d e 2 0 1 9 ).  

P erf or m e d i n A u g ust 2 0 2 1, t h e o ut c o m e of t hi s I A f or B S S R w as a d e cisi o n t o n ot i n cr e as e s a m pl e 
si z e. I n t h e s etti n g of s u p eri orit y tri als, a n I A f or B S S R h as a mi ni m al or n o n -e xist e nt eff e ct o n 
t y p e-1 err or i nfl ati o n ( Fri e d e 2 0 1 9 ). T h e a n al ysis d at as ets r e q uir e d f or t h e i nt eri m a n al ysis of 1 2 -
w e e k C D P w er e s p e cifi e d i n t h e s a m e w a y as t h e a n al ysis d at as ets r e q uir e d f or t h e pri m ar y a n al ysis 
of 1 2  w e e k C D P ( S e cti o n  1 4. 2. 1. 1 ).  

Pri or t o t h e I A, a d et ail e d B S S R S A P w as  pr o vi d e d.  

6. 2  P ri m a r y A n al ysi s   

P er pr ot o c ol, t h e Pri m ar y A n al ysis will b e tri g g er e d f or b ot h st u di es si m ult a n e o usl y w h e n all of 
t h e f oll o wi n g c o n diti o ns ar e m et, b as e d o n a n a n al ysis of a c c u m ul ati n g bli n d e d d at a: 

•  T h e 2  P h as e 3 st u d i es h a v e i n di vi d u all y c oll e ct e d ≥ 3 2. 3 u nit s of i nf or m ati o n f or t h e pri m ar y 
A R R e n d p oi nt, w h er e “I n f or m ati o n ” is d efi n e d i n Pr ot o c ol S e cti o n  9. 2. 1 , E q u ati o n 9. 2. 1. At 
t hi s ti m e p oi nt b ot h st u di es will pr o vi d e ≥ 9 0 % p o w er f or t h e d et e cti o n of a 4 3. 5 % r el ati v e 
tr e at m e nt eff e ct o n A R R i n t h e pri m ar y st atisti c al t est at a 1 -si d e d al p h a -l e v el of 0. 0 2 5.  

•  I n d at a p o ol e d fr o m t h e 2 st u di es, ≥ 1 4 9  1 2 -w e e k C D P e v e nts h a v e b e e n o bs er v e d. At t hi s 
ti m e p oi nt, t h e c o m bi n e d st u di es h a v e c oll e ct e d s uffi ci e nt i nf or m ati o n t o pr o vi d e ≥ 7 1.5 % 
p o w er f or t h e d et e cti o n of 3 4 % ( h a z ar d r ati o = 0. 6 6) r el ati v e r e d u cti o n i n ris k of  1 2 -w e e k 
C D P i n a l o g -r a n k t est at a 1 -si d e d al p h a -l e v el of 0. 0 2 5-0. 0 2 5 2  = 0. 0 2 4 3 7 5.  

•  All p arti ci p a nts h a v e b e e n tr e at e d f or 2 4 w e e ks or dis c o nti n u e d pr e m at ur el y.  
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Aft er pr ot o c ol d e vi ati o ns ar e d et er mi n e d, a n d t h e d at a b as e is l o c k e d f or t h e P A, t h e dr u g c o d e s 
will b e br o k e n a n d m a d e a v ail a bl e f or t h e pri m ar y d at a a n al ysis. All e n d p oi nts b as e d o n d at a fr o m 
t h e D B T P  (s e e S e cti o n 9. 1 0 ) will b e e v al u at e d.  

6. 3  D B E  A n al y si s   

T h e D B E a n al ysis will o c c ur at t h e e n d of t h e  D B E  p eri o d , w h e n t h e pr ot o c ol d e vi ati o ns ar e 
d et er mi n e d, a n d t h e d at a b as e is l o c k e d f or t h e D B E p eri o d.  

6. 4  Fi n al A n al ysis    

T h e fi n al a n al ysis will o c c ur o nl y w h e n 1 0 0 % of p arti ci p a nts  e nr oll e d i n t h e O L E  c o m pl et e  t h e 
O L E , or dis c o nti n u e  pr e m at ur el y  fr o m t h e O L E, t h e pr ot o c ol d e vi ati o ns ar e d et er mi n e d, a n d t h e 
d at a b as e is l o c k e d f or t h e fi n al a n al ysis.  

7  C h a n g es t o t h e Pl a n n e d A n al ys es i n t h e Cli ni c al St u d y 
P r ot o c ol   

•  Pri m ar y A n al ysis:  

I n li g ht of a  n e wl y i d e ntifi e d dr u g i n d u c e d li v er i nj ur y , it a p p e ars ess e nti al t o b al a n c e t hi s wit h t h e 
n e e d t o h a v e t h e st atisti c al p o w er t o b ett er el u ci d at e t h e b e n efit -ris k ass ess m e nt. T h e c urr e nt r e vi e w 
of bli n d e d e v e nt r at es f or 1 2 -w e e k C D P s h o w e d t h at 1 4 9  e v e nts  (t h e mi ni m u m n u m b er r e q uir e d 
b y t h e pr ot o c ol)  a cr oss t h e t w o st u di es w er e r e a c h e d o n 0 1 J u n e 2 0 2 3. T o i n cr e as e t h e p o w er t o 
7 5 -8 0 % f or t h e k e y dis a bilit y e n d p oi nt, 1 2 -w e e k C D P, t h e P A tri g g er w a s s hift e d t o 0 2  O ct o b er 
2 0 2 3. T his d e cisi o n w a s m a d e wit h o ut u n bli n di n g a n y d at a of t h e t w o P h as e  3  st u di es a n d w as 
c o m m u ni c at e d t o t h e F D A i n M a y 2 0 2 3.   

•  A n al ysis s ets a n d s u b gr o u p s 

I n t h e pr ot o c ol, it w as d efi n e d t h at t h e m F A S w o ul d b e us e d f or t h e P A of effi c a c y. In a c c or d a n c e 
wit h t h e F D A r e q u est fr o m 1 3/ 1 5 N o v e m b er  2 0 2 3 t o c o n d u ct t h e pri m ar y a n al ysis i n all 
r a n d o mi z e d p arti ci p a nts, it w as d e ci d e d t h at F A S d efi n e d as all r a n d o mi z e d p arti ci p a nts  will b e 
us e d f or t h e P A of effi c a c y a n d m F A S will b e us e d f or s e nsiti v it y a n al ys es of pri m ar y a n d 
s e c o n d ar y effi c a c y  e n d p oi nt s . I n th at  c o nt e xt, t h e d efi niti o n of m F A S w as r e vis e d t o e x cl u d e 
p arti ci p a nts wit h c ert ai n cI P Ds r el at e d t o eli gi bilit y vi ol ati o ns, r a n d o mi z ati o n i n err or or f ail ur e t o 
r e c ei v e st u d y i nt er v e nti o n, p er I C H E 9. I n a d diti o n, t h e m F A S e x cl u d es p arti ci p a nts fr o m sit es 
l a c ki n g d at a r o b ust n ess t hr o u g h o ut t h e st u d y, r e g ar dl ess of t h eir c o u ntr y. T his w as a c h a n g e fr o m 
t h e d efi niti o n i n t h e Pr ot o c ol , w hi c h st at e d t h at o nl y p arti ci p a nts fr o m U kr ai n e, R ussi a n 
F e d e r ati o n, a n d B el ar us l a c ki n g d at a r o b ust n ess w er e t o  b e e x cl u d e d.  T h e m S A F a n al ysis s et will 
n ot b e d efi n e d as n o s af et y d at a r o b ust n ess iss u es h a v e b e e n i d e ntifi e d t h at w o ul d w arr a nt 
e x cl usi o n of a S A F p arti ci p a nt fr o m t h e pri m ar y a n al ysis of s af et y.  

T h e P D B T K O a n al ysis s et h as b e e n d efi n e d f or all a n al ys es r el at e d t o B T K O d at a.  

Et h ni c ori gi n is li st e d as a s u b gr o u p i n t h e Pr ot o c ol b ut will n ot b e i n cl u d e d as a s u b gr o u p i n t h e 
I A P. 
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•  C D P d eri v ati o n  

C D P will b e d eri v e d b as e d o n E D S S s c or es o nl y. Ass ess m e nt w h et h er t h e i n cr e as e i n E D S S s c or e 
is n ot attri b ut a bl e t o a n ot h er eti ol o g y will b e disr e g ar d e d i n t h e C D P d eri v ati o n b e c a us e t hi s 
i nf or m ati o n i s n ot c oll e ct e d i n t h e e C R F. 

•  C DI a n al ysis  

As Ti m e t o 1 2 -w e e k C DI is n ot a r el e v a nt e n d p oi nt a n d n ot i n cl u d e d i n t h e pr ot o c ol, t h e 
e x pl or at or y e n d p oi nt “ 1 2 -w e e k c o nfir m e d dis a bilit y i m pr o v e m e nt st at us at W e e k  9 6 ” will n ot b e 
a n al y z e d as p art of t h e P A.  

•  M RI distri b uti o n a n al ysis  

T h e s u p pl e m e nt ar y a n al ysis m o d el f or M RI l esi o n m e as ur es is d es cri b e d as P oiss o n -distri b ut e d  i n 
t h e pr ot o c ol. D u e t o t h e l ar g e s a m pl e si z e, n e g ati v e bi n o mi al  m o d el li n g is m or e a p pr o pri at e, a n d 
t h e m o d elli n g d et ails ar e  d es cri b e d  i n S e cti o n  1 4. 2. 4. 3 . 

•  A Es s e v erit y  

T h e s e v erit y a n d gr a di n g crit eri a w er e  r e m o v e d f or t h e A E s of s p e ci al i nt er est: o p p ort u ni sti c 
i nf e cti o ns, b y t h e S af et y T e a m. T his is r efl e ct e d i n a n u p d at e d fil e, r ef er t o A p p e n di x  1 8. 5 . 

8  A n al y sis S ets a n d S u b g r o u ps   

8. 1  D efi niti o n of A n al ysi s S ets   

T h e a n al ysis s ets ar e s p e cifi e d i n T a bl e 3  b el o w . T h e fi n al d e cisi o n t o ex cl u d e p arti ci p a nts fr o m 
a n y a n al ysis s et will b e m a d e d uri n g a bli n d e d d at a r e vi e w m e eti n g pri or t o d at a b as e l o c k a n d 
u n bli n di n g.  E x cl usi o n fr o m P K s et will b e p erf or m e d aft er u n bli n di n g p os t-d at a b as e l o c k as o nl y 
p arti ci p a nts w h o r e c ei v e d at l e ast o n e d o s e of e v o br uti ni b ar e c o nsi d er e d.  

D e p e n di n g o n t h e e n d p oi nt s, t h e a n al ysis s et will b e d efi n e d at st u d y l e v el (i. e. f or e a c h 0 0 8 0 a n d 
0 0 8 2 s e p ar at el y) a n d/ or at t h e p o ol e d l e v el.  
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T a bl e 3  A n al ysis S ets   

A n al y si s S et  D e s c ri pti o n  

S cr e e ni n g ( S C R)  All p arti ci p a nt s w h o pr o vi d e d i nf or m e d c o n s e nt, r e g ar dl e s s of t h e p arti ci p a nt’ s 
r a n d o mi z ati o n a n d st u d y i nt er v e nti o n st at u s i n t h e st u d y.  

F ull A n al y si s S et ( F A S)  All p arti ci p a nt s w h o w er e r a n d o mi z e d t o st u d y i nt er v e nti o n. P arti ci p a nt s will b e 
a n al y z e d p er t h e i nt er v e nti o n gr o u p t o w hi c h t h e y w er e r a n d o mi z e d (i. e. i nt e nti o n -
t o-tr e at pri n ci pl e). 

T hi s a n al y si s s et will b e u s e d f or t h e pri m ar y a n al y si s of effi c a c y.  

M o difi e d F A S ( m F A S)  P er I C H E 9, all p arti ci p a nt s i n F A S e x c e pt p arti ci p a nt s  

•  wit h eli gi bilit y vi ol ati o n s  

•  w h o ar e s cr e e n f ail ur e s r a n d o mi z e d i n err or  

•  w h o di d n ot r e c ei v e st u d y i nt er v e nti o n  

•  fr o m sit e s l a c ki n g d at a r o b u st n e s s (i. e. i n a bilit y t o v erif y d at a s o ur c e) 
t hr o u g h o ut t h e c o ur s e of t h e st u d y 

T hi s a n al y si s s et will b e u s e d f or s e n siti vit y a n al y s e s of pri m ar y a n d s e c o n d ar y 
effi c a c y e n d p oi nt s.  

S af et y ( S A F)  All p arti ci p a nt s w h o r e c ei v e d at l e a st o n e d o s e of st u d y i nt er v e nti o n. P arti ci p a nt s 
will b e a n al y z e d p er t h e a ct u al st u d y i nt er v e nti o n t h e y r e c ei v e d. T hi s a n al y si s s et 
will b e u s e d f or all  a n al y s e s of s af et y.  

M o difi e d S af et y 
( m S A F) 

N ot d efi n e d. W hil e t h e pr ot o c ol all o w s f or t h e d efi niti o n of m S A F , no s af et y d at a 
r o b u st n e s s i s s u e s h a v e b e e n i d e ntifi e d t h at w o ul d w arr a nt e x cl u si o n of a S A F 
p arti ci p a nt fr o m t h e pri m ar y a n al y si s of s af et y.   

P K  All p arti ci p a nt s w h o h a v e r e c ei v ed  at l e a st 1 d o s e of e v o br uti ni b a n d h a v e at l e a st 
1  q u a ntifi a bl e e v o br uti ni b  a n d/ or m et a b olit e  pl a s m a c o n c e ntr ati o n at a s c h e d ul e d 
P K ti m e p oi nt p o st d o s e wit h o ut a n y i m p ort a nt d e vi ati o n s or e v e nt s t h at m a y i m p a ct 
t h e q u alit y of t h e d at a or alt er t h e e v al u ati o n of P K. P arti ci p a nt s w h o r e c ei v e a cti v e 
c o ntr ol will n ot b e i n cl u d e d.  P arti ci p a nt s will b e  a n al y z e d p er t h e a ct u al st u d y 
i nt er v e nti o n t h e y r e c ei v e d. 

P D  All p arti ci p a nt s w h o h a v e r e c ei v ed  at l e a st 1 d o s e of e v o br uti ni b or a cti v e c o ntr ol, 
h a v e a pr e d o s e a s s e s s m e nt, a n d at l e a st o n e p o st d o s e a s s e s s m e nt, wit h o ut 
d e vi ati o n s or i m p ort a nt e v e nt s aff e cti n g P D, a n d w h o pr o vi d e e v al u a bl e P D d at a. 
P arti ci p a nt s will b e a n al y z e d p er t h e a ct u al st u d y i nt er v e nti o n t h e y r e c ei v e d.  T hi s 
a n al y si s s et i s o nl y a p pli c a bl e f or t h e  st u d y. 

P D B T K O  All p arti ci p a nt s w h o h a v e r e c ei v e d at l e a st 1 d o s e of e v obr uti ni b , h a v e a pr e d o s e 
a s s e s s m e nt,  a n d h a v e at l e a st 1 m e a s ur e d B T K o c c u p a n c y v al u e at a s c h e d ul e d 
P D ti m e p oi nt p o st b a s eli n e  wit h o ut d e vi ati o n or i m p ort a nt e v e nt s aff e cti n g P D, a n d 
w h o pr o vi d e e v al u a bl e P D d at a. T hi s a n al y si s s et i s o nl y a p pli c a bl e f or  t h e 

 st u d y. 

P K S U B  A s u b s et of p arti ci p a nt s fr o m t h e P K a n al y si s s et w h o ar e e nr oll e d at sit e s s el e ct e d 
f or t h e P K s u b st u d y. T hi s a n al y si s s et i s o nl y a p pli c a bl e f or t h e  
st u d y.  

It is a nti ci p at e d t h at a s u bs et of  sit es i n U kr ai n e, R ussi a n F e d er ati o n a n d B el ar us  will n ot r e m ai n 
f ull y o p er ati o n al p ost st art of U kr ai n e crisis . F or p arti ci p a nts  fr o m t h es e sit es ( c o nsi d eri n g sit e at 
ti m e of r a n d o mi z ati o n a n d n e w sit e i n c as e of tr a nsf er )), t h e I C E “ U kr ai n e  crisis ” will b e h a n dl e d 
vi a t h e H y p ot h eti c al str at e g y, w h er ei n d at a p ost st art of crisis will b e c e ns or e d  i n t h e a n al ysis of 
effi c a c y  (s e e S e cti o n  1 4 ).   

“ F ull y o p er ati o n al ” is d efi n e d wit h t h e f oll o wi n g crit eri a: 1. Sit es o p e n f or  p arti ci p a nt o nsit e visits,  
2. Sit es wit h  n o iss u es wit h st u d y i nt er v e nti o n dis p e ns ati o n/r es u p pl y, 3. Sit es wit h n o iss u es wit h 
c oll e cti n g/ pr o c essi n g  bi ol o gi c al s a m pl es  eit h er c e ntr all y or l o c all y . If t h er e is a si n gl e m o nt h aft er 
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t h e st art of t h e crisis d uri n g w hi c h a sit e’s st at us is n ot f ull y o p er ati o n al, t h e n d at a fr o m p arti ci p a nts 
at t h at sit e will b e ass u m e d t o l a c k r o b ust n ess st arti n g wit h t h e d at e at w hi c h t h e sit e l ost f ull y 
o p er ati o n al st at us.  

A sit e is c o nsi d er e d t o l a c k d at a r o b ust n ess t hr o u g h o ut t h e st u d y if s o ur c e d at a v erifi c ati o n c a n n ot 
b e p erf or m e d. P arti ci p a nt s fr o m s u c h sit es ar e e x cl u d e d fr o m t h e m F A S.  

Sit es wit h l a c k of d at a r o b ust n ess t hr o u g h o ut t h e st u d y (i. e. e x cl u d e d fr o m m F A S) a n d n ot 
c o nti n u o usl y o p er ati o n al  p ost st art of t h e crisis  (i. e. c e ns or e d i n pri m ar y effi c a c y a n al ys es)  will b e 
i d e ntifi e d b ef or e D B L a n d u n bli n di n g b y c o n d u cti n g a bli nd e d l o n git u di n al a n al ysi s of sit e 
o p er ati o n al st at us . T h e li st of t h e c orr es p o n di n g sit es will b e i n cl u d e d i n a n IA P A p p e n di x pri or t o 
D B L.  

P Ds  l e a di n g t o e x cl usi o n fr o m t h e m F A S  a n al ysis s et will b e e n c o d e d as cI P Ds i n t h e d at a b as e.  
S e e S e cti o n  1 0. 2  f or d et ail s. 

F or t h e P D B T K O a n al ysis s et, a ss a y d e vi ati o n f or B T K O d at a will b e i d e ntifi e d i n t h e r a w d at a 
r e c ei v e d fr o m t h e v e n d or s. 

A ct u al T r e at m e nt Assi g n m e nt  

A p arti ci p a nt  w h o r e c ei v e d 2 diff er e nt t y p es of st u d y i nt er v e nti o n r e gi m e n o v er t h e c o urs e of st u d y 
i nt er v e nti o n s h o ul d  b e t a b ul at e d a c c or di n g t o t h e st u d y i nt er v e nti o n r e gi m e n r e c ei v e d m ost 
fr e q u e ntl y ( b as e d o n n u m b er of kits r e c ei v e d). If t h er e is a “ti e ”, t h en  e v o br uti ni b will b e c h os e n.  

T h e f oll o wi n g T a bl e 4  s u m m ari z es t h e us e of t h e a n al ysis s ets i n t h e diff er e nt a n al ys es.  

T a bl e 4  Us e of A n al ysis S ets   

 A n al y si s S et  

A n al y s e s  F ull 
A n al y si s 

S et  

m o difi e d 
F A S 

( m F A S) 

S af et y  

 

P K  P D  P D B T K O  

 

P K S U B  

B a s eli n e C h ar a ct eri sti c s *  ✓        

Pr e vi o u s a n d C o n c o mit a nt T h er a pi e s    ✓      

C o m pli a n c e a n d E x p o s ur e    ✓      

Effi c a c y: Pri m ar y  ✓  ✓       

Effi c a c y: S e c o n d ar y  ✓  ✓       

Effi c a c y: T erti ar y/ E x pl or at or y  ✓        

S af et y a n d T ol er a bilit y    ✓      

P h ar m a c o ki n eti c s     ✓    ✓  

P h ar m a c o d y n a mi c s      ✓  ✓   

Bi o m ar k er s      ✓    

P R O  ✓        

* Pr e s e nt e d o n b ot h F A S/ m F A S a s w ell a s S A F if t h er e i s a diff er e n c e i n t h e a n al y si s s et s gr e at er or e q u al t o  1 0 % . 
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8. 2  S u b g r o u p D efi niti o n a n d P a r a m et e ri z ati o n   

S u b gr o u p a n al ys es will b e p erf or m e d o n t h e pri m ar y esti m a n d A R R a n d o n t h e s e c o n d ar y 
esti m a n ds ti m e t o 1 2 -w e e k  C D P , ti m e t o 2 4-w e e k C D P  a n d ti m e t o 2 4 -w e e k C DI as d efi n e d b el o w.  
All s u b gr o u p a n al ys es will b e e x pl or at or y, n o a dj u st m e nt f or m ulti pli cit y will b e p erf or m e d.  

F or t h e d efi niti o n of s u b gr o u p l e v el, d at a as d o c u m e nt e d i n t h e e C R F or v e n d or d at a  will b e t a k e n.  
T h e c at e g or y “ mi ssi n g ” will n ot b e i n cl u d e d i n a n y s u b gr o u p a n al ysis.  

T h e f oll o wi n g s u b gr o u ps will b e d efi n e d  a n d r e -gr o u pi n g d et er mi n e d at ti m e of a n al ysis i n t h e 
e v e nt of t o o f e w p arti ci p a nts i n s o m e l e v els : 

•  B as eli n e  E D S S ( v e n d or d at a ): 

o  E D S S < 4. 0 (r ef e r e n c e l e v el) 

o  E D S S ≥ 4. 0  

•  R e gi o n ( e C R F) : 

o  N ort h A m eri c a  

o  W est er n E ur o p e (r ef er e n c e l e v el)  

o  E ast er n E ur o p e  

o  R O W  

•  S e x : 

o  M al e (r ef er e n c e l e v el)  

o  F e m al e  

•  A g e : 

o  A g e < 4 0 y e ars (r ef er e n c e l e v el)  

o  A g e ≥ 4 0 y e ars  

•  R a c e:  

o  W hit e  (r ef er e n c e l e v el),  

o  Bl a c k or Afri c a n A m eri c a n,  

o  Asi a n,  

o  A m eri c a n I n di a n or Al as k a N ati v e,  

o  N ati v e H a w aii a n or Ot h er P a cifi c Isl a n d er  

P arti ci p a nts wit h m ulti pl e r a c es, r a c e not c oll e ct e d at sit e, or ‘ Ot h er’ will n ot b e i n cl u d e d i n t h e 
s u b gr o u p a n al ysis. C at e g ori es wit h 5 p arti ci p a nts  or l ess i n o n e or b ot h tr e at m e nt ar ms will n ot b e 
i n cl u d e d i n t h e s u b gr o u p a n al ysis. F or t hi s s u b gr o u p, t h e str at u m R e gi o n will n ot b e i n cl u d e d i n 
a n y m o d eli n g . 
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•  Et h ni cit y:  

o  His p a ni c or L ati n o ,  

o  N ot His p a ni c or L ati n o  (r ef er e n c e l e v el) 

F or t his s u b gr o u p, t h e str at u m R e gi o n will n ot b e i n cl u d e d i n a n y m o d eli n g.  

•  N u m b er of r el a ps es i n pr e vi o us 2  y e ars  b ef or e S cr e e ni n g : 

o  ≤ 2  (r ef er e n c e l e v el) 

o  > 2  

•  Pr es e n c e of T 1 G d + l esi o ns wit hi n 6  m o nt hs  pri or t o r a n d o mi z ati o n : 

o  0 (r ef er e n c e l e v el)  

o  ≥ 1  

•  A n y D M T  b ef or e st u d y e ntr y : 

o  Y es (r ef er e n c e l e v el)  

o  N o  

•  T 2 l esi o n n u m b er at B as eli n e : 

o  ≥ 9 (r ef er e n c e l e v el)  

o  < 9  

•  T 2 l esi o n v ol u m e at B as eli n e : 

o  ≤ m e di a n (r ef er e n c e l e v el)  

o  > m e di a n  

•  Ti m e ( y e ars) si n c e i niti al M S di a g n osis d at e ( d eri v e d b as e d o n i nf or m e d  c o ns e nt d at e):  

o  ≤ 3 (r ef er e n c e l e v el) 

o  > 3 - ≤ 1 0  

o  > 1 0  

•  Nf L c o n c e ntr ati o n  at B as eli n e : 

o  ≤ m e di a n (r ef er e n c e l e v el)  

o  > m e di a n  

•  M e m b ers hi p i n i niti al or s e c o n d r e cr uit m e nt c o h ort : 

o  I niti al c o h ort (r ef er e n c e l e v el) 

o  S e c o n d c o h ort  

T h er e w er e 2  r e cr uit m e nt c o h orts d uri n g st u d y c o n d u ct. T h e first c o h ort w as r e cr uit e d J ul y 2 0 2 0 –  
O ct o b er 2 0 2 1. T h e s e c o n d c o h ort w as r e cr uit e d st arti n g i n J ul y 2 0 2 2. T his s u b gr o u p a n al ysis will 
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b e d efi n e d i f t h e n u m b er of p arti ci p a nts r e cr uite d  i n t h e s e c o n d r e cr uit m ent c o h ort  r e pr es e nts at 
l e ast 1 0 % of t h e F A S  p arti ci p a nts.  

9  G e n e r al S p e cifi c ati o ns f o r D at a A n al ys es   

T his s e cti o n d es cri b es a n y g e n er al s p e cifi c ati o ns n ot i n cl u d e d i n s u bs e q u e nt s e cti o ns.  

9. 1  St u d y i nt e r v e nti o n   

St u d y i nt er v e nti o ns  i n t h e d o u bl e bli n d, d o u bl e d u m m y p eri o d ar e d efi n ed a s i n di c at e d i n  T a bl e 5 : 

T a bl e 5  St u d y I nt e r v e nti o ns  a n d R e gi m e n s   

 R e gi m e n a  St u d y I nt e r v e nti o n Pr e s e nt ati o n  

1  E v o br uti ni b 4 5  m g BI D  E v o br uti ni b  

2  T erifl u n o mi d e 1 4 m g Q D  T erifl u n o mi d e  

a  T h e st u d y will h a v e a d o u bl e d u m m y d e si g n.  

9. 2  P r es e nt ati o n of c o nti n u o us a n d q u alit ati v e v a ri a bl es   

C o nti n u o us v ari a bl es will b e s u m m ari z e d usi n g t h e f oll o wi n g d es cri pti v e st ati sti cs:  

•  n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h n o n -missi n g v al u es  

•  n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h mi ssi n g v al u es  

•  m e a n, S D  

•  m e di a n, 2 5 t h P er c e ntil e - 7 5 t h P er c e ntil e  ( Q 1-Q 3)  

•  mi ni m u m, a n d m a xi m u m  

T h e n u m b er of di git s f or n o n -d eri v e d a n d d eri v e d d at a, pr es e nt e d i n o ut p ut s or a v ail a bl e i n A D a M 
d at as ets, is s p e cifi e d i n t h e  B O A d o c u m e nt.  F or effi c a c y e n d p oi nt s fr o m S e cti o n  1 4 , m e di a n a n d 
S D will b e pr es e nt e d wit h 1 m or e di git c o m p ar e d t o t h e ori gi n al d at a, w h er e as m e a n, mi n, m a x, 
Q 1 -Q 3 will b e pr es e nt e d wit h t h e s a m e n u m b er of di git s as t h e ori gi n al d at a.  

F or b ot h c o nti n u o us a n d q u alit ati v e v ari a bl es, p er c e nt a g es s u c h as 0 % or 1 0 0 % s h o ul d b e r e p ort e d 
wit h t h e s a m e f or m at us e d f or t h e c ol u m n, t o g et h er wit h t h e c o u nt of o bs er v ati o ns. F or e x a m pl e, 
if t h e c o u nt of o bs er v ati o ns is z er o, t h e n dis pl a y ‘ 0 (  0. 0)’; if t h e c o u nt of o bs er v ati o ns is 1 0 0 % 
t h e n dis pl a y ‘ x x ( 1 0 0. 0)’. 

Q u alit ati v e v ari a bl es will b e s u m m ari z e d b y c o u nts a n d p er c e nt a g es. T h e “ Mis si n g ” c at e g or y 
s h o ul d al w a ys b e dis pl a y e d at B as eli n e  –  e v e n w h e n t h er e ar e n o mi ssi n g d at a at B as eli n e . At 
ti m e p oi nts ot h er th a n B a s eli n e , t h e “ Mis si n g ” c at e g or y s h o ul d o nl y b e dis pl a y e d w h e n t h er e ar e 
mi ssi n g d at a.  
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U nl ess ot h er wis e st at e d, t h e c al c ul ati o n of pr o p orti o ns will b e b as e d o n t h e n u m b er of p arti ci p a nts 
i n t h e a n al ysis s et of i nt er est. T h er ef or e,  c o u nts of mi ssi n g o bs er v ati o ns will b e i n cl u d e d i n t h e 
d e n o mi n at or a n d pr es e nt e d as a s e p ar at e c at e g or y.  

T h e t ot al of mi ssi n g a n d n o n -mi ssi n g o bs er v ati o ns at e a c h ti m e p oi nt will r efl e ct t h e p o p ul ati o n 
still i n t h e st u d y at t h at ti m e. F or e x a m pl e, if a p arti ci p a nt is still i n th e st u d y at t h e ti m e p oi nt b ut 
wit h missi n g d at a, t h at p arti ci p a nt s h o ul d b e c o u nt e d i n t h e n u m b er of mi ssi n g o bs er v ati o ns.  

Visits will b e pr es e nt e d i n b y -visit d es cri pti v e s u m m ari es if t h er e ar e at l e ast 1 0 p arti ci p a nts still 
i n t h e st u d y at t h at ti m e p oi nt. 

P r es e nt ati o n of P K C o n c e nt r ati o n D at a  

P h ar m a c o ki n eti c c o n c e ntr ati o n d at a will b e d es cri pti v el y s u m m ari z e d usi n g: n u m b er of n, m e a n, 
S D, C V %, mi ni m u m, m e di a n, a n d m a xi m u m.  

D es cri pti v e st atisti cs will o nl y b e c al c ul at e d f or n  >  2 i n w hi c h a m e as ur e m e nt of  B L Q r e pr es e nts 
a v ali d m e as ur e m e nt a n d will b e t a k e n as z er o f or s u m m ar y st atisti cs. I n n  ≤  2, o nl y n, mi ni m u m , 
a n d m a x i m u m will b e pr es e nt e d i n s u m m ar y t a bl e s . 

D es cri pti v e st atisti cs of P K c o n c e ntr ati o n d at a will b e c al c ul at e d usi n g v al u es wit h t h e s a m e 
pr e cisi o n as t h e s o ur c e d at a a n d r o u n d e d f or r e p orti n g p ur p os es o nl y. P K c o n c e ntr ati o ns will b e 
c arri e d o v er wit h f ull pr e cisi o n as pr o vi d e d i n t h e s o ur c e d at a wi t h o ut a n y r o u n di n g a p pli e d t o 
C DI S C S D T M P C a n d A D a M P C d o m ai ns.  

T h e f oll o wi n g c o n v e nti o ns will b e a p pli e d w h e n r e p orti n g d es cri pti v e st atisti cs of P K 
c o n c e ntr ati o n d at a:  

n:        0 d e ci m al pl a c e  

m e a n , m i ni m u m, m e di a n, m a x i m u m:   3 si g nifi c a nt di git s  

S D:        4 si g nifi c a nt di git s  

C V %:        1 d e ci m al pl a c e  

P r es e nt ati o n of P K P a r a m et e r D at a  

P K p ar a m et er d at a will b e d es cri pti v el y s u m m ari z e d usi n g: n, m e a n, S D, C V %, mi ni m u m, m e di a n, 
m a xi m u m, g e o m etri c m e a n, t h e g e o m etri c c o effi ci e nt of v ari ati o n a n d t h e 9 5 %  c o nfi d e n c e i nt er v al 
f or t h e g e o m etri c m e a n.  F or P K p ar a m et ers r el at e d t o ti m e ( e. g. t m a x ), o nl y n, m i ni m u m, m e di a n, 
a n d m a x i m u m m a y b e r e p ort e d.  

D es cri pti v e st atisti cs will o nl y b e c al c ul at e d f or a P K p ar a m et er w h e n n  >  2. I n  c as e n  ≤  2,  
i n di vi d u al d at a  will b e pr es e nt e d ( mi n i m u m, m a xi m u m) i n s u m m ar y t a bl es.  

P K p ar a m et ers r e a d dir e ctl y fr o m t h e m e as ur e m e nts (i. e. C m a x ) will b e r e p ort e d wit h t h e s a m e 
pr e cisi o n as t h e s o ur c e d at a. All ot h er P K p ar a m et ers will b e r e p ort e d t o 3  si g nifi c a nt fi g ur es. 
D es cri pti v e st atisti cs of P K p ar a m et er d at a will b e c al c ul at e d usi n g f ull pr e cisi o n a n d r o u n d e d f or 
r e p orti n g p ur p os es o nl y. 

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

3 5 /1 5 9  
   

P K p ar a m et ers will b e pr o vi d e d wit h f ull pr e cisi o n, wit h o ut a n y r o u n di n g a p pli e d t o C DI S C S D T M 
P P a n d A D a M P P d o m ai ns.  

T h e f oll o wi n g c o n v e nti o ns will b e a p pli e d w h e n r e p orti n g d es cri pti v e st atisti cs of P K p ar a m et er 
d at a:  

n  0 d e ci m al pl a c e  

m e a n,  mi ni m u m,  m e di a n, 
m a xi m u m, g e o m etri c m e a n, 
9 5 % CI:  

3 si g nifi c a nt di git s  

S D:  4 si g nifi c a nt di git s  

C V %, g e o m etri c C V %:  1 d e ci m al pl a c e  

9. 3  D at a  H a n dli n g A ft e r C ut off  D at e   

F or t h e P A, t h e tri g g er d at e will b e us e d as  t h e c ut off d at e.  

D at a o bt ai n e d aft er t h e c ut off  d at e will n ot b e dis pl a y e d i n a n y li sti n gs or us e d f or s u m m ar y 
st atisti cs, i. e. l a b or at or y v al u es of s a m pl es t a k e n aft er d at a c ut off , A Es wit h o ns et d at e aft er d at a 
c ut off , et c. will n ot b e i n cl u d e d i n a n y a n al ysis or li sti n g.  

T h e c ut off  d at e will b e a p pli e d a t t h e S D T M l e v el (r ef er t o S D T M C u t-off d at e i m pl e m e nt ati o n 
r ul es _ B T Ki( M 2 9 5 1) -C o m p o u n d _ v 3 . 0. d o c x). 

9. 4  D efi niti o n of B as eli n e  a n d C h a n g e f r o m B a s eli n e   

D efi niti o n of B as eli n 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 v al u e o n t h e d a y of or pri or 
t o first a d mi nistr ati o n of st u d y i nt er v e nti o n  i n t h e D B T P . Of n ot e, ti m e of first d osi n g 
a d mi nistr ati o n a n d ass ess m e nt of b as eli n e  ( b ot h d o n e o n t h e s a m e B as eli n e  d a y) will n ot b e us e d 
i n t h e d et er mi n ati o n of b as eli n e  v al u e, e x c e pt f or E C Gs.  

If b ot h c e ntr al a n d l o c al l a bs ar e c oll e ct e d, t h e b as eli n e  will b e d eri v e d b as e d o nl y o n t h e c e ntr al 
l a b c oll e ct e d d at a. O nl y c e ntr al r e a d E C Gs d at a will b e us e d t o d eri v e b as eli n e  as w ell as 
s u bs e q u e nt vi sit s.  

D efi niti o n of C F B  

C F B a n d p er c e nt C F B at a gi v e n p ost  B as eli n e  V isit will b e c o m p ut e d as f oll o ws:  

•  C F B = visit v al u e –  b as eli n e  v al u e  

•  P er c e nt C F B = 1 0 0 * ( visit v al u e –  b as eli n e  v al u e) / b as eli n e  v al u e  

At t h e B as eli n e  V isit, t h e C F B will b e e q u al t o z er o a n d t h e p er c e nt C F B will b e missi n g.  
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9. 5  St u d y D a y   

D a y  1 is t h e d a y of st art of st u d y i nt er v e nti o n, t h e d a y b ef or e is D a y  -1 ( n o D a y  0 is d efi n e d). St u d y 
d a y is d efi n e d r el ati v e t o D a y  1 . 

9. 6  D efi niti o n of D u r ati o n  a n d ‘ti m e si n c e’ V a ri a bl es   

D ur ati o n i n d a ys 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 st art a n d st o p d at es pl us 1 ( e .g . A E 
d ur ati o n ( d a ys) = A E e n d d at e - A E st art d at e + 1).  

T h e ti m e si n c e a n e v e nt ( e. g. ti m e si n c e first di a g n osis) will b e c al c ul at e d a s r ef er e n c e d at e mi n us 
d at e of e v e nt.  

9. 7  C o n v e rsi o n F a ct o rs   

T h e f oll o wi n g c o n v ersi o n f a ct ors will b e us e d t o c o n v ert d a ys i nt o m o nt hs or y e ars:  

1 w e e k = 7 d a ys, 1 m o nt h = 3 0. 4 3 7 5 d a ys, 1 y e ar = 3 6 5. 2 5 d a ys.  

T h e f oll o wi n g c o n v ersi o n f a ct ors will b e us e d t o c o n v ert s u bst a n c e u nit s:  

1  o z = 3 0  m L ; 2 0  ci g ar ett es = 1  p a c k  

9. 8  Ti m e  W i n d o w  

Ass ess m e nts m a y b e m a d e at ti m es ot h er t h a n t h e n o mi n al ti m es of pl a n n e d visits, d u e t o 
p arti ci p a nt  s c h e d uli n g iss u es, u ns c h e d ul e d visits f or n e ur ol o gi c al w ors e ni n g or r el a ps e ass ess m e nt, 
or e arl y tr e at m e nt t er mi n ati o n visit s.  

F or b y -visit a n al ys es of effi c a c y  a n d s af et y  ( e x c e pt c o a g ul ati o n), e a c h m e as ur e m e nt will b e 
assi g n e d a n a n al ysis visit n u m b er a c c or di n g t o t h e pr es p e cifi e d ti m e wi n d o w , u p t o 
W e e k  1 5 6  V isit. All visit wi n d o wi n g will b e d o n e b as e d u p o n st u d y d a y, a n d a n y ass ess m e nts 
c o m pl et e d o n t h e s a m e d a y as st u d y i nt er v e nti o n st art will b e c o nsi d er e d f or b as eli n e , e x c e pt i n 
t h e c as e of D a y 1 E C Gs, w hi c h r e q uir e a d et er mi n ati o n of pr e d os e a n d p o s t-d os e.  T h e a n al ysis 
visit will t h e n b e us e d f or mi ssi n g d at a i m p ut ati o ns, a n al ysis v ari a bl e d eri v ati o ns, st atisti c al 
c al c ul ati o ns a n d pr es e nt ati o ns.  

All S af et y  F oll o w -u p  V isit d at a will b e pr es e nt e d u n d er t h e S af et y  F oll o w -u p  V isit, r e g ar dl ess of 
w h et h er t h e p arti ci p a nt is a n e arl y tr e at m e nt di s c o nti n u er or a tr e at m e nt c o m pl et er.  

F or b y -visit s u m m ar y of t h e c o a g ul ati o n s af et y e n d p oi nt s,  visit wi n d o wi n g will n ot b e p erf or m e d 
as  t hi s d at a o nl y b ei n g c oll e ct e d at S cr e e ni n g a n d E n d of D B T P V isits. Ass ess m e nts will b e 
pr es e nt e d b y n o mi n al vi sit ( as c oll e ct e d i n t h e d at a b as e) .  

F or p arti ci p a nt  d at a l isti n gs b y ti m e p oi nt, t h e n o mi n al visit as w ell as t h e a n al ysis visit will b e 
dis pl a y e d.  
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F or t h e c al c ul ati o n of a n al ysis visit usi n g t h e ti m e wi n d o ws, 1 m o nt h is e x pr ess e d as 3 0  d a ys.  

As t h e s c h e d ul e of ass ess m e nts is diff er e nt f or e a c h visit, s p e cifi c t i m e wi n d o ws m ust b e us e d f or 
e a c h e n d p oi nt. T h e y ar e d efi n e d i n A p p e n di x  1 8. 4 . 

If t h er e ar e m ulti pl e ass es s m e nts wit hi n a s a m e visit wi n d o w, t h e n t h e o n e cl os est t o t h e t ar g et d a y 
will b e us e d. If 2  ass ess m e nts h a v e t h e s a m e diff er e n c e wit h t ar g et d a y, t h e e arli er o n e will b e 
us e d.  

9. 9  R e p e at e d a n d U ns c h e d ul e d M e as u r e m e nts   

R e p e at e d a n d u ns c h e d ul e d m e as ur e m e nts ar e i n cl u d e d i n t h e li sti n gs. D at a c oll e ct e d at b ot h 
u ns c h e d ul e d a n d s c h e d ul e d visits will b e us e d f or s hift t a bl es. F or s u m m ar y st atisti cs, fi g ur es, or 
i nf er e nti al a n al ysis, d at a ar e r e-all o c at e d t o a n a n al ysis visit usi n g ti m e wi n d o w c al c ul ati o ns 
(S e cti o n  9. 8 ). 

9. 1 0  D efi niti o n of O n -t r e at m e nt P e ri o d   

F or t h e P A, o n -tr e at m e nt v al u es ar e r es ult s of ass ess m e nts d o n e fr o m t h e first 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 u ntil e n d  of  t h e D B T P  ( c o m pl eti o n, e arl y t er mi n ati o n  i n cl u di n g 
S af et y  F oll o w -u p , or t h e c ut off  d at e, w hi c h e v er is e arli est ). V al u es r e p ort e d i n t h e D B E or O L E 
p eri o d s ar e n ot d efi n e d a s o n -tr e at m e nt f or t h e P A . 

9. 1 1  D efi niti o n of 4 8  w e e ks P o st  R a n d o mi z ati o n P e ri o d   

T h e 4 8  w e e ks p ost  r a n d o mi z ati o n p eri o d us ed i n effi c a c y a n al ysis is d efi n e d fr o m t h e d a y of 
r a n d o mi z ati o n u n til D a y 3 4 4, w hi c h c orr es p o n ds t o t h e st u d y d a y of W e e k  4 8  Visit + 7 d a ys visit 
wi n d o w d efi n e d i n t h e pr ot o c ol.  

9. 1 2  D efi niti o n of 9 6  w e e ks P o s t R a n d o mi z ati o n P e ri o d   

T h e 9 6  w e e ks p ost  r a n d o mi z ati o n p eri o d us e d i n effi c a c y a n al ysis is d efi n e d fr o m t h e d a y of 
r a n d o mi z ati o n u n til D a y 6 8 0 , w hi c h c orr es p o n ds t o t h e st u d y d a y of W e e k 9 6  V isit + 7  d a ys visit 
wi n d o w d efi n e d i n t h e pr ot o c ol.  

9. 1 3  D efi niti o n of 1 5 6  w e e ks P o s t R a n d o mi z ati o n P e ri o d   

T h e 1 5 6  w e e ks p ost  r a n d o mi z ati o n p eri o d us e d i n effi c a c y a n al ysis f or e arl y tr e at m e n t 
dis c o nti n u ers is d efi n e d fr o m t h e d a y of r a n d o mi z ati o n u n til D a y  1 1 0 0, w hi c h c orr es p o n ds t o t h e 
st u d y d a y of W e e k  1 5 6  V isit + 7 d a ys visit wi n d o w d efi n e d i n t h e pr ot o c ol. 

9. 1 4  I m p ut ati o n of M i ssi n g D at a   

P r es e nt ati o n of missi n g d at a  

F or effi c a c y a n al ysis, m et h o ds of missi n g d at a h a n dli n g ar e d et ail e d i n S e cti o n  1 4 . 
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I n all p arti ci p a nt  d at a li sti n gs, p arti al d at es, w hi c h ar e n ot t o b e i m p ut e d a c c or di n g t o t hi s I A P, will 
b e pr es e nt e d usi n g t h e f or m at “ _ _ _ _ _ Y Y Y Y ” . W h e n pr es e nt e d, i m p ut e d d at es will b e fl a g g e d (i .e . 
D f or d a y, M f or m o nt h).  

Mis si n g  st atisti cs, e .g . w h e n t h e y c a n n ot b e c al c ul at e d, s h o ul d b e pr es e nt e d as ‘ n d’, wit h ‘ n d’ 
st a n di n g f or ‘ n ot d o n e’. F or e x a m pl e, if n = 1, t h e m e as ur e of v ari a bilit y ( S D) c a n n ot b e c o m p ut e d 
a n d s h o ul d b e pr es e nt e d as ‘ n d’.  

I n c as e of z er o r e c or ds a v ail a bl e for pr es e nt ati o n i n a gi v e n T L F, a n e m pt y o ut p ut wit h 0 
o c c urr e n c e or a s e nt e n c e st ati n g t h at t h er e ar e n o d at a will b e pr o vi d e d. F or t a bl es of A E s a n d 
D e at hs ( o ut p uts r e q uir e d f or E u dr a C T a n d/ or cli ni c altri al. g o v), if t h er e i s n o o bs er v ati o n, t h e 
o ut p ut m u st c o nt ai n t h e first li n e ‘ P arti ci p a nt  wit h …’ or ‘ P arti ci p a nt  w h o di e d’ dis pl a y e d wit h 0 
o c c urr e n c e.  

If a S O C or A T C t er m is mi ssi n g/ n ot c o d e d y et, t h e n ‘ U n c o d e d S O C’ ( or ‘ U n c o d e d A T C’) will b e 
i n di c at e d at t h e o ut p ut l e v el. W h e n a P T is mi ssi n g, it will be s et t o ‘ U n c o d e d P T:’ T E A E v er b ati m 
t e xt. 

H a n dli n g of missi n g o r p a rti al A E s d at es  

F or d efi ni n g t h e T E A E fl a g, mi ssi n g or p arti al A E  d at es will b e i m p ut e d as f oll o ws:  

•  I n c as e t h e o ns et d at e is missi n g c o m pl et el y or mi ssi n g p arti all y b ut t h e o n s et m o nt h a n d y e ar, 
or t h e o ns et y e ar ar e e q u al t o t h e st art of st u d y i nt er v e nti o n , t h e n t h e o ns et d at e will b e r e pl a c e d 
b y t h e mi ni m u m of st art of st u d y i nt er v e nti o n  a n d A E r es ol uti o n d at e.  

•  I n all ot h er c as es t h e missi n g o ns et d a y or missi n g o ns et m o nt h will b e r e pl a c e d b y 1.  

•  I n c o m pl et e st o p d at es will b e r e pl a c e d b y t h e l ast d a y of t h e m o nt h (if d a y is mi ssi n g o nl y), if 
n ot r es ulti n g i n a d at e l at er t h a n t h e d at e of p arti ci p a nt 's d e at h or t h e c ut off d at e . I n t h e l att er 
c as e t h e d at e of d e at h , or c ut off d at e, will b e us e d t o i m p ut e t h e i n c o m pl et e st o p d at e.  

•  I n all ot h er c as es t h e i n c o m pl et e st o p d at e will n ot b e i m p ut e d.  

•  S p e ci al c as es : A Es m a y b e s plit i nt o m ulti pl e r e c or ds if t h e t o xi cit y Gr a d e  a n d/ or t h e s eri o us n ess 
c h a n g es (s e e S e cti o n  1 5. 1  f or m or e d et ails). T h e e n d d at e of t h e pr e vi o us r e c or d a n d t h e st art 
d at e of t h e n e w r e c or d ar e e x p e ct e d t o b e t h e s a m e. I n t h e e v e nt t h at t h e m o nt h a n d y e ar ar e 
in d e e d t h e s a m e, b ut t h e d a y is mi ssi n g, it will b e i m p ut e d b y 1 5. I n c as e t h e i m p ut e d st art d at e 
of t h e n e w r e c or d is aft er t h e e n d d at e of t hi s s a m e r e c or d, n o i m p ut ati o n will b e p erf or m e d.  

I m p ut e d d at es will o nl y b e us e d f or d efi ni n g t h e T E A E fl a g f or t he o n -tr e at m e nt p eri o d.  

H a n dli n g of p a rti all y missi n g M S d at e s 

F or ti m e si n c e M S first att a c k, M S di a g n osis  or d at e of c o n v ersi o n fr o m R R M S , a mi ssi n g o ns et 
d a y/ m o nt h will b e r e pl a c e d b y 1 f or t h e d ur ati o n d eri v ati o n.  
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9. 1 5  S c o ri n g of H R Q O L D at a   

U nl ess ot h er wis e s p e cifi e d, H R Q O L q u esti o n n air es will b e s c or e d usi n g t h eir p u bli s h e d 
a d mi nistr ati o n a n d s c ori n g m a n u al. F or it e ms wit h mi ssi n g r es p o ns es, t h e r es p o ns e will b e 
m a n a g e d as p er t h e s c ori n g m a n u al. S e e A p p e n di c es  1 8. 1 , 1 8. 2  a n d 1 8. 3  f or d et ails. 

9. 1 6  C o nt r ol of M ulti pli cit y   

As d et ail e d i n S e cti o n  9. 4. 4. 3 of t h e cli ni c al st u d y pr ot o c ol.  

T o c o ntr ol tri al-wis e a n d f a mil y -wis e t y p e I err or at t h e 1 -si d e d 0. 0 2 5 l e v el i n t h e pr es e n c e of 
m ulti pl e e n d p oi nt t esti n g, a gr a p hi c al a p pr o a c h t o s e q u e nti all y r ej e cti v e m ulti pl e t esti n g will b e 
e m pl o y e d ( Br et z  2 0 0 9 , H u n g  2 0 1 3 , Br et z 2 0 1 9 ).  

T h e 1 -si d e d n ull h y p ot h e s es i n t h e gr a p h ar e as f oll o ws, w h er e “ St u d y 1 ” d e n ot es st u d y 0 0 8 0 , a n d 
“ St u d y 2 ” st u d y 0 0 8 2 : 

Pri m ar y E n d p oi nt N ull H y p ot h es es:  

H 0 1 1 : r R R1  ≥  1, w h er e r R R 1  d e n ot es q u alifi e d r el a ps e r at e r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e i n St u d y 1  

H 0 1 2 : r R R2  ≥  1, w h er e r R R 2  d e n ot es q u alifi e d r el a ps e r at e r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e i n St u d y 2  

S e c o n d ar y E n d p oi nt N ull H y p ot h es es:  

H 0 2 : S1 2 e (t) ≤  S 1 2 c (t), w h er e S1 2 e (t) d e n ot es t h e s ur vi v al f u n cti o n f or ti m e t o 1 2-w e e k C D P i n t h e 
e x p eri m e nt al ( e v o br uti ni b) gr o u p b as e d o n p o ol e d d at a, S 1 2 c (t) d e n ot es t h e s ur vi v al f u n cti o n f or 
ti m e t o 1 2-w e e k C D P i n t h e c o m p ar at or (t erifl u n o mi d e) gr o u p b as e d o n p o ol e d d a t a, a n d t h e 
v ari a bl e t d e n ot es ti m e si n c e r a n d o mi z ati o n.  

H 0 3 : S2 4 e (t) ≤  S 2 4 c (t), w h er e S2 4 e (t) a n d S2 4 c (t) d e n ot es t h e s ur vi v al f u n cti o ns f or ti m e t o 2 4-w e e k 
C D P b as e d o n p o ol e d d at a  

H 0 4 : S2 4 e (t) ≥  S 2 4 c (t), w h er e S2 4 e (t) d e n ot es t h e s ur vi v al f u n cti o n f or ti m e t o 2 4-w e e k C DI i n t h e 
e x p eri m e nt al ( e v o br uti ni b) gr o u p b as e d o n p o ol e d d at a  fr o m p arti ci p a nts wit h b as eli n e  E D S S ≥ 
2. 0 , S2 4 c (t) d e n ot es t h e s ur vi v al f u n cti o n f or ti m e t o 2 4-w e e k C DI i n t h e c o m p ar at or (t erifl u n o mi d e) 
gr o u p b as e d o n p o ol e d d at a  fr o m p arti ci p a nts wit h b as eli n e  E D S S ≥ 2. 0 , a n d t h e v ari a bl e t d e n ot es 
ti m e si n c e r a n d o mi z ati o n.  

H 0 5 : ΔP F  ≤  0, w h er e Δ P F  d e n ot es diff er e n c e i n P R O MI S P h ysi c al F u n cti o n s c or e C F B o v er  
9 6  w e e ks l e ast -s q u ar es m e a n, c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e, b as e d o n p o ol e d d at a 
( hi g h er s c or e c orr es p o n d s t o i m pr o v e d p h ysi c al f u n cti o n).  
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H 0 6 : ΔF ati g u e  ≥  0, w h er e Δ F ati g u e  d e n ot es diff er e n c e i n P R O MI S F ati g u e s c or e C F B o v er  9 6  w e e ks 
l e ast-s q u ar es m e a n, c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e, b as e d o n p o ol e d d at a ( hi g h er s c o r e 
c orr es p o n ds t o m or e f ati g u e).  

H 0 2 1 : l R R2 1  ≥  1, w h er e  l R R2 1 d e n ot es T 1 G d + l esi o n r at e r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e i n St u d y 1  

H 0 2 2 : l R R2 2  ≥  1, w h er e l R R2 2  d e n ot es T 1 G d + l esi o n r at e r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e i n St u d y  2  

H 0 3 1 : l R R3 1  ≥  1, w h er e l R R3 1  d e n ot es n e w or e nl ar gi n g T 2 l esi o n r at e r ati o c o m p ari n g e v o br uti ni b 
t o t erifl u n o mi d e i n St u d y 1  

H 0 3 2 : l R R3 2  ≥  1, w h er e l R R3 2  d e n ot es n e w or e nl ar gi n g T 2 l esi o n r at e r ati o c o m p ari n g e v o br uti ni b 
t o t erifl u n o mi d e i n St u d y 2  

H 0 4 1 : ΔNf L 1  ≥  0, w h er e Δ Nf L 1  d e n ot es a diff er e n c e i n Nf L  C o n c e ntr ati o ns at 1 2  w e e ks c o m p ari n g 
e v o br uti ni b t o t erifl u n o mi d e i n St u d y  1  

H 0 4 2 : ΔNf L 2  ≥  0, w h er e Δ Nf L 2  d e n ot es a diff er e n c e i n Nf L  C o n c e ntr ati o ns at 1 2  w e e ks c o m p ari n g 
e v o br uti ni b t o t erifl u n o mi d e i n St u d y  2  

At t h e P A, t h e pri m ar y effi c a c y e n d p oi nt, A R R, will b e t est e d at t h e 0. 0 2 5  ( 1-si d e d) l e v el i n e a c h 
st u d y. A p p e n di x  1 8. 8  s h o ws t h e m ulti pl e t esti n g pr o c e d ur e i n v ol vi n g st u d y -s p e cifi c e n d p oi nt s a n d 
p o ol e d e n d p oi nt s.  

At t h e P A, t h e 1 2 -w e e k C D P p o ol e d e n d p oi nt will b e t est e d at t h e 0. 0 2 5 -0. 0 2 5 2  = 0. 0 2 4 3 7 5  l e v el, 
1 -si d e d, o nl y if A R R is si g nifi c a nt i n b ot h st u di es at t h e 0. 0 2 5 l e v el, 1-si d e d.  

If t h e 1 2-w e e k C D P p o ol e d e n d p oi nt is si g nifi c a nt at t h e 0. 0 2 4 3 7 5  l e v el, 1-si d e d, t h e s u bs e q u e nt 
p o ol e d e n d p oi nt s ( 2 4 -w e e k C D P, 2 4 -w e e k C DI, P R O MI S P F C F B o v er 9 6  w e e ks , P R O MI S 
F ati g u e C F B o v er  9 6  w e e ks ) will b e t est e d i n a hi er ar c hi c al or der at 0. 0 2 4 3 7 5  l e v el, 1-si d e d.  

If t h e pri m ar y effi c a c y e n d p oi nt, A R R  u p t o 1 5 6 w e e ks,  is si g nifi c a nt wit hi n a st u d y at t h e 0. 0 2 5 
l e v el, 1 -si d e d, t h e s u bs e q u e nt si n gl e-st u d y e n d p oi nt s ( t ot al n u m b er of  T 1 G d + l esi o ns b as e d o n all 
a v ail a bl e  M RI s c a n s, n u m b er of n e w/ e nl ar gi n g T 2 l esi o ns o n t h e l ast a v ail a bl e M RI s c a n r el ati v e 
t o t h e b as eli n e  s c a n , W e e k  1 2  Nf L c o n c e ntr ati o n) will b e t est e d i n a hi er ar c hi c al or d er at t h e 0. 0 2 5  
l e v el, 1-si 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 r es ult s of t h e m ulti-st a g e t esti n g pr o c e d ur e will b e pr o vi d e d . 
T his t a bl e  will i n cl u d e t h e esti m at es a n d p -v al u es f or e a c h c o m p aris o n of t h e e v o br uti ni b 
i nt er v e nti o n gr o u p t o t h e terifl u n o mi d e i nt er v e nti o n gr o u p, f or t h e h y p ot h esis f a mil y 
c orr es p o n di n g t o t h e pri m ar y e n d p oi nt , a n d f or t h e h y p ot h esis f a mili es c orr es p o n di n g t o e a c h of 
t h e s e c o n d ar y e n d p oi nt s . T h e criti c al v al u e us e d t o ass ess e a c h p-v al u e f or si g nifi c a n c e will b e 
r e p ort e d i n f o ot n ot es, wit h a n a n n ot ati o n of t h e p -v al u e i n di c ati n g si g nifi c a n c e, ill ustr ati n g t h e 
p oi nt i n t h e pr o c e d ur e at w hi c h t h e h y p ot h esis t esti n g h alt e d. T his o v er vi e w t a bl e will b e pr o vi d e d  
i n a d diti o n t o t a bl es t h at s u m m ari z e t h e a n al ysis of e a c h  e n d p oi nt  s e p ar at el y. 
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9. 1 7  S oft w a r e   

All st ati sti c al a n al ys es will b e p erf or m e d usi n g S A S ®  ( St atisti c al A n al ysis S yst e m, S A S-I nstit ut e, 
C ar y, N ort h C ar oli n a Wi n d o ws V ersi o n 9. 4 or hi g h er). Gr a p hi cs will  b e pr e p ar e d wit h S A S 
V ersi o n 9. 4, or hi g h er.  

T h e c o m p ut er pr o gr a m P h o e ni x ® Wi n N o nli n ® V ersi o n 8. 3 , or hi g h er ( C ert ar a, L. P., Pri n c et o n, 
N e w J ers e y, U S A) will b e us e d  t o r e vi e w P K d at a f or p ossi bl e e x cl usi o n a n d f or p ar a m et er 
esti m ati o n i n t h e P K s u bst u d y .  

9. 1 8  U n bli n di n g   

D et ails r e g ar di n g t h e u n bli n di n g pr o c ess ar e a v ail a bl e i n t h e l at est v ersi o n of u n bli n di n g pl a ns f or 
e a c h st u d y . 

9. 1 9  T e r mi n ol o g y  C o n v e nti o n s   

G e n er all y, t h e t er m ‘ p arti ci p a nt’ will b e us e d i nst e a d of ‘s u bj e ct’ or ‘ p ati e nt’. H o w e v er, i n t a bl es 
a n d li sti n gs t h e t er m ‘s u bj e ct’ will b e us e d t o m at c h C DI S C r e q uir e m e nts, e x c e pt f or i n -t e xt t a bl es 
w h er e ‘ p arti ci p a n t’ will b e us e d t o m at c h t h e C S R a n d pr ot o c ol t e m pl at es.  

Si mil arl y, t h e t er m ‘st u d y i nt er v e nti o n’ will b e u s e d i n t hi s d o c u m e nt i nst e a d of ‘tr e at m e nt’ t o 
m at c h pr ot o c ol a n d C S R t e m pl at es, h o w e v er, t a bl es a n d li sti n gs will us e ‘tr e at m e nt’ f or br e vit y 
r e as ons. E x c e pti o ns fr o m t hi s r ul e ar e c o m m o nl y us e d t er ms li k e “ o n -tr e at m e nt ”, 
“ tr e at m e nt-e m er g e nt ”, “tr e at m e nt p oli c y ”, “s u bj e c t-y e ars ”, “ b y -s u bj e ct ”, or n a m es of e C R F p a g e s 
li k e “ Tr e at m e nt T er mi n ati o n ” p a g e. 

1 0  St u d y P a rti ci p a nt s   

T h e s u bs e cti o ns i n t hi s s e cti o n i n cl u d e s p e cifi c ati o ns f or r e p orti n g p arti ci p a nt  dis p ositi o n a n d 
st u d y tr e at m e nt/st u d y dis c o nti n u ati o ns. A d diti o n all y , pr o c e d ur es f or r e p orti n g pr ot o c ol d e vi ati o ns 
ar e pr o vi d e d.  

1 0. 1  Di s p o siti o n of P a rti ci p a nts a n d Dis c o nti n u ati o ns   

A t a bl e o n s cr e e n e d p arti ci p a nt s d es cri bi n g t h e n u m b er a n d p er c e nt of p arti ci p a nt s i n e a c h of t h e 
f oll o wi n g dis p ositi o n c at e g ories will b e pr o d u c e d b y st u d y i nt er v e nti o n gr o u p  as i n di c at e d i n T a bl e 
6 , f or e a c h st u d y a n d o n p o ol e d d at a: 

T a bl e 6  Dis p ositi o n   

•  T ot al n u m b er of s cr e e n e d p arti ci p a nt s, i. e. p arti ci p a nt s t h at g a v e i nf or m e d c o n s e nt ( o v er all s u m m ar y 
o nl y)  

•  N u m b er of p arti ci p a nt s w h o di s c o nti n u e d pri or t o r a n d o mi z ati o n a n d r e a s o n ( o v er all s u m m ar y o nl y) 

•  N u m b er of r a n d o mi z e d p arti ci p a nt s  

•  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di d n ot st art tr e at m e nt a n d r e a s o n s  
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•  N u m b er of D B T P tr e at m e nt o n g oi n g p arti ci p a nt s, i. e. p arti ci p a nt s w h o n eit h er p er m a n e ntl y di s c o nti n u e d 
tr e at m e nt d uri n g D B T P n or c o m pl et e d D B T P b ef or e  t h e d at a c ut off * 

•  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o c o m pl et e d D B T P **  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o c o m pl et e d D B T P  a n d e nt er e d D o u bl e Bli n d E xt e n si o n  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o c o m pl et e d D B T P  a n d e nt er e d O p e n L a b el E xt e n si o n  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o c o m pl et e d D B T P  pl u s s af et y f oll o w-u p  p eri o d a c c or di n g t o 
pr ot o c ol  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y aft er c o m pl eti o n of D B T P  d uri n g 
s af et y f oll o w-u p  a n d r e a s o n   

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y aft er c o m pl eti o n of D B T P  
d uri n g s af et y f oll o w-u p  d u e t o C O VI D -1 9  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y aft er c o m pl eti o n of D B T P  
d uri n g s af et y f oll o w-u p  d u e t o t h e U kr ai n e cri si s  

•  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o p er m a n e ntl y di s c o nti n u e d tr e at m e nt d uri n g D B T P  a n d r e a s o n  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o p er m a n e ntl y di s c o nti n u e d tr e at m e nt d u e t o C O VI D -1 9  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o p e r m a n e ntl y di s c o nti n u e d tr e at m e nt d u e t o t h e U kr ai n e 
cri si s.  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o c o m pl et e d s af et y f oll o w-u p  p eri o d  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y d uri n g s af et y f oll o w-u p  a n d r e a s o n  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y d uri n g s af et y f oll o w-u p  d u e 
t o C O VI D -1 9  

o  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o di s c o nti n u e d fr o m st u d y d uri n g s af et y f oll o w-u p  d u e 
t o t h e U kr ai n e cri si s. 

* N o E n d of T r e at m e nt e C R F p a g e c o m pl et e d  

** A p arti ci p a nt i s c o n si d er e d t o h a v e c o m pl et e d t h e D B T P if h e/ s h e c o m pl et e d t h e E n d  of  T r e at m e nt V i sit a n d w a s 
a s si g n e d  t h e st at u s ‘ C o m pl et e d’.  

R e as o n f or r e c ei vi n g n o st u d y i nt er v e nti o n  f or r a n d o mi z e d p arti ci p a nts is r etri e v e d fr o m t h e 
S T E R M e C R F p a g e. T h e r e as o n ‘ di d n ot m e et eli gi bilit y crit eri a’ will a p pl y t o  all p arti ci p a nts f or 
w h o m r e as o n i n S T E R M is e nt er e d as ‘ Ot h er’ wit h s p e cifi c ati o n b e gi n ni n g wit h ‘r a n d o mi z e d i n 
err or’.  

P arti ci p a nt s’ i nf or m ati o n o n i nf or m e d  c o ns e nt, S cr e e ni n g  a n d r a n d o mi z ati o n will b e li st e d. 
P arti ci p a nt s dis c o nti n u e d fr o m st u d y i nt er v e nti o n or st u d y will b e li st e d wit h t h eir r e as o n f or 
wit h dr a w al (fr o m st u d y i nt er v e nti o n  or st u d y).  

P arti ci p a nts wit h st u d y p arti ci p ati o n i m p a ct e d b y C O VI D -1 9  will b e li st e d wit h a d es cri pti o n of 
t h e diff er e nt e v e nts a n d i m p a cts. T his c o ul d i n cl u d e A Es (r el at e d t o C O VI D -1 9  or t o C O VI D -1 9  
v a c ci n es) , pr ot o c ol d e vi ati o ns, st u d y i nt er v e nti o n dis c o nti n u ati o n or st u d y dis c o nti n u ati o n, d e at h, 
m e di c al hist or y, c o n c o mit a nt m e di c ati o ns or pr o c e d ur es  (i n cl u di n g C O VI D -1 9  v a c ci n ati o ns) . 
P arti ci p a nts i m p a ct e d b y C O VI D -1 9  d o n ot c orr es p o n d n e c ess aril y t o t h e p arti ci p a nts e x p eri e n ci n g 
t h e I C Es of ‘C O VI D -1 9  i nf e cti o n’ a n d ‘C O VI D -1 9  v a c ci n ati o n’ d efi n e d  i n effi c a c y a n al ys es (s e e 
S e cti o n  1 4 ). D e p e n di n g o n t h e M e d D R A v ersi o n a v ail a bl e at t h e ti m e of a n al ysis, a p pli c a bl e 
a d vi c e fr o m I C H M 1 P oi nts t o C o nsi d er W or ki n g Gr o u p a n d M e d D R A M ai nt e n a n c e a n d S u p p ort 
S er vi c es Or g a ni z ati o n  C o m m u ni c ati o n o n C or o n a vir us or m or e r e c e nt offi ci al g ui d a n c e will b e 
a p pli e d t o c o di n g a n d r e p orti n g C or o n a vir us c o n c e pts.  
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P arti ci p a nts i m p a ct e d b y t h e U kr ai n e crisis  will als o b e li st e d wit h a d es cri pti o n of t h e diff er e nt 
e v e nts a n d i m p a cts  t h at t h e p arti ci p a nt e x p eri e n c e d. T his c o ul d i n cl u d e st u d y i nt er v e nti o n 
dis c o nti n u ati o n, st u d y dis c o nti n u ati o n, sit e tr a nsf er, pr ot o c ol d e vi ati o ns, mi ss e d d os es a n d mi ss e d 
visits.  I n a d diti o n, a c orr es p o n di n g s u m m ar y st ati sti cs t a bl e will b e pr o d u c e d pr es e nti 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 nts wit h st u d y i nt er v e nti o n  i nt err u pti o n, sit e tr a nsf er d u e t o t h e 
U kr ai n e crisis as w ell as n u m b er of mi ss e d d os es , n u m b er of p arti ci p a nts wit h p er m a n e nt tr e at m e nt 
dis c o nti n u ati o n  a n d m e di a n ti m e t o tr e at m e nt dis c o nti n u ati o n b y c o u ntr y. O nl y e v e nts wit h c a us e 
attri b ut e d t o t h e U kr ai n e crisis will b e i n cl u d e d. T h es e ar e i d e ntifi e d b y  t h e t e xt “ B C P 2 2 ” a d d e d 
as a pr efi x t o e x pl a n ati o ns i n e C R F fr e e -t e xt fi el ds or t h e pr ot o c ol d e vi atio n d es cri pti o n, e x pl ai n e d 
i n t h e st u d y s p e cifi c e C R F c o m pl eti o n g ui d eli n es a n d t h e . 0 0 8 2 _ P D M P. p df 
d o c u m e nt.  

P arti ci p a nts i m p a ct e d b y t h e U kr ai n e crisis d o n ot c orr es p o n d n e c ess aril y t o t h e p arti ci p a nts 
e x p eri e n ci n g t h e I C E of ‘ U kr ai n e crisis’ d efi n e d i n effi c a c y a n al ys es (s e e S e cti o n  1 4 ).  

A li sti n g of sit es n ot c o nti n u o usl y o p er ati o n al d u e t o t h e U kr ai n e crisis will b e pr o d u c e d, d et aili n g 
t h e sit e I D, c o u ntr y, n u m b er of r a n d o mi z e d p arti ci p a nts  at t h e sit e, d at e t h e sit e w as d e e m e d n ot 
o p er ati o n al a n d r e as o n.  

Listi n gs f or h o m e visits a n d t el e p h o n e c o nt a cts will b e pr o d u c e d.  

A t a bl e b as e d o n s cr e e n e d p arti ci p a nts , d es cri bi n g t h e n u m b er a n d p er c e nt of p arti ci p a nts i n e a c h 
a n al ysis s et b y i nt er v e nti o n gr o u p, will b e pr o d u c e d.  

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:  

•  N u m b er of p arti ci p a nts i n e ac h a n al ysis s et b y  r e gi o n, c o u ntr y a n d site  

•  N u m b er of r a n d o mi z e d p arti ci p a nts  (fr o m I W R S) b y r e gi o n a n d c o u ntr y  

•  N u m b er of r a n d o mi z e d p arti ci p a nts (I W R S) b y r a n d o mi z ati o n str at a  

•  Cr oss t a b ul ati o n: str at u m b y I W R S v ers us str at u m b y e C R F/ v e n d or d at a  

•  Cr oss t a b ul ati o n: p arti ci p a nts r a n d o mi z e d ( T erifl u n o mi d e /e v o br uti ni b ) vs. tr e at e d 
(T erifl u n o mi d e/ e v o br uti ni b / n o) 

•  B y -visit n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h o n -sit e v ers us at h o m e v ers us 
t el e p h o n e visits / c o nt a ct 

•  N u m b er of r a n d o mi z e d p arti ci p a nts b y a g e c at e g or y . 

R e -s cr e e n e d p arti ci p a nts will b e pr es e nt e d i n a li sti n g.  

Dis p ositi o n of P R O MI S Q u esti o n n ai r e s 

T h e dis p ositi o n of t h e P R O MI S q u esti o n n air es ( P R O MI S P F a n d F ati g u e) will b e d es cri b e d 
s e p ar at el y at e a c h s c h e d ul e d visit i n t er ms of c o m pl eti o n a n d c o mpli a n c e r at es as d es cri b e d b el o w:  

•  N u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts w h o r et ur n e d t h e q u esti o n n air e at t h e 
visit as e x p e ct e d ( c o m pli a n c e r at e usi n g all e x p e ct e d q u esti o n n air es i n t h e d e n o mi n at or)  
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•  N u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts wit h at l e ast o n e e v al u a bl e 
q u esti o n n air e at t h e visit ( c o m pl eti o n r at e usi n g all e x p e ct e d q u esti o n n air es i n t h e 
d e n o mi n at or)  

•  P o p ul ati o n -l e v el s u m m ar y ( p er q u esti o n n air e ):  

o  %  C o m pli a n c e = 1 0 0  ×
n u m b e r  of  p a r ti ci p a nt s  w h o  r et u r n e d  t h e  P R O  q u e sti o n n ai r e

n u m b e r  of  p a rti ci p a nt s  f o r w h o m  a  P R O  q u e sti o n n ai r e  i s e x p e ct e d
  

o  %  C o m pl eti o n = 1 0 0  ×
n u m b e r  of  p a r ti ci p a nt s  wi t h  at  l e a s t o n e  e v al u a bl e  P R O  

n u m b e r  of  p a r ti ci p a nt s  f o r w h o m  a  P R O  q u e s ti o n n ai r e  i s e x p e c t e d
  

A q u esti o n n air e is c o nsi d er e d r et ur n e d if at l e ast o n e  it e m fr o m t h e q u esti o n n air e is a ns w er e d. A 
q u esti o n n air e is c o nsi d er e d e v al u a bl e if P R O MI S T -s c or es c a n b e d eri v e d.  

C o m pli a n c e a n d c o m pl eti o n r at es f or e a c h P R O MI S q u esti o n n air e  will b e pr o vi d e d at B as eli n e  
a n d s u bs e q u e nt s c h e d ul e d visits b y st u d y i nt er v e nti o n gr o u p.  

T h e r e as o ns f or n o n -c o m pli a n c e a n d n o n -c o m pl eti o n will b e d es cri b e d at B as eli n e  a n d s u bs e q u e nt 
s c h e d ul e d visits b y st u d y i nt er v e nti o n gr o u p  as f oll o ws:  

•  N u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts wit h mi ssi n g  q u esti o n n air e at a n 
e x p e ct e d  visit b y r e as o n  f or n o n-c o m pli a n c e :  

o  D e at h  

o  L ost t o f oll o w-u p  

o  Wit h dr a w al b y s u bj e ct  

o  Ot h er r e as o n f or st u d y t er mi n ati o n  

•  N u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts wit h mi ssi n g q u esti o n n air e at t h e visit 
b y r e as o n w hil e e x p e ct e d –  r e as o ns f or n o n -c o m pl eti o n : 

o  S u bj e ct f elt t o o ill  

o  Cli ni ci a n or n urs e f elt t h e s u bj e ct w as t o o ill  

o  S u bj e ct u n a bl e t o c o m e t o sit e  

o  Sit e w as cl os e d  

o  I n v esti g at or d e cisi o n 

o  S u bj e ct di d n ot c o m e f or u n k n o w n r e as o ns  

o  Ot h er  

o  C O VI D -1 9  r el at e d ( y e s/ n o/ u n k n o w n) 

o  U kr ai n e crisis r el at e d ( y e s/ n o/ u n k n o w n)  
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1 0. 2  P r ot o c ol D e vi ati o ns / E x cl usi o n f r o m A n al ysis P o p ul ati o ns   

1 0. 2. 1  I m p o rt a nt P r ot o c ol D e vi ati o ns   

I P Ds ar e P D e v s t h at mi g ht si g nifi c a ntl y aff e ct t h e c o m pl et e n ess, a c c ur a c y, a n d/ or r eli a bilit y of t h e 
st u d y d at a or t h at mi g ht si g nifi c a ntl y aff e ct a p arti ci p a nt's ri g hts, s af et y , or w ell-b ei n g . I m p ort a nt 
pr ot o c ol d e vi ati o ns ar e d efi n e d i n a s e p ar at e d o c u m e nt ( l at est v ersi o n of . 0 0 8 2 _ 
P D M P . p df). 

All d e vi ati o ns will b e i d e ntifi e d b y eit h er sit e m o nit ori n g, m e di c al r e vi e w pr o c ess es or 
pr o gr a m mi n g a n d c o nfir m e d pri or t o or at t h e D R M, w hi c h will o c c ur b ef or e t h e d at a b as e l o c k . 
cI P Ds  ar e a s u bs et of i m p ort a nt pr ot o c ol d e vi ati o ns t h at c o ul d i m p a ct t h e k e y o bj e cti v es of t h e 
st u d y. A s m all n u m b er of p arti ci p a nts m a y b e e x cl u d e d fr o m t h e m F A S o n t h e b asis of cI P Ds 
r el at e d t o eli gi bilit y, r a n d o mi z ati o n err or or f ail ur e t o r e c ei v e st u d y i nt er v e nti o n , p er I C H E 9 (i. e. 
cI P Ds wit h P D c o d es e q u al t o P D E V 0 4 till P D E V 5 0, or P D E V 7 1 or P D E V 7 3  or P D E V 7 4  as 
d efi n e d i n P D M P) . P arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n a n d B el ar u s l a c ki n g d at a 
r o b ust n ess t hr o u g h o ut t h e st u d y m a y b e e x cl u d e d fr o m m F A S o n t h e b asis of ass ess m e nt of s it e 
o p er ati o n alit y . W h e n e v al u ati n g m F A S e x cl usi o n pri or t o D B L a n d u n bli n di n g, sit es  fr o m all 
c o u ntri es will b e r e vi e w e d . 

As d es cri b e d i n S e cti o n  8. 1 , t h e pr ot o c ol all o ws t h e fl e xi bilit y t o e x cl u d e S A F p artici p a nts fr o m 
m S A F, if sit es wit h  l a c k of s af et y d at a r o b ust n ess t hr o u g h o ut t h e st u d y ar e i d e ntifi e d. At t h e ti m e 
of fi n ali z ati o n of t hi s IA P, n o s u c h sit e h a s b e e n i d e ntifi e d.  

T h e o ut c o m e of t h e D R M will d o c u m e nt t h e I P Ds (i n cl u di n g cI P Ds) as w ell as t h e fi n ali z ati o n of 
t h e a n al ysis p o p ul ati o ns i n a m e m o. I P Ds will b e d o c u m e nt e d i n C DI S C S D T M w h et h er i d e ntifi e d 
t hr o u g h sit es m o nit ori n g, m e di c al r e vi e w a n d/ or pr o gr a m mi n g. 

C O VI D -1 9  r el at e d P De v s will i n cl u d e all P D e v s i n cl u di n g t h e m e nti o n “ C O VI D -1 9 ” at t h e 
b e gi n ni n g of t h eir d es cri pti o n.  

U kr ai n e crisis r el at e d P D e vs will i n cl u d e all P D e vs i n cl u di n g t h e m e nti o n “ B C P 2 2 ” at t h e 
b e gi n ni n g of t h eir d es cri pti o n.  

T h e f oll o wi n g s u m m ar y t a bl es a n d li sti n gs of I P Ds/ P De v s will b e pr o vi d e d  o n all r a n d o mi z e d 
p arti ci p a nts : 

•  T a bl e pr o vi di n g fr e q u e n c y f or e a c h t y p e of I P D/cI P D : 

o  C O VI D -1 9  r el at e d I P Ds will b e s u m m ari z e d as a s e p ar at e c at e g or y wit hi n t h e t a bl e.  

o  U kr ai n e crisis r el at e d I P Ds will als o b e s u m m ari z e d as a s e p ar at e c at e g or y wit hi n 
t h e t a bl e. 

•  T a bl e pr o vi di n g fr e q u e n c y f or e a c h t y p e of mi n or C O VI D -1 9  r el at e d P De v  

•  T a bl e pr o vi di n g fr e q u e n c y f or e a c h t y p e of mi n or U kr ai n e crisis r el at e d P D e v  
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•  Listi n g of I P Ds  

•  A s p e cifi c li sti n g f or C O VI D -1 9  r el at e d I P Ds/ P D e vs 

•  A s p e cifi c li sti n g f or U kr ai n e cris is r el at e d I P Ds/ P D e vs  

1 0. 2. 2  R e a s o ns L e a di n g t o t h e E x cl usi o n f r o m a n A n al ysi s 
P o p ul ati o n   

A fr e q u e n c y t a bl e p er r e as o n of e x cl usi o n fr o m t h e F A S , m F A S, S A F,  P K , P K S U B,  P D , a n d  
P D B T K O  p o p ul ati o ns as w ell as a li sti n g  will b e pr o vi d e d.  

1 1  D e m o g r a p hi cs a n d Ot h e r B a s eli n e  C h a r a ct e risti cs   

D e m o gr a p hi cs a n d b as eli n e  c h ar a ct eristi cs will b e s u m m ari z e d o n F A S . T h e y will b e pr es e nt e d b y 
i nt er v e nti o n gr o u p a n d o v er all , f or e a c h st u d y a n d o n p o ol e d d at a. All li st e d d at a will b e o n F A S  
wit h a n a d diti o n al c ol u m n or fl a g f or p arti ci p a nts i n m F A S . 

1 1. 1  D e m o g r a p hi cs   

•  D e m o gr a p hi c c h ar a ct eristi cs :  

o  S e x: m al e, f e m al e  

o  R a c e: W hit e, Bl a c k or Afri c a n A m eri c a n, Asi a n, A m eri c a n I n di a n or Al as k a N ati v e, N ati v e 
H a w aii a n or Ot h er P a cifi c Isl a n d er, M ulti pl e ( C o m bi n ati o ns i n cl u d e d as 
s u b -s u m m ari z ati o n), N ot c oll e ct e d at t his sit e, Ot h er  

o  Et h ni cit y: His p a ni c or L ati n o, N ot His p a ni c  or L ati n o  

o  A g e ( y e ars) at i nf or m e d c o ns e nt: s u m m ar y st ati sti cs  

o  A g e ( y e ars) at i nf or m e d c o ns e nt c at e g ori es: <  4 0 , ≥ 4 0  

•  G e o gr a p hi c R e gi o n: N ort h A m eri c a, W est er n E ur o p e, E ast er n E ur o p e, R O W  

•  E E A  

S p e cifi c ati o ns f or c o m p ut ati o n:  

•  A g e ( y e ars):  

•  ( d at e of gi v e n i nfor m e d c o ns e nt - d at e of birt h + 1) / 3 6 5. 2 5  

•  I n c as e of missi n g d a y f or d at e of birt h , b ut m o nt h a n d y e ar a v ail a bl e :  

•  F or t h e d eri v ati o n of a g e, t h e d a y of birt h will b e s et t o 1 a n d t h e f or m ul a a b o v e will b e 
us e d  

•  I n c as e of missi n g m o nt h f or at d at e of bir t h, b ut y e ar a v ail a bl e:  
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•  F or t h e d eri v ati o n of a g e, t h e d a y a n d t h e m o nt h of birt h will b e s et t o 1 a n d t h e f or m ul a 
a b o v e will b e us e d  

C o u ntr y will b e utili z e d t o  i d e ntif y t h e g e o gr a p hi c r e gi o n a n d E E A m e m b er s hi p.  

G e o gr a p hi c r e gi o n a n d E E A m e m b ers hi p f or p arti ci p a nts fr o m U kr ai n e w h o m o v e d t o a n ot h er 
c o u ntr y aft er t h e st art of t h e U kr ai n e crisis ar e d eri v e d b as e d o n t h e ori gi n al  c o u ntr y t h e p arti ci p a nts 
w er e r a n d o mi z e d t o (i. e. U kr ai n e) . 

D e m o gr a p hi c s u m m ar y will als o b e pr es e nt e d b y t h e s u b gr o u p ‘ m e m b ers hi p i n i niti al or s e c o n d 
r e cr uit m e nt c o h orts’ (i. e. i niti al c o h ort vs. s e c o n d c o h ort).  

D e m o gr a p hi c s u m m ar y will als o b e pr es e nt e d b y t h e s u b s et  ‘E D S S ≥ 2 at b as eli n e ’. 

1 1. 2  M e di c al Hi st o r y   

T h e m e di c al hist or y will b e s u m m ari z e d fr o m t h e “ M e di c al Hist or y  D et ails ” e C R F p a g e, usi n g t h e 
m ost r e c e nt M e d D R A v ersi o n  at ti m e of d at a b as e l o c k , P T as e v e nt c at e g or y a n d S O C b o d y t er m 
as B o d y S yst e m c at e g o r y. T h e M e d D R A v ersi o n us e d will b e i n di c at e d i n f o ot n ot e. E a c h 
p arti ci p a nt will b e c o u nt e d o nl y o n c e wit hi n e a c h P T or S O C.  

M e di c al hist or y will b e dis pl a y e d i n t er ms of fr e q u e n c y t a bl es  b as e d u p o n F A S : or d er e d b y pri m ar y 
S O C a n d P T i n al p h a b eti c al or d er.  All m e di c al hi st or y d at a will b e li st e d.  

1 1. 3  Ot h e r B a s eli n e  C h a r a ct e risti cs   

1 1. 3. 1  Di s e a s e Hist o r y   

I nf or m ati o n o n M S b as eli n e  dis e as e c h ar a ct eristi cs, b as e d o n d at a c oll e ct e d o n D a y 1 pr e d os e a n d 
d uri n g S cr e e ni n g , will b e s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p . D es cri pti v e st atisti cs will b e 
pr es e nt e d f or:  

•  T y p e of M S, eit h er R R M S or S P M S  wit h r el a ps es  

o  Ti m e ( y e ars) si n c e c o n v ersi o n fr o m R R M S t o S P M S (f or p arti ci p a nts wit h S P M S)  

•  Ti m e ( y e ars) si n c e o ns et of s y m pt o ms  

•  Ti m e ( y e ars) si n c e i niti al M S di a g n osis d at e  

•  S yst e m(s) aff e ct e d b y fir st att a c k  

•  N u m b er of r el a ps e(s) i n t h e l ast 2  y e ars  b ef or e S cr e e ni n g  

•  N u m b er of r el a ps e(s) fr o m l ast y e ar  pri or t o r a n d o mi z ati o n  

•  F ulfill s M c D o n al d crit eri a 2 0 1 7  at S cr e e ni n g  
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•  Pr es e n c e of  at l e ast 1 T 1  G d +  l esi o n wit hi n 6  m o nt hs  pri or t o r a n d o mi z ati o n  

Ti m e ( y e ar s ) si n c e e v e nt  d eri v ati o n is d es cri b e d i n S e cti o n  9. 6 . 

D is e as e hist or y s u m m ar y will als o b e pr es e nt e d b y t h e s u b s et  ‘E D S S ≥ 2 at b as eli n e ’. 

1 1. 3. 2  B a s eli n e  L esi o n M e a s u r es, N e u r ol o gi c al As s ess m e nts , P R O s 
a n d Nf L C o n c e nt r ati o n   

B as eli n e  n e ur ol o gi c al m e as ur es b as e d o n M RI a n d P R O ass ess m e nts will b e s u m m ari z e d b y st u d y 
i nt er v e nti o n gr o u p. D es cri pti v e st atisti cs will b e pr es e nt e d f or: 

•  N u m b er of T 1 G d + l esi o ns  

•  V ol u m e of T 1 G d + l esi o ns  ( c c) 

•  N u m b er of T 2 l esi o ns  

•  V ol u m e of T 2 l esi o ns  ( c c) 

•  N or m ali z e d Br ai n V ol u m e  ( c m3 ) 

•  N or m ali z e d C orti c al Gr e y M att er V ol u m e  ( c m3 ) 

•  T h al a mi c V ol u m e  ( c m3 ) 

•  E D S S s c or e (fr o m v e n d or d at a ) 

•  S c or es f or e a c h of t h e 7 F u n cti o n al S yst e ms ( Vis u al, Br ai nst e m, P yr a mi d al, C er e b ell ar, 
S e ns or y, B o w el/ Bl a d d er, C er e br al) a n d s c or e f or A m b ul ati o n us e d t o d eri v e E D S S s c or e.  

•  P R O MI S P h ysi c al F u n cti o ni n g s c or e  

•  P R O MI S F ati g u e s c or e  

•  E Q -5 D -5 L I n d e x a n d V A S  

•  S F -3 6 v 2 n or m ali z e d s c or e f or e a c h of t h e 8 h e alt h d o m ai n s c al es  

•  S F -3 6 v 2 P C S  s c or e a n d M C S  s c or e  

•  T 2 5 -F W s c or e  

•  9 -H P T s c or e  

•  S D M T s c or e  
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•  Nf L c o n c e ntr ati o n  

1 1. 3. 3  Hi st o r y of D M T   

I nf or m ati o n o n D M T s , as c oll e ct e d o n t h e “ HI S T O R Y O F DI S E A S E M O DI F YI N G D R U G S 
D E T AI L S ”  e C R F p a g e , will b e s u m m ari z e d b y st u d y i nt er v e nti o n. D es cri pti v e st atisti cs will b e 
pr es e nt e d f or:  

•  A n y D M T b ef or e st u d y e ntr y: y es / no  

•  Pri or D M T t y p e: 

o  A u b a gi o (t erifl u n o mi d e)  

o  R e bif / A v o n e x / Pl e gri d y (I F N b et a -1 a)  

o  B et as er o n / B et af er o n / E xt a vi a (I F N b et a -1 b)  

o  C o p a x o n e / Gl at o p a ( gl atir a m er a c et at e ) 

o  Gil e n y a (fi n g oli m o d) / M a y z e nt (si p o ni m o d) / Z e p osi a ( o z a ni m o d) / P o n v or y ( p o n esi m o d )  

o  L e mtr a d a ( al e mt u z u m a b)  

o  M a v e n cl a d ( cl a dri bi n e)  

o  N o v a ntr o n e ( mit o x a ntr o n e)  

o  O cr e v us ( o cr eli z u m a b) / K esi m pt a ( of at u m u m a b) / Rit u x a n ( rit u xi m a b) / U blit u xi m a b 
(B RI U M VI ) 

o  T ys a bri ( n at ali z u m a b)  

o  T e cfi d er a ( Di m et h yl f u m ar at e) / V u m erit y ( dir o xi m el f u m ar at e)  

o  I n v esti g ati o n al dr u g 

o  Ot h er  

•  R e as o n f or dis c o nti n u ati o n fr o m l ast pri or D M T : 

o  L a c k of Effi c a c y  

o  A E  

o  Ot h er  

•  N u m b er of pri or tr e at m e nts ( 1, 2, ≥  3)  

•  Pri or tr e at m e nt d ur ati o n –  c o m bi n e d (s u m of all pri or D M T ); as a c o nti n u o us v ari a bl e a n d 
c at e g ori c all y:  

o  ≤ 1 m o nt h  

o  > 1 - 6 m o nt hs  

o  > 6 - 1 2  m o nt hs  

o  > 1 2 - 2 4 m o nt hs  
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o  > 2 4 - 3 6 m o nt hs  

o  > 3 6 - 4 8 m o nt hs  

o  > 4 8 –  6 0 m o nt hs  

o  > 6 0 m o nt hs  

Alt h o u g h o nl y m o nt h a n d y e ar f or D M T  st art a n d e n d d at es ar e c oll e ct e d, d ur ati o n will b e 
c al c ul at e d as d es cri b e d i n S e cti o n  9. 6  ( d efi niti o n of d ur ati o n) a n d c o n v ert e d i nt o m o nt hs, as 
d es cri b e d i n S e cti o n  9. 7  ( c o n v ersi o n f a ct ors), aft er t h e f oll o wi n g i m p ut ati o ns ar e  p erf or m e d:  

St art d at e:  

•  D a y will b e i m p ut e d as 1  

•  I n c as e t h e m o nt h is missi n g, th e m o nt h will b e i m p ut e d as J a n u ar y  

E n d d at e:  

•  If t h e m o nt h a n d y e ar ar e pri or t o t h e m o nt h a n d y e ar of first st u d y i nt er v e nti o n, t h e n d a y 
will b e i m p ut e d as t h e l ast d a y of t h e m o nt h  

•  If t h e m o nt h a n d y e ar ar e e q u al t o t h e m o nt h a n d y e ar of first st u d y i nt er v e nti o n, t h e n d a y 
will b e i m p ut e d as t h e fir st d a y of t h e m o nt h  

•  I n c as e t h e m o nt h is missi n g: 

o  If t h e y e ar is pri or t o t h e y e ar of t h e first st u d y i nt er v e nti o n, t h e m o nt h will b e 
i m p ut e d as D e c e m b er 

o  If t h e y e ar is th e s a m e as t h e y e ar of t h e first st u d y i nt er v e nti o n, t h e m o nt h will b e 
i m p ut e d as t h e m o nt h pri or t o t h e m o nt h of first st u d y i nt er v e nti o n. If t h e m o nt h of 
t h e first st u d y i nt er v e nti o n is J a n u ar y, t h e d at e i m p ut e d will b e 0 1 J a n u ar y 

If t h e st art or e n d d at e is c o m pl et el y mi ssi n g, n o i m p ut ati o n will b e p erf or m e d a n d t h e d ur ati o n 
will b e mi ssi n g.  

1 1. 3. 4  Ot h e r S c r e e ni n g C h a r a ct e risti cs   

Ot h er c h ar a ct eristi cs li k e vir al s er ol o g y, Q u a nti F E R O N ® -T B t est a n d F erriti n a n d tr a nsf erri n 
s at ur ati o n will b e li st e d o nl y.  

1 1. 3. 5  B a s eli n e  S u bst a n c e Us e C h a r a ct e risti cs   

C o n v ersi o n f a ct ors f or e x p os ur e will b e as p er s p e cifi c ati o ns i n S e cti o n  9. 7 . 

Ni c oti n e us a g e  will b e s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p as f oll o ws:  

•  Ni c oti n e us e st at us f or e a c h e x p os ur e t y p e ( n e v er / c urr e nt  / f or m er us er) 

•  E x p os ur e t y p e ( ci g ar ett es / c h e wi n g t o b a c c o / ni c oti n e g u m / e -ci g ar ett es a n d v a p or)  

•  E x p os ur e s u m m ar y st atisti cs p er w e e k f or e a c h e x p os ur e t y p e  e x c e pt ci g ar ett es  
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Ci g ar ett es will b e s u m m ari z e d b y p a c k s p er d a y. 

Al c o h ol us a g e  will b e s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p as f oll o ws:  

•  Al c o h ol us e st at us  f or e a c h e x p os ur e t y p e ( y es / n o) 

•  E x p os ur e t y p e ( b e er / wi n e / s pirits)  

•  E x p os ur e s u m m ar y st atisti cs p er w e e k f or e a c h e x p os ur e t y p e  

C aff ei n e u s a g e will b e s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p as f oll o ws:  

•  C aff ei n e us e st at us ( n o us e / o c c asi o n al us e ( n ot d ail y us e) / r e g ul ar us e ( 1 -2 c u p(s)/ d a y) / 
r e g ul ar us e ( > 3 c u ps/ d a y)) 

All ni c oti n e, al c o h ol, a n d c aff ei n e us a g e d at a will b e li st e d as c oll e ct e d o n t h e r el e v a nt e C R F p a g es.  

1 2  P r e vi o us o r C o n c o mit a nt M e di c ati o ns/ P r o c e d u r es   

1 2. 1  P r e vi o us o r C o n c o mit a nt M e di c ati o ns   

B as e d o n “ R E L E V A N T P R E VI O U S M E DI C A TI O N S  D et ails ” & “ C O N C O MI T A N T 
M E DI C A TI O N S  D et ails ” e C R F p a g es.  

F or t h e P A, pr e vi o us a n d c o n c o mit a nt m e di c ati o n s will b e s u m m ari z e d s e p ar at el y b y i nt er v e nti o n 
gr o u p o n S A F  f or e a c h st u d y. D at a fr o m t h e o n -tre at m e nt p eri o d i n cl u di n g S af et y  F oll o w -u p d at a 
will b e i n cl u d e d.   

St atisti c al a n al ysi s  

T h e A T C -2 n d  l e v el a n d P T will b e t a b ul at e d as gi v e n fr o m t h e W H O-D D c urr e nt v ersi o n. I n c as e 
m ulti pl e A T Cs ar e assi g n e d t o a dr u g, o nl y A T C -2 n d  l e v el r el at e d t o t h e i n di c ati o n will b e us e d f or 
r e p orti n g.  

T h e n u m b er a n d pr o p orti o n of p arti ci p a nt s wit h pr e vi o us or c o n c o mit a nt m e di c ati o ns will b e 
s e p ar at el y s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p a n d will b e pr es e nt e d b y d es c e n di n g fr e q u e n c y 
of A T C 2 n d  l e vel t er m a n d t h e n b y d es c e n di n g fr e q u e n c y of P T i n t h e e v o br uti ni b  c ol u m n. If 
m ulti pl e A T Cs/ P Ts h a v e t h e s a m e fr e q u e n c y, t h e y will b e s ort e d al p h a b eti c all y. T h e W H O -D D 
v ersi o n us e d will b e i n di c at e d i n f o ot n ot e.  

Pr e vi o us or c o n c o mit a nt m e di c ati o ns will b e als o list e d.  

P r e vi o u s m e di c ati o n s  ar e m e di c ati o ns, ot h er t h a n st u d y i nt er v e nti o ns, w hi c h eit h er:  

•  st art e d a n d st o p p e d b ef or e first a d mi nistr ati o n of a n y st u d y i nt er v e nti o n (t erifl u n o mi d e or 
e v o br uti ni b).  

•  st art e d pri or t o t h e first a d mi nistr ati o n of st u d y i nt er v e nti o n (t erifl u n o mi d e or e v o br uti ni b) a n d 
ar e t a k e n b y p arti ci p a nts o n or aft er t h e first a d mi nistr ati o n of st u d y i nt er v e nti o n d uri n g t h e 
tr e at m e nt p eri o d (i n cl u di n g S af et y  F oll o w -u p f or e arl y dis c o nti n u e d p arti ci p a nts).  
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C o n c o mit a nt m e di c ati o n s  ar e m e di c ati o ns, ot h er t h a n st u d y i nt er v e nti o ns, w hi c h eit h er:  

•  st art e d o n or aft er t h e first a d mi ni str ati o n of a n y st u d y i nt er v e nti o n i n t h e D B T P .  

•  st art e d pri or t o t h e first a d mi nistr ati o n of st u d y i nt er v e nti o n i n t h e D B T P  a n d ar e t a k e n b y 
p arti ci p a nts o n or aft er t h e first a d mi nistr ati o n of st u d y i nt er v e nti o n (i n cl u di n g 
S af et y  F oll o w -u p  f or e arl y dis c o nti n u e d p arti ci p a nts). 

P arti al d at es will b e h a n dl e d as f oll o ws:  

•  F or pr e vi o us m e di c ati o ns, i n c as e t h e d at e v al u es will n ot all o w a m e di c ati o n t o b e 
u n e q ui v o c all y all o c at e d t o pr e vi o us m e di c ati o n, t h e m e di c ati o n will b e c o nsi d er e d a s 
pr e vi o us m e di c ati o n.  

•  F or c o n c o mit a nt m e di c ati o ns, i n c as e t h e d at e v al u es will n ot all o w a m e di c ati o n t o b e 
u n e q ui v o c all y all o c at e d t o c o n c o mit a nt m e di c ati o n, t h e m e di c ati o n will b e c o nsi d er e d a s 
c o n c o mit a nt m e di c ati o n.  

1 2. 2  P ri o r o r C o n c u r r e nt P r o c e d u r es   

B as e d o n t h e “ R E L E V A N T P R E VI O U S P R O C E D U R E S  D et ails ” & “ C O N C O MI T A N T 
P R O C E D U R E S  D et ails ” e C R F p a g e . Pri or a n d c o n c urr e nt pr o c e d ur es will b e s u m m ari z e d t h e 
s a m e w a y as m e di c ati o ns (s e e S e cti o n  1 2. 1 ). 

N u m b er of p arti ci p a nt s wit h pri or/ c o n c urr e nt pr o c e d ur es o v er all a n d b y S O C a n d P T will b e 
s u m m ari z e d b y i nt er v e nti o n gr o u p, usi n g c urr e nt v ersi o n of M e d D R A di cti o n ar y.  S O C t er ms will 
b e s or t e d al p h a b eti c all y. P Ts wit hi n e a c h S O C will b e s ort e d b y d es c e n di n g fr e q u e n c y of t h e 
e v o br uti ni b i nt er v e nti o n gr o u p, a n d t h e n al p h a b eti c all y if m ulti pl e P Ts h a v e t h e s a m e fr e q u e n c y .  

Pri or a n d c o n c urr e nt pr o c e d ur es will b e als o list e d.  

1 2. 3  C O VI D -1 9  V a c ci n ati o ns   

C O VI D -1 9  v a c ci n ati o ns will b e i d e ntifi e d a c c or di n g t o t h e S D Gs s u b gr o u p “ V a c ci n es f or 
C O VI D -1 9 ” a n d c orr es p o n di n g S D G s u b c at e g ori es of t h e l at est v ersi o n of t h e W H O -D D. T h e 
su m m ar y t a bl e will i n cl u d e c o u nts f or v a c ci n es t h at w er e gi v e n pri or t o first a d mi nistr ati o n of a n y 
st u d y i nt er v e nti o n as w ell as c o n c o mit a nt.  

P arti ci p a nts e x p eri e n ci n g t h e I C E “ C O VI D -1 9  v a c ci n ati o n ” will b e i d e ntifi e d as t h os e  r e c ei vi n g a 
C O VI D -1 9  v a c ci n ati o n c o n c o mit a nt wit h st u d y i nt er v e nti o n.  

1 3  St u d y T r e at m e nt : C o m pli a n c e a n d E x p os u r e   

E x p os ur e, c u m ul ati v e/ c al c ul at e d t ot al d os e a n d c o m pli a n c e will b e s u m m ari z e d b y i nt er v enti o n 
gr o u p o n S A F. D at a fr o m t h e o n -tr e at m e nt p eri o d will b e a n al y z e d.  
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1 3. 1  E x p o s u r e C al c ul ati o n   

D os e i nt err u pti o ns/ c h a n g es will n ot b e c o nsi d er e d i n e x p os ur e c al c ul ati o n. D os e 
i nt err u pti o ns/ c h a n g es wit h t h e ass o ci at e d r e as o n will o nl y b e li st e d. 

D et ails d es cri bi n g st u d y t h er a p y d osi n g a n d a d mi nistr ati o n ar e pr o vi d e d i n  T a bl e 7 . 

T a bl e 7  D os a g e a n d a d mi nist r ati o n   

Tr e at m e nt Gr o u p  

N u m b e r of T a bl et s p e r d a y  N u m b e r of T a b l et s p e r d a y 

4 5  m g  1 4 m g  

E v o b r uti ni b  Pl a c e b o  T e rifl u n o mi d e  Pl a c e b o  

E v o br uti ni b 4 5 m g t wi c e 
d ail y  2  0  0  1  

T erifl u n o mi d e 1 4 m g o n c e  
d ail y  0  2  1  0  

Tr e at m e nt d ur ati o n i n w e e ks will b e c al c ul at e d a c c or di n g t o t h e f oll o wi n g f or m ul a:  

𝐷 𝑢 𝑟 𝑎 𝑡𝑖 𝑜 𝑛  𝑜 𝑓  𝐸 𝑣 𝑜 𝑏 𝑟 𝑢 𝑡𝑖 𝑛𝑖 𝑏  𝑜 𝑟  𝑇 𝑒 𝑟𝑖 𝑓𝑙 𝑢 𝑛 𝑜 𝑚𝑖 𝑑 𝑒  ( w e e k s ) = 
( 𝑑 𝑎𝑡 𝑒  𝑜 𝑓  𝑙 𝑎 𝑠𝑡 𝑑 𝑜 𝑠 𝑒  −  𝑑 𝑎𝑡 𝑒  𝑜 𝑓  𝑓𝑖 𝑟 𝑠𝑡  𝑑 𝑜 𝑠 𝑒  +  1 )

7
 

First d os e r ef ers t o t h e fir st a d mi nistr ati o n of a cti v e st u d y i nt er v e nti o n  i n t h e o n -tr e at m e nt peri o d. 
L ast d os e r ef ers t o t h e l ast a d mi nistr ati o n of a cti v e st u d y i nt er v e nti o n i n t h e o n -tr e at m e nt p eri o d. 
B ot h d at es of first a n d l ast d os e will b e r etri e v e d fr o m S D T M E X d o m ai n  (“ E v o br uti ni b / Pl a c e b o 
A d mi ni str ati o n D et ails ” a n d “ T erifl u n o mi d e  / Pl a c e b o A d mi ni str ati o n D et ails ” e C R F  p a g e s). If 
t h e e n d d at e of t h e l ast d os e i n E X is mi ssi n g f or p arti ci p a nts w h o di s c o nti n u e d tr e at m e nt 
pr e m at ur el y, t h e d at e of l ast d os e will b e r e pl a c e d b y t h e e n d of tr e at m e nt d at e r e c or d e d i n T T E R M  
e C R F p a g e or E n d  of  S t u d y d at e r e c or d e d i n S T E R M e C R F p a g e.  

Tr e at m e nt d ur ati o n will b e pr es e nt e d b y s u m m ar y st atisti cs a n d a c c or di n g t o t h e f oll o wi n g 
c at e g ori es:  

•  ≤ 1 w e e k  

•   > 1 t o 1 2  w e e ks  

•   > 1 2 t o 2 4 w e e ks  

•   > 2 4 t o 3 6 w e e ks  

•   > 3 6 t o 4 8 w e e ks  

•  > 4 8 t o 6 0 w e e ks  

•  > 6 0 t o 7 2 w e e ks  

•  > 7 2 t o 8 4  w e e ks  

•  > 8 4 t o 9 6  w e e ks  

•  > 9 6  t o 1 0 8  w e e ks  
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•  > 1 0 8  t o 1 2 0  w e e ks  

•  > 1 2 0 t o 1 3 2 w e e ks  

•  >  1 3 2  t o 1 4 4  w e e ks  

•  > 1 4 4 t o 1 5 6 w e e ks  

•  > 1 5 6 w e e ks  

T h e e x p e ct e d t ot al d os e ( m g) p er p arti ci p a nt  f or t h e o n -tr e at m e nt p eri o d will als o b e s u m m ari z e d 
f or t h e i nt er v e nti o n gr o u ps, b as e d o n t h e a ct u al st u d y i nt er v e nti o n t h e p arti ci p a nt  r e c ei v es. T h e 
e x p e ct e d t ot al d os e is d efi n e d a c c or di n g t o t h e f oll o wi n g f or m ul a:  

𝐷 𝑢 𝑟 𝑎 𝑡𝑖 𝑜 𝑛  𝑜 𝑓 𝐸 𝑣𝑜  𝑏 𝑟 𝑢 𝑡  𝑖 𝑛 𝑖  𝑏 𝑜 𝑟 𝑇 𝑒 𝑟 𝑖𝑓 𝑙𝑢 𝑛  𝑜 𝑚  𝑖 𝑑 𝑒𝑑 𝑎𝑡 𝑒 𝑜 𝑓 𝑙𝑎 𝑠 𝑡  ( 𝑑 𝑜 ) = 𝑠 𝑒 𝑑 𝑎 𝑡 𝑒 𝑜 𝑓 𝑓  𝑖 𝑟 𝑠 𝑡 𝑑𝑜 𝑠 𝑒  ( 𝑑 𝑎 𝑦 𝑠 ) × 𝐷 𝑎𝑖𝑙 𝑦  𝑑 𝑜 𝑠 𝑒  

w h er e t h e d ail y d os e f or e a c h i nt er v e nti o n  is pr o vi d e d i n T a bl e 7 . 

T h e c u m ul ati v e a ct u al d os e ( m g ) p er p arti ci p a nt  f or t h e o n -tr e at m e nt p eri o d will als o b e 
s u m m ari z e d f or t h e a cti v e i nt er v e nti o n gr o u ps. T h e c u m ul ati v e a ct u al d os e is d efi n e d a c c or di n g t o 
t h e f oll o wi n g f or m ul a: 

𝐶 𝑢 𝑚 𝑢𝑙 𝑎𝑡𝑖 𝑣 𝑒  𝑎 𝑐𝑡 𝑢 𝑎𝑙  𝑑 𝑜 𝑠 𝑒  𝑓 𝑜 𝑟  𝐸 𝑣 𝑜 𝑏 𝑟 𝑢 𝑡𝑖 𝑛𝑖 𝑏  𝑜 𝑟  𝑇 𝑒 𝑟𝑖 𝑓𝑙 𝑢 𝑛 𝑜 𝑚𝑖 𝑑 𝑒  ( 𝑚 𝑔 )
= 𝑆 𝑢 𝑚  𝑜 𝑓  𝑑 𝑜 𝑠 𝑒  𝑝 𝑒 𝑟  𝑑 𝑎 𝑦  𝑓 𝑜 𝑟  𝐸 𝑣 𝑜 𝑏 𝑟 𝑢 𝑡𝑖 𝑛𝑖 𝑏  𝑜 𝑟  𝑇 𝑒 𝑟𝑖 𝑓𝑙 𝑢 𝑛 𝑜 𝑚𝑖 𝑑 𝑒  𝑟 𝑒 𝑐 𝑜 𝑟 𝑑 𝑠    

w h er e t h e d os e  p er d a y  i s d eri v e d i n t h e S D T M E X d o m ai n, fr o m t h e n u m b er of t a ble ts i n g est e d 
p er d a y, r e c or d e d o n t h e “ E v o br uti ni b / Pl a c e b o A d mi ni str ati o n D et ails ” a n d “ T erifl u n o mi d e  / 
Pl a c e b o A d mi ni str ati o n D et ails ” e C R F p a g e s, a n d t h e d os a g e i nf or m ati o n i n T a bl e 7 .   

St u d y dr u g a d mi nistr ati o ns will b e list e d b y i nt er v e nti o n gr o u p, a n d p arti ci p a nt , wit h st art/ e n d 
d at es of a d mi nistr ati o n, a n d r e as o n f or d os e c h a n g e or n o d os e (if a p pli c a bl e).  

1 3. 2  C o m pli a n c e C al c ul ati o n   

F or t h e o n -tr e at m e nt p eri o d, c o m pli a n c e wit h st u d y i nt er v e nti o n is d efi n e d a s t h e c u m ul ati v e a ct u al 
d os e d uri n g a p eri o d di vi d e d b y t h e e x p e ct e d t ot al d os e f or  t h at p eri o d, m ulti pli e d b y 1 0 0 t o yi el d 
a p er c e nt a g e, i. e.:  

C o m pli a n c e = 1 0 0 × (
 𝐶 𝑢 𝑚 𝑢𝑙 𝑎𝑡𝑖 𝑣 𝑒  𝑎 𝑐𝑡 𝑢 𝑎𝑙  𝑑 𝑜 𝑠 𝑒  ( 𝑚 𝑔 )

𝐸 𝑥 𝑝 𝑒 𝑐𝑡 𝑒 𝑑  𝑡 𝑜 𝑡 𝑎𝑙  𝑑 𝑜 𝑠 𝑒  ( 𝑚 𝑔 )
)  

C o m pli a n c e wit h st u d y i nt er v e nti o n will b e t a b ul at e d b y i nt er v e nti o n gr o u p fr o m first i nt a k e t o 
l ast i nt a k e d uri n g t h e  o n -tr e at m e nt p eri o d.  

C o m pli a n c e wit h st u d y i nt er v e nti o n will als o b e pr es e nt e d i nt o c at e g ori es a s f oll o ws:  

•  < 8 0 %  (I ns uffi ci e nt c o m pli a n c e) 

•  ≥ 8 0 % t o ≤ 1 0 0 %  

•  >  1 0 0 % t o ≤ 1 1 0 %  

•  > 1 1 0 %  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

5 5 /1 5 9  
   

F or e a c h a n al ysis, t h e  f oll o wi n g li sti n gs will b e pr o vi d e d: 

•  li sti n g of kit n u m b ers wit h d at e of dis p e ns e, d at e of r et ur n, a m o u nt dis p e ns e d a n d a m o u nt 
r et ur n e d. T his li sti n g will b e r e p e at e d b as e d o n p arti ci p a nts w h o r e c ei v e d a cti v e tr e at m e nt or 
pl a c e b o  t h at t h e y w er e n ot r a n d o mi z e d t o, or r e c ei v e d b ot h a cti v e tr e at m e nts. 

•  li sti n g of st art/ e n d d at es wit h d os e ( m g) p er d a y , r e as o ns f or mi ss e d/ m o difi e d d os e 

•  li sti n g wit h e x p os ur e ti m e, c u m ul ati v e d os e (t ot al a n d a ct u al), a n d c o m pli a n c e 

1 4  Effi c a c y A n al ys es   

T his s e cti o n i n cl u d e s s p e cifi c ati o ns f or a n al y zi n g effi c a c y e n d p oi nt s.  

D at a h a n dli n g f or effi c a c y e n d p oi nt s is d es cri b e d i n T a bl e 8  f or t h e I A f or B S S R  a n d t h e P A.  

T a bl e 8  D at a H a n dli n g f o r Effi c a c y A n al ysis   

A n al y si s  
A n al y si s 
s et s  

P e ri o d c o v e r e d  Tr e at m e nt g r o u p s  

I A f or 
B S S R  

F A S  
1 2 -w e e k C D P d at a fr o m t h e tr e at m e nt 
p eri o d ( S af et y  F oll o w -u p i n cl u d e d) 
t hr o u g h d at a c ut off  f or B S S R  

N ot a p pli c a bl e ( Bli n d e d)  

P A  F A S/ m F A S  
All d at a fr o m t h e D B T P  
( S af et y F oll o w -u p i n cl u d e d)  u ntil t h e P A 
c ut off  d at e   

E v o br uti ni b 4 5 m g t wi c e d ail y 

T erifl u n o mi d e  1 4 m g  o n c e  d ai l y 

T h e s e c o n d ar y o bj e cti v es b as e d o n dis a bilit y pr o gr essi o n a n d dis a bilit y i m pr o v e m e nt, a n d p ati e nt 
r e p ort e d s y m pt o ms a n d f u n cti o n al st at us will b e e v al u at e d b as e d o n p o ol e d d at a fr o m st u d y 

 a n d st u d y M S 2 0 0 5 2 7 _ 0 0 8 2. A n al ysis b as e d o n p o ol e d d at a will als o b e 
pr es e nt e d f or e a c h st u d y.  

T h e r a n d o mi z ati o n str at a us e d i n effi c a c y a n al ys e s ar e t h os e b as e d o n v e n d or d at a f or E D S S a n d 
e C R F f or re gi o n . 

F urt h er d et ails r e g ar di n g i m p ut ati o ns a n d st atisti c al m et h o ds will b e i n cl u d e d i n t h e St atisti c al 
M et h o d ol o g y d o c u m e nt ( A p p e n di x  1 8. 9 ). 

1 4. 1  P ri m a r y Esti m a n d : A n n u ali z e d R el a ps e R at e u p t o 1 5 6  W e e ks   

T his s e cti o n pr o vi d es d et ail e d i nf or m ati o n r el at e d t o t h e a n al ysis of t h e pri m ar y effi c a c y esti m a n d, 
i n cl u di n g pri m ar y, s e nsiti vit y, a n d s u b gr o u p a n al ys es.  

1 4. 1. 1  P ri m a r y O bj e cti v e: D e ri v ati o n a n d A n al y si s of A R R u p t o 1 5 6  
W e e ks   

T his s e cti o n  d et ails t h e 5 attri b ut es of t h e pri m ar y effi c a c y esti m a n d. 
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T h e 5  esti m a n d attri b ut es  a c c or di n g t o  I C H E 9( R 1) ar e: 

•  E n d p oi nt : A R R b as e d o n q u alifi e d r el a ps es u p t o 1 5 6 w e e ks. 

T h e p ati e n t-l e v el d at a r e q uir e d t o a d dr ess t h e cli ni c al q u esti o n ar e: ( 1) n u m b er of q u alifi e d 
r el a ps e e v e nts, as a dj u di c at e d b y t h e E A C, o bs er v e d u p t o W e e k  1 5 6 a n d ( 2) t h e ti m e (i n  
y e ars) o v er w hi c h t h os e e v e nts w er e o bs er v e d u p t o W e e k  1 5 6.  

•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6 w e e ks; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t erifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6 w e e ks.  

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a. 

•  St r at e gi es us e d t o a d d r ess I C Es :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt P oli c y str at e g y.  

o  D e at h attri b ut a bl e t o M S or tr e at m e nt: C o m p osit e v ari a bl e str at e g y  

o  D e at h u n attri b ut a bl e t o M S or tr e at m e nt: W hil e ali v e str at e g y  

o  U kr ai n e crisis: H y p ot h eti c al  str at e g y 

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y f or t h e e n d p oi nt, pr o vi di n g a b asis f or a ss essi n g st u d y 
i nt er v e nti o n eff e ct: R el a ps e r at e r ati o, b as e d o n a N B m o d el f or q u alifi e d r el a ps e c o u nt, 
wit h t er ms f or i nt er v e nti o n gr o u p a n d r a n d o mi z ati o n str at a, wit h offs et e q u al t o l o g 
f oll o w-u p  ti m e (i n y e ars) o v er w hi c h t h e q u alifi e d r el a ps es e x p eri e n c e d b y a p arti ci p a nt ar e 
o bs er v e d.  

T h e N B r e gr essi o n will b e c o m p ut e d wit h t h e S A S ® G E N M O D pr o c e d ur e, usi n g t h e 
dist = N B o pti o n i n t h e M O D E L st at e m e nt.  If t h e m o d el f ail s t o c o n v er g e, t h e f oll o wi n g 
st e ps will b e a p pli e d s e q u e nti all y u ntil t h e c o n v er g e n c e is r e a c h e d : us e of a m or e effi ci e nt 
al g orit h m i n t h e G LI M MI X pr o c e d ur e, r e m o v al of t h e t er m f or t h e r e gi o n r a n d o mi z ati o n 
str at u m, r e m o v al of t h e t er m f or t h e b as eli n e E D S S  r a n d o mi z ati o n str at u m, us e of t h e 
P oiss o n m o d el  wit h t h e r o b ust v ari a n c e esti m at i o n, s e e T a bl e 9  f or d et ail s. 
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T a bl e 9   D et ails of S t e p s t o b e Ap pli e d W h e n t h e P ri m a r y M o d el F ail s t o 
C o n v e r g e   

(0 )* P R O C G E N M O D  
M o d el i n cl u d e s t er m s f or tr e at m e nt a n d f or b ot h r e gi o n a n d b a s eli n e E D S S 
ra n d o mi z ati o n str at a / di st = N B  

(1 ) P R O C G LI M MI X  
M o d el i n cl u d e s t er m s f or tr e at m e nt a n d f or b ot h r e gi o n a n d b a s eli n e E D S S 
ra n d o mi z ati o n str at a / di st = N B  

(2 ) P R O C G LI M MI X  
M o d el i n cl u d e s t er m s f or tr e at m e nt a n d t h e b a s eli n e E D S S r a n d o mi z ati o n 
str at u m / di st = N B  

(3 ) P R O C G LI M MI X  M o d el i n cl u d e s o nl y  t h e t er m f or tr e at m e nt / di st = N B 

(4 ) P R O C G LI M MI X  
M o d el i n cl u d e s o nl y t h e t er m f or tr e at m e nt / di st = P OI S S O N / o pti o n 
‘ e m piri c al’ i n ‘ P R O C G LI M MI X’ st at e m e nt 

* I niti al m o d el  

Missi n g D at a H a n dli n g  

F or p arti ci p a nts w h o h a v e n ot b e e n tr e at e d a n d f oll o w e d u ntil t h e pl a n n e d e n d of tr e at m e nt  (i. e. 
P A c ut off or 1 5 6  w e e ks  p ost r a n d o mi z ati o n  ( S e cti o n 9. 1 3 ), w hi c h e v er o c c urs first) , t h e mi ssi n g 
d at a will b e ass u m e d t o b e M A R; tr e at m e nt dis c o nti n u ers will b e ass u m e d t o e x p eri e n c e r el a ps e 
t hr o u g h t h e pl a n n e d e n d of tr e at m e nt at t h e s a m e r at e as p arti ci p a nts wit h D B T P tr e at m e nt 
o n g oi n g/ c o m pl et e d  wit hi n t h e s a m e i nt er v e nti o n gr o u p a n d str at u m.  

H a n dli n g of I CE s  

I n a c c or d a n c e wit h Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e  I C E pr e m at ur e 
tr e at m e nt dis c o ntin u ati o n, a n y q u alifi e d r el a ps e s o c c urri n g t hr o u g h S af et y  F oll o w -u p will b e 
i n cl u d e d i n t h e a n al ysis u p t o t h e pl a n n e d e n d of tr e at m e nt (i. e. P A c ut off  d at e or 1 5 6 w e e ks p ost 
r a n d o mi z ati o n, w hi c h e v er o c c urs first). If a p arti ci p a nt is a tr e at m e nt c o m pl et er, i. e. d o es n ot 
e x p eri e n c e t h e I C E of pr e m at ur e tr e at m e nt dis c o nti n u ati o n, t h e n t h e Tr e at m e nt P oli c y str at e g y f or 
h a n dli n g t hi s I C E d o es n ot a p pl y, a n d o nl y d at a c oll e ct e d o n -tr e at m e nt (i. e. n o d at a fr o m 
S af et y  F oll o w -u p  V isit) will b e i n cl u d e d i n t h e a n al ysis (s e e S e cti o n 9. 1 0 ). 

I n a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str at e g y, f or p arti ci p a nts e x p eri e n ci n g  t h e I C E d e at h 
attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as a q u alifi e d r el a p s e. I n a c c or d a n c e wit h 
t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h u n attri b ut a bl e t o M S or 
tr e at m e nt, t h e d e at h will n ot b e c o u nt e d as a q u alifi e d r el a ps e.  

D e at hs wit h pri m ar y r e as o n e nt er e d as ‘ pr o gr essi v e dis e as e a n d/ or dis e as e r el at e d c o n diti o n’ i n t h e 
e C R F D e at h F or m will b e c o nsi d er e d as attri b ut a bl e t o M S. D e at hs  wit h pri m ar y r e as o n s et t o 
‘ e v e nt r el at e d t o st u d y tr e at m e nt’ will b e c o nsi d er e d as attri b ut a bl e t o st u d y i nt er v e nti o n. Ot h er 
d e at hs (i. e. pri m ar y r e as o n e q u al t o ‘ e v e nt u nr el at e d t o st u d y tr e at m e nt’ a n d ‘ u n k n o w n’) will b e 
c o nsi d er e d as u n attri b ut a bl e t o M S or tr e at m e nt.  

P arti ci p a nts at s it es n ot f ull y o p er ati o n al  d u e t o t h e U kr ai n e crisis , p ost st art of U kr ai n e crisis  will 
b e c o nsi d er e d t o h a v e e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’.  T his I C E will b e h a n dl e d usi n g t h e 
H y p ot h eti c al str at e g y, w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d 
n e v er h a p p e n e d. T h e d at a fr o m s u c h p arti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l os t 
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f ull y o p er ati o n al st at us. C e ns ori n g at t h e e n d of t h e pr e -crisis p eri o d is n o n -i nf or m ati v e f or t h e 
o ut c o m e of i nt er est (r el a ps e).  

Sit es n ot f ull y o p er ati o n al  p ost st art of t h e crisis al o n g wit h c orr es p o n di n g c e ns ori n g d at e will b e 
i d e ntifi e d b ef or e D B L a n d li st e d i n a n I A P A p p e n di x w h er e t h e l o n git u di n al a n al ysis of sit e st at us 
is d o c u m e nt e d. 

I n a c c or d a n c e wit h Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C Es ‘C O VI D -1 9  
i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n ’, or ‘e m er g e n c y u n bli n di n g ’, t h e o c c urr e n c e of t h es e I C Es is 
c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of q u alifi e d r el a ps e.  

I nf e r e nti al a n al ysi s  

T h e p o p ul ati o n -l e v el s u m m ar y c o m p ari n g t h e i nt er v e nti o n gr o u ps is q u alifi e d r el a ps e r at e r ati o, 
b as e d o n a N B m o d el f or q u alifi e d r el a ps e c o u nt  o v er 1 5 6 w e e ks , wit h t er ms f or i nt er v e nti o n gr o u p 
a n d c o v ari at es d efi n e d b y  r a n d o mi z ati o n str at a, wit h offs et e q u al t o l o g f oll o w-u p  ti m e f or a 
p arti ci p a nt  d uri n g t h e 1 5 6 w e e ks p ost r a n d o mi z ati o n . T h e a dj ust e d q u alifi e d r el a ps e r at e r ati o 
c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e esti m at e d fr o m t h e N B m o d el, 9 5 % 2 -si d e d CI, a n d 
1 -si d e d p -v al u e will b e r e p ort e d, t o g et h er wit h a dj ust e d A R R  f or e a c h i nt er v e nti o n gr o u p a n d 
ass o ci at e d 9 5 % 2 -si d e d CI. I n a d diti o n, t h e A R R r ati o will b e e x pr ess e d a s p er c e nt a g e r e d u cti o n 
r el ati v e t o t erifl u n o mi d e. T h e a n al ysis of A R R will b e b as e d o n F A S d at a fr o m a si n gl e st u d y 
(  or 0 0 8 2). 

T h e f oll o w -u p ti m e , i n y e ars, is d efi n e d as f oll o w s: 

•  F or p arti ci p a nts wit h tr e at m e nt o n g oi n g at ti m e of P A c ut off d at e:  

( 𝐷 𝑢 𝑟 𝑎  𝑡 𝑖  𝑜 𝑛 𝑜 𝑓 𝐸 𝑣𝑜 𝑏 𝑟 𝑢 𝑡  𝑖 𝑛 𝑖 𝑏 𝑜 𝑟 𝑇 𝑒 𝑟𝑖  𝑓 𝑙 𝑢 𝑛 𝑜 𝑚  𝑖ℎ 𝑑  𝑒 𝑑  𝑎 𝑡𝑒 𝑜 𝑓 𝑙  𝑎 𝑠 𝑡 𝑑  − 𝑜 𝑠 𝑒 𝑑 𝑎 𝑡𝑒 𝑜 𝑓 𝑓𝑖 𝑟 𝑠  𝑡 𝑑 𝑜 𝑠 ) + 1

3 6 5 .2 5
 

•  F or p arti ci p a nts w h o c o m pl et e d 1 5 6 w e e ks of tr e at m e nt:   

( 𝑒 𝑑 𝑎  𝑦 𝑠  𝐷 𝑎 𝑖 𝑙𝑦 𝑑 𝑜 𝑠𝑒  𝐶 𝑢 𝑚 𝑢  − 𝑙 𝑎 𝑡 𝑖 𝑣 𝑒𝑎 𝑐 𝑡 𝑢𝑎 𝑙 𝑑  𝑜 𝑠 𝑒 𝑓 ) + 1

3 6 5 .2 5
 

•  F or e arl y tr e at m e nt di s c o nti n u ers:  

( 𝑜 𝑟 𝐸 𝑣  𝑜 𝑏  𝑟 𝑢 𝑡 𝑖 𝑛 𝑖𝑏 𝑜 𝑟 𝑇 𝑒  𝑟 𝑖 𝑓 𝑙 𝑢 𝑛 𝑜 𝑚 𝑖𝑑 ∗   −  𝑒 𝑚 𝑔 𝑆 𝑢 𝑚𝑜 𝑓 𝑑 𝑜𝑠 𝑒 𝑝 𝑒 𝑟 𝑑 𝑎 ) + 1

3 6 5 .2 5
 

•  F or p arti ci p a nts wit h n o p ost r a n d o mi z ati o n r el a ps e ass ess m e nt b ef or e t h e P A c ut off d at e: 
0. 1/ 3 6 5. 2 5  

*  wit hi n 1 5 6  w e e ks p ost r a n d o mi z ati o n or b ef or e t h e P A c ut off d at e,  w hi c h e v er o c c urs first . 
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T h e M A R ass u m pti o n u n d er pi ns t h e r at e r ati o esti m at or i m pl e m e nt e d b y t h e N B m o d el t h at us es 
o bs er v e d q u alifi e d r el a ps e e v e nts a n d o bs er v e d f oll o w-u p  ti m e f or e a c h p arti ci p a nt, r e g ar dl ess of 
tr e at m e nt c o m pl et e d /dis c o nti n u e d/ o n g oi n g st at us.  

T h e c o v ari at es d e fi n e d b y r a n d o mi z ati o n str at a ar e  r e gi o n ( 4 l e v els: N ort h A m eri c a, W est er n 
E ur o p e, E ast er n E ur o p e, R O W) a n d b as eli n e  ( D a y 1) E D S S (2  l e v els: < 4. 0, ≥  4. 0 ). T h e N B m o d el 
ass u m es a c o m m o n dis p ersi o n p ar a m et er f or all p arti ci p a nts, i n d e p e n d e nt of i nt er v e nti o n  gr o u p or 
b as eli n e  c o v ari at es. T h e a dj ust e d q u alifi e d r el a ps e r at e r ati o esti m at e is gi v e n b y e x p o n e nti ati o n 
of t h e esti m at e f or t h e tr e at m e nt c o effi ci e nt fr o m t h e N B m o d el. I n t h e P A, o nl y o bs er v e d e v e nts 
a n d o bs er v ati o n ti m e will b e i n cl u d e d i n t h e a n al y sis; t h er e will b e n o i m p ut ati o n of e v e nts f or 
p arti ci p a nts dis c o nti n ui n g st u d y e arl y.  

D es c ri pti v e a n al ysi s  

D es cri pti v e st atisti cs of t h e r el a ps es will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p o n F A S, 
i n cl u di n g t h e n u m b er a n d p er c e nt a g e of r el a ps es r e q uiri n g h os pit ali z ati o n, n u m b er a n d p er c e nt a g e 
of r el a ps es tr e at e d wit h c orti c ost er oi ds ( as r e p ort e d o n t h e R E L A P S E D T e C R F p a g e) o ut of t h e 
t ot al n u m b er of r el a ps es, a n d t hi s will b e r e p e at e d o ut of t h e t ot al n u m b er of q u alifi e d r el a ps es. 

D es cri pti v e st ati sti cs f or A R R u p t o 1 5 6 w e e ks will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p  o n 
F A S . N o c e ns ori n g will b e a p pli e d f or d es cri pti v e st atisti cs. A t t h e tr e at m e nt-gr o u p -l e v el, t ot al 
n u m b er of q u alifi e d r el a ps es, t ot al n u m b er of r el a ps es, f oll o w-u p  (i n p arti ci p a n t-y e ars), a n d 
u n a dj ust e d A R R ( as n u m b er of all r el a ps es di vi d e d b y p ers o n -ti m e (i n y e ar s)), wit h 9 5 % 2-si d e d 
CI ( c al c ul at e d usi n g t h e G ar w o o d m et h o d), will  b e r e p ort e d. I n a d diti o n, d es cri pti v e st atisti cs of 
n u m b er of p arti ci p a n t-l e v el q u alifi e d r el a ps es a n d p arti ci p a n t-l e v el A R R ( n u m b er of q u alifi e d 
r el a ps es e x p eri e n c e d b y a p arti ci p a nt  u p t o 1 5 6 w e e k s, di vi d e d b y t h e f oll o w-u p  e x p eri e n c e d b y a 
p arti ci p a nt  u p t o 1 5 6 w e e k s) will b e s u m m ari z e d f or e a c h st u d y i nt er v e nti o n gr o u p, i n t er ms of 
m e a n, S D, m e di a n, Q 1, Q 3, mi n, a n d m a x.  

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g i nt er c urr e nt e v e nts will als o b e pr es e nt e d.  

A R R u p t o 1 5 6 w e e ks will b e pr es e nt e d as a b y -tr e at m e nt gr o u p b ar c h art, wit h a v erti c al li n e 
s e g m e nt f or e a c h b ar r e pr e s e nti n g 9 5 % 2 -si d e d CI, a n d wit h t h e p -v al u e f or t h e c o m p aris o n 
b et w e e n e v o br uti ni b a n d terifl u n o mi d e  ( b as e d o n N B m o d el) dis pl a y e d a b o v e t h e b ar p air .  

1 4. 1. 2  S e nsiti vit y A n al ys es of A R R   

T h e f oll o wi n g s e nsiti vit y a n al ys es f or A R R u p t o 1 5 6  w e e ks  ar e pl a n n e d , wit h t h e s a m e h a n dli n g 
of I C Es as  i n t h e pri m ar y a n al ysis , u nl ess ot h er wis e s p e cifi e d : 

1.  A n al ysis t o e v al u at e t h e p ot e nti al i nfl u e n c e of i nf or m ati v e tr e at m e nt dis c o nti n u ati o n a c c or di n g 
t o di s c o nti n u ati o n r e as o n.  

T his s e nsiti vit y a n al ysis will us e t h e s a m e  N B m o d el us e d  i n t h e pri m ar y a n al ysis a n d r e p ort 
t h e s a m e i nf er e nti al r es ult s. I n a d ditio n, a f or est pl ot will pr es e nt t h e q u alifi e d r el a ps e r at e r ati o , 
9 5 % CI a n d p -v al u e f or e a c h d elt a. 
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T h e f oll o wi n g a p pli es t o p arti ci p a nts i n t h e e v o br uti ni b i nt er v e nti o n gr o u p. If a p arti ci p a nt’s 
dis c o nti n u ati o n is u nr el at e d t o tr e at m e nt ( i. e. u nr el at e d t o  effi c a c y or s af et y iss u es), t h e 
p arti ci p a nt’s r el a ps e c o u nt will b e m ulti pl y i m p ut e d usi n g A R R i n t h e c o m p ar at or gr o u p  
( a dj ust e d f or t h e p arti ci p a nt’s str at u m) b as e d o n C R MI m et h o d , f or t h e i nt er v al b et w e e n 
dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt ( i. e. P A c ut off  or 1 5 6 w e e ks p ost r a n d o mi z ati o n, 
w hi c h e v er o c c urs first) . If a p arti ci p a nt’s dis c o nti n u ati o n is r el at e d t o tr e at m e nt, r el a ps e c o u nt 
will b e m ulti pl y i m p ut e d at a r at e hi g h er t h a n A R R i n t h e c o m p ar at or gr o u p  ( a dj ust e d f or t h e 
p arti ci p a nt’s str at u m) , f or t h e i nt er v al b et w e e n dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt . 
T h e c o m p ar at or  r at e aft er wit h dr a w al will b e m ulti pli e d b y d elt a, r a n gi n g fr o m 1 t o 3. 1 
( ~tri pli n g of r el a ps e r at e) i n st e ps of 0. 3. F or p arti ci p a nts wit h dis c o nti n u ati o n of tr e at m e nt ( all 
r e as o ns) i n t h e t erifl u n o mi d e gr o u p, t h e r el a ps e c o u nt will b e m ulti pl y i m p ut e d u n d er t h e M A R 
ass u m pti o n.   

MI m et h o ds f or c o u nt d at a will b e  a p pli e d f oll o wi n g t h e a p pr o a c h fr o m K e e n e 2 0 1 4 , s e e 
A p p e n di x  1 8. 9  f or d et ails. 

Tr e at m e nt t er mi n ati o n wit h pri m ar y r e as o n e nt er e d as ‘ a d v ers e e v e nt’, ‘l a c k of effi c a c y’ a n d 
‘ d e at h’ i n t he e C R F T T E R M for m will b e c o nsi d er e d as r el at e d t o tr e at m e nt. Ot h er tr e at m e nt 
t er mi n ati o ns (i. e. pri m ar y r e as o n e q u al t o ‘l ost t o f oll o w-u p ’, ‘ pr ot o c ol n o n-c o m pli a n c e’, 
‘ wit h dr a w al b y s u bj e ct’ a n d ‘ ot h er’) will b e c o nsi d er e d as u nr el at e d t o tr e at m e nt.  

2.  A n al ysis i n w hi c h e arl y tr e at m e nt di s c o nti n u ati o n is i m p ut e d as q u alifi e d r el a ps e.  

T his s e nsiti vit y a n al ysis will us e t h e s a m e N B m o d el us e d i n t h e pri m ar y a n al ysis of A R R u p 
t o 1 5 6 w e e ks a n d r e p ort t h e s a m e i nf er e nti al r es ult s .  

If a p arti ci p a nt dis c o nti n u e d tr e at m e nt e arl y d uri n g t h e o n -tr e at m e nt p eri o d wit h o ut q u alifi e d 
r el a ps e i n t h e 3 0 d a ys pri or t o dis c o nti n u ati o n, t h e p arti ci p a nt is ass u m e d t o h a v e a q u alifi e d 
r el a ps e e v e nt at t h e d at e of dis c o nti n u ati o n. 

3.  A n al ysis t o e v al u ate t h e p ot e nti al i m p a ct of m o d el miss p e cifi c ati o n . 

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at es t o t h e N B m o d el: n u m b er of r el a ps es 
i n pr e vi o us 2 y e ars b ef or e S cr e e ni n g , pr es e n c e/ a bs e n c e of T 1 G d + l esi o ns wit hi n 6  m o nt hs 
pri or t o r a n d o mi z ati o n, pri or D M T  ( y/ n), a n d a g e, as d efi n e d i n S e cti o n 8. 2 . T h e s a m e 
i nf er e nti al r es ult s will b e r e p ort e d as f or t h e pri m ary a n al ysis.  

4.  A n al ysis t o e v al u at e  t h e p ot e ntial i m p a ct of C O VI D -1 9  i nf e cti o n. 

T his s e nsiti vit y a n al ysis will h a n dl e t h e I C E of C O VI D -1 9  i nf e cti o n wit h t h e H y p ot h e ti c al 
str at e g y, i. e. all of a p arti ci p a nt’s d at a o n t h e d a y of a n d aft er t h e i nf e cti o n will b e c e ns or e d. 
T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h a n y C O VI D -1 9 -r el at e d I C Es ar e i g n or e d i n 
t h e a n al ysis (i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e of i nf e cti o n will b e  ass u m e d 
t o b e n o n -i nf or m ati v e f or t h e e v e nt of i nt er est (r el a ps e). 

T h e I C E ‘C O VI D -1 9  v a c ci n ati o n’ will b e  h a n dl e d vi a Tr e at m e nt P oli c y str at e g y  as i n pri m ar y 
a n al ysis . P arti ci p a nts e x p eri e n ci n g t h e I C E ‘ C O VI D -1 9  i nf e cti o n’ will b e i d e ntifi e d as t h os e 
wit h A Es r el at e d t o C O VI D -1 9  as d efi n e d i n S e cti o n  1 5. 2. 4 . T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is t h at C O VI D -1 9  i nf e cti o n d o es n ot o c c ur b ut C O VI D -1 9  v a c ci n ati o n d o es.  
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5.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of e m er g e n c y u n bli n di n g of a p arti ci p a nt pri or t o 
st u d y dis c o nti n u ati o n  of t h e p arti ci p a nt . 

T his  s e ns iti vit y a n al ysis will h a n dl e t h e I C E of e m er g e n c y u n bli n di n g wit h t h e H y p ot h eti c al 
str at e g y, i. e. all of a p arti c i p a nt’s d at a o n t h e d a y of a n d aft er t h e e m er g e n c y u n bli n di n g will 
b e c e ns or e d. T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h t h e I C E of e m er g e n c y 
u n bli n di n g is i g n or e d i n t h e a n al ysis ( i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e of 
e m er g e n c y u n bli n di n g will b e ass u m e d t o b e n o ni nf or m ati v e f or t h e e v e nt of i nt er est (r el a ps e) . 

P arti ci p a nts e x p eri e n ci n g t h e I C E e m er g e n c y u n bli n di n g will b e i d e ntifi e d as t h os e h a vi n g a 
Y es i n t h e q u esti o n ‘ W as r a n d o mi z ati o n c o d e br o k e n b y t h e sit e ?’ i n t h e S T E R M  e C R F p a g e.  

6.  A n al ys e s t o e v al u at e  t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e. 

I n th e pri m ar y a n al ysis  of A R R , o nl y p arti ci p a nts at sit es n ot f ull y o p er ati o n al p ost st art of t h e 
U kr ai n e crisis, will b e c o nsi d er e d t o h a v e e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T h e d at a fr o m 
s u c h p arti ci p a nts  will b e  c e ns or e d at t h e d at e  at w hi c h t h e sit e l os t f ull y o p er ati o n al st at us.  

I n t h e first s e nsiti vit y a n al ysis  of A R R r el ate d t o t h e i m p a ct of t h e w ar i n U kr ai n e , all 
p arti ci p a nts fr o m sit es i n U kr ai n e  will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis  (i. e. 
2 4  F e br u ar y  2 0 2 2 ). T h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g 
o nl y U kr ai n e p arti ci p a nts) h a d n ot o c c urr e d . In a s e c o n d s e nsiti vit y a n al ysis  r el at e d t o t h e 
i m p a ct of w ar i n U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d  at t h e st art of t h e cris is. T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g p arti ci p a nts fr o m U kr ai n e, R ussi a n F e d er ati o n, 
a n d B el ar us) h a d n ot o c c urr e d.   

7.  m F A S  a n al ysis  

I n t hi s s e nsiti vit y a n al ysi s, t h e pri m ar y a n al ysis of A R R will b e r e p e at e d o n t h e m F A S.  

8.  A n al ysis o n all r el a ps es.  

T his s e nsiti vit y a n al ysis will us e t h e s a m e N B m o d el us e d i n t h e pri m ar y a n al ysis of A R R u p 
t o 1 5 6 w e e ks a n d r e p ort t h e s a m e i nf er e nti al r es ult s. 

All r el a ps es will b e c o u nt e d, r e g ar dl ess of q u alifi c ati o n st at us.  

9.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e c o n d r e cr uit m e nt c o h ort.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at e t o t h e N B m o d el: m e m b ers hi p i n 
s e c o n d r e cr uit m e nt c o h ort ( y e s/ n o), as d efi n e d i n S e cti o n  8. 2 . T h e s a m e i nf er e nti al r es ult s will 
b e r e p ort e d as f or t h e pri m ar y a n al ysis wit h t h e p -v al u e of t h e a d diti o n al c o v ari at e r e p ort e d.  

1 0.  A n al ysis wit h a c e ns ori n g d at e of 0 1  J u n e 2 0 2 3 f or all p arti ci p a nts still o n g oi n g at t h at d at e.  

T o ass ess t h e i m p a ct of t h e P A tri g g er d el a y, p arti ci p a nts will b e c e ns or e d o n t h e ori gi n all y 
pr oj e ct e d d at e of  t h e P A tri g g er: 0 1  J u n e 2 0 2 3.  
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1 4. 1. 3  S u b g r o u p A n al y s es of A R R   

T h e a n al ysis of  t h e pri m ar y e n d p oi nt ass ess m e nt, as d es cri b e d i n S e cti o n  1 4. 1. 1 , will b e r e p e at e d 
f or all s u b gr o u p l e v els d efi n e d i n S e cti o n  8. 2  “ S u b gr o u p D efi niti o n a n d P ar a m etri z ati o n ” . 
A d diti o n all y, a l ar g er m o d el t h at a dj ust s f or s u b gr o u p a n d i nt er v e nti o n-b y -s u b gr o u p i nt er a cti o n 
will b e fitt e d, a n d t h e p -v al u e of t h e i nt er a cti o n r e p ort e d.  

1 4. 2  S e c o n d a r y Esti m a n ds   

T his s e cti o n pr o vi d es d et ail e d i nf or m ati o n r el at e d t o t h e a n al ysis of t h e s e c o n d ar y effi c a c y 
esti m a n ds, i n cl u di n g pri m ar y, s e nsiti vit y, s u p pl e m e nt ar y, a n d s u b gr o u p a n al ys es.  

1 4. 2. 1  Ti m e t o C o nfi r m e d Di s a bilit y P r o g r essi o n   

T h e 5  esti m a n d attri b ut es of s e c o n d ar y effi c a c y esti m a n ds ti m e t o first o c c urr e n c e of 1 2 -w e e k a n d 
2 4 -w e e k C D P  ar e:  

•  E n d p oi nt : Ti m e t o first o c c urr e n c e of 1 2 -w e e k/ 2 4 -w e e k C D P as m e as ur e d b y t h e E D S S 
u p t o 1 5 6 w e e ks  

•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6 w e e ks; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t e rifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6 w e e ks.  

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a. 

•  St r at e gi es us e d t o a d d r ess  I C Es :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt p oli c y str at e g y.  

o  D e at h attri b ut a bl e t o M S or tr e at m e nt: C o m p osit e v ari a bl e str at e g y  

o  D e at h u n attri b ut a bl e t o M S or tr e at m e nt: W hil e ali v e str at e g y  

o  U kr ai n e crisis: H y p ot h eti c al str at e g y  

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y c o m p ari n g t h e i nt er v e nti o n gr o u ps is t h e h a z ar d r ati o a n d CI 
b as e d o n a str atifi e d C o x m o d el f or h a z ar d r at e, wit h t er m f or i nt er v e nti o n gr o u p, a n d str at a 
d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D. T e st is b as e d o n str atifi e d l o gr a n k t est wit h 
str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D. D at a ar e p o ol e d fr o m t h e F A S of t h e 
st u di es   a n d 0 0 8 2 . 

E D S S is ass ess e d i n all p arti ci p a nt s b y t h e E x a mi ni n g I n v esti g at or at S cr e e ni n g  a n d B as eli n e  V isit, 
a n d e v er y 1 2  w e e ks  u p t o a n d i n cl u di n g t h e S af et y  F oll o w -u p  Visit . U ns c h e d ul e d E D S S 
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ass ess m e nts f or i n di vi d u al p arti ci p a nts m a y b e p erf or m e d b et w e e n s c h e d ul e d ass ess m e nts ( i. e. 
d uri n g a  M S r el a ps e).  

Dis a bilit y pr o gr essi o n is d efi n e d as a n i n cr e as e of ≥  1. 0 p oi nt fr o m t h e b as eli n e  E D S S s c or e w h e n 
t h e b as eli n e  s c or e is 5. 0 or l ess a n d a n i n cr e as e of ≥ 0. 5 w h e n t h e b as eli n e  s c or e is 5. 5. I niti al 
pr o gr essi o n c a n h a p p e n at a n y visit d uri n g t h e D B T P  u ntil t h e P A c ut off  d at e . 

1 4. 2. 1. 1  Ti m e t o 1 2 -w e e k C D P   

Dis a bilit y pr o gr essi o n is c o nsi d er e d s ust ai n e d f or 1 2  w e e ks w h e n t h e i niti al i n cr e as e i n t h e E D S S 
is c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 1 2  w e e ks aft er t h e i niti al d o c u m e nt ati o n of 
n e ur ol o gi c al w ors e ni n g .  

C o nfir m ati o n of dis a bilit y pr o gr essi o n m ust o c c ur at t h e r e g ul arl y s c h e d ul e d visit t h at is at l e ast 
1 2  w e e ks ( 8 4 d a ys) aft er i niti al pr o gr essi o n. If a p arti ci p a nt h as a mi ssi n g E D S S at t h e s c h e d ul e d 
visit o c c urri n g at l e ast 8 4 d a ys aft er a n i niti al pr o gr essi o n or t h e s c h e d ul e d visit o c c urs s e v er al 
d a ys b ef or e t h e 8 4 -d a y wi n d o w aft er a n i niti al pr o gr essi o n, c o nfir m ati o n of t h e dis a bilit y 
pr o gr essi o n m ust b e o n t h e b asis of t h e ass ess m e nt at t h e n e xt s c h e d ul e d visit.  

E D S S ass ess m e nts at u ns c h e d ul e d or s c h e d ul e d visits t h at ar e l ess t h a n 8 4 d a y s aft er t h e i niti al 
pr o gr essi o n  ar e c o nsi d er e d n o n -c o nfir m at or y E D S S ass ess m e nts . F or dis a bilit y pr o gr essi o n t o b e 
c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 1 2  w e e ks aft er i niti al pr o gr essi o n , a n y 
n o n -c o nfir m at or y  E D S S ass ess m e nts s h o ul d b e at l e as t as hi g h as t h e mi ni m u m c h a n g e r e q uir e d 
f or pr o gr essi on.  T his m e a ns t h at aft er a s c h e d ul e d or u ns c h e d ul e d visit at w hi c h t h e p arti ci p a nt 
f ulfills t h e i niti al dis a bilit y pr o gr essi o n (I D P), all s u bs e q u e nt E D S S ass ess m e nts (s c h e d ul e d a n d  
u ns c h e d ul e d) n e e d t o als o f ulfill t h e w ors e ni n g crit eri a u ntil t h e w ors e ni n g c a n b e c o nfir m e d at t h e 
first s c h e d ul e d visit t h at o c c urs at l e ast 8 4 d a ys  aft er o ns et of t h e w ors e ni n g.  

Ti m e t o 1 2 -w e e k C D P is d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e I D P d at e  w h e n a n 
e v e nt is pr es e nt , a n d fr o m r a n d o mi z ati o n d at e t o c e ns ori n g d at e w h e n a n e v e nt is n ot pr es e nt.  
C e ns ori n g o c c urs i n t h os e p arti ci p a nts w h o di d n ot e x p eri e n c e a 1 2 -w e e k c o nfir m e d dis a bilit y 
pr o gr essi o n  u p t o P A c ut off  or 1 5 6 w e e ks p ost r a n d o mi z ati o n , w hi c h e v er o c c urs first; t hi s i n cl u d es 
p arti ci p a nts w h o h a d a “t e nt ati v e ” dis a bilit y pr o gr essi o n  t h at c o ul d n ot b e c o nfir m e d d u e t o a n 
e arl y dis c o nti n u ati o n or a n y ot h er r e as o n. T h e c e ns ori n g d at e is t h e d at e of t h e l ast E D S S 
ass ess m e nt . P arti ci p a nts wit h n o p ost r a n d o mi z ati o n  E D S S ass ess m e nt  will b e c e ns or e d o n t h e d a y 
of r a n d o mi z ati o n .  

Missi n g D at a H a n dli n g  

P arti ci p a nts w h o di d n ot e x p eri e n c e 1 2 -w e e k C D P b y 1 5 6 w e e ks p ost r a n d o mi z ati o n, b y ti m e of 
P A c ut off , b y ti m e of e arl y st u d y dis c o nti n u ati o n, or b ef or e b ei n g l ost t o f oll o w u p, will b e 
c e ns or e d at t h e d at e of t h e l ast E D S S ass ess m e nt d uri n g t h e 1 5 6 w e e ks p ost r a n d o mi z ati o n. I n t h e 
pri m ar y a n al ysis of 1 2 -w e e k C D P, c e ns ori n g will b e ass u m e d t o b e n o ni nf or m at i v e, c o n diti o n al 
o n i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at u m, a n d st u d y I D.  
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H a n dli n g of I CE s  

I n a c c or d a n c e wit h Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E pr e m at ur e 
tr e at m e nt dis c o nti n u ati o n, all E D S S d at a t hr o u g h S af et y  F oll o w -u p will b e i n cl u d e d i n t h e a n al ysis 
u p t o t h e pl a n n e d e n d of tr e at m e nt (i. e. P A c ut off  or 1 5 6 w e e ks p ost  ra n d o mi z ati o n , w hi c h e v er 
o c c urs first) .  

I n a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h 
attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as 1 2 -w e e k C D P. I n a c c or d a n c e wit h t h e 
W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h u n attri b ut a bl e t o M S or 
tr e at m e nt, p arti ci p a nts will b e c e ns or e d at ti m e of d e at h.  (i. e. d e at h will n ot b e  c o u nt e d as 1 2 -w e e k 
C D P ). 

D e at hs wit h pri m ar y r e as o n e nt er e d as ‘ pr o gr essi v e dis e as e a n d/ or dis e as e r el at e d c o n diti o n’ i n t h e 
e C R F D e at h F or m will b e c o nsi d er e d as attri b ut a bl e t o M S. D e at hs  wit h pri m ar y r e as o n s et t o 
‘ e v e nt r el at e d t o st u d y tr e at m e nt’ will b e c o nsi d er e d as attri b ut a bl e t o st u d y i nt er v e nti o n. Ot h er 
d e at hs ( i. e. pri m ar y r e as o n e q u al t o ‘ e v e nt u nr el at e d t o st u d y tr e at m e nt’ a n d ‘ u n k n o w n’) will b e 
c o nsi d er e d as u n attri b ut a bl e t o M S or tr e at m e nt.  

P arti ci p a nts at sit es n ot f ull y o p er ati o n al p ost st art of U kr ai n e crisis will b e c o nsi d er e d t o h a v e 
e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T his I C E will b e h a n dl e d usi n g t h e H y p ot h eti c al str at e g y, 
w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d n e v er h a p p e n e d.  T h e d at a 
fr o m s u c h parti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l os t f ull y o p er ati o n al st at us. 
C e ns ori n g at t h e e n d of t h e pr e -crisis p eri o d is n o n -i nf or m ati v e f or t h e o ut c o m e of i nt er est ( C D P). 

I n a c c or d a n c e wit h t h e Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts  e x p eri e n ci n g t h e I C Es 
‘C O VI D -1 9  i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n’  or ‘e m er g e n c y u n bli n di n g ’ t h e o c c urr e n c e of 
t h es e I C Es is c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of C D P. 

Ass ess m e nt of p o oli n g v ali dit y   

P ri or t o p o oli n g d at a fr o m st u di es   a n d 0 0 8 2 , t h e v ali dit y of p o oli n g d at a will b e ass ess e d b y 
r e vi e wi n g c o nsist e n c y of d e m o gr a p hi cs, b as eli n e  c h ar a ct eristi cs, A R R a n d 1 2 -w e e k C D P r es ult s.  
F or c o nsist e n c y, t h e tr e at m e nt eff e ct  o n A R R a n d 1 2 -w e e k C D P  m ust b e i n t h e s a m e dir e cti o n i n 
b ot h st u di es . 

Inf e r e nti al a n al ysi s  

T h e P A of ti m e t o 1 2 -w e e k C D P will b e b as e d o n d at a p o ol e d fr o m t h e F A S of t h e 2  P h as e  3  
st u di es  usi n g a str atifi e d l o g r a n k t est wit h i nt er v e nti o n gr o u p as m ai n eff e ct a n d str atifi c ati o n 
v ari a bl es us e d i n r a n d o mi z ati o n a n d st u d y I D (i. e. St u d y  or _ 0 0 8 2) as c o v ari at es. 
T h e 1 -si d e d p -v al u e ( α = 0. 0 2 4 3 7 5) fr o m t h e str atifi e d l o g r a n k t est f or c o m p aris o n b et w e e n 
e v o br uti ni b vs . t erifl u n o mi d e will b e r e p ort e d. I n a d diti o n, th e  h a z ar d r ati o c o m p ari n g e v o br uti ni b 
t o t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x m o d el wit h a t er m f or i nt er v e nti o n gr o u p 
a n d str at a d efi n e d b y r a n d o mi z ati o n str at a  a n d st u d y I D  (i. e. St u d y  or _ 0 0 8 2), 
al o n g wit h 9 5 % 2 -si d e d CI, a n d ( al p h a-c o m p ati bl e) 9 5. 1 2 5 % 2 -si d e d CI. A n e x p a n d e d m o d el wit h 
a tr e at m e n t-b y -st u d y i nt er a cti o n will b e fit t o t h e d at a a n d b et w e e n -st u d y h et er o g e n eit y will b e 
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t est e d as t h e t y p e-3 t est of t h e tr e at m e n t-b y -st u d y i nt er a cti o n; t h e c orr es p o n di n g p -v al u e will b e 
pr o vi d e d.  

T h e ass u m pti o n of n o n -i nf or m ati v e c e ns ori n g u n d er pi ns t h e h a z ar d r ati o esti m at or i m pl e m e nt e d 
b y t h e str atifi e d C o x m o d el t h at us es o bs er v e d f oll o w-u p  ti m e f or e a c h p arti ci p a nt, r e g ar dl ess of 
tr e at m e nt c o m pl et ed / di s c o nti n u ed/ o n g oi n g  st at us, w h er e p arti ci p a nts ar e c e ns or e d f or 1 2 -w e e k 
C D P at t h e  E D S S ass ess m e nt.  

T h e tri al -wis e a n d f a mil y -wis e -t y p e-1 err or will b e pr es er v e d at t h e 0. 0 2 5 1 -si d e d l e v el i n t h e 
pr es e n c e of m ulti pl e t esti n g d u e t o m ulti pl e e n d p oi nt s ( pri m ar y a n d s e c o n d ar y) , as d es cri b e d i n 
S e cti o n  9. 1 6 . I n t h e s etti n g of s u p eri orit y tri als, a n I A f or B S S R h as a mi ni m al or n o n -e xist e nt 
eff e ct o n t y p e -1 err or r at e i nfl at i o n (Fri e d e 2 0 1 9 ), s o t h er e is n o n e e d t o a dj ust f or t h e I A f or B S S R 
c o n d u ct e d i n A u g ust 2 0 2 1 . 

D es c ri pti v e a n al ysi s  

K M esti m at es ( pr o d u c t-li mit esti m at es) of t h e c u m ul ati v e pr o b a bilit y of e x p eri e n ci n g 1 2 -w e e k 
C D P o v er ti m e will b e pr es e nt e d b y i nt er v e nti o n gr o u p , t o g et h er wit h a s u m m ar y of p er c e ntil es 
( 5t h, 1 0t h, 1 5t h) a n d c orr es p o n di n g 2 -si d e d 9 5 % CIs . T h e K M c ur v es will als o b e pr o vi d e d f or e a c h 
i nt er v e nti o n gr o u p. 

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g i nt er c urr e nt e v e nts will als o b e pr es e nt e d.  

B y -visit d es cri pti v e st atisti cs f or E D S S a bs ol ut e a n d C F B v al u es tr e at e d as c o nti n u o us v ari a bl es 
(i. e. m e a n, m e di a n, a n d r a n g e) will b e r e p ort e d. D es cri pti v e st atisti cs f or c at e g ori c al E D S S C F B, 
i. e. n u m b er a n d pr o p ort i o n i m pr o vi n g, st a bl e, or w ors e ni n g, will als o b e r e p ort e d f or e a c h ti m e 
p oi nt. H er e i m pr o v e m e nt is d efi n e d as a d e cr e as e of 1. 0 p oi nt or m or e, st a bl e c o n diti o n as a c h a n g e 
of n o m or e t h a n h alf a p oi nt i n eit h er dir e cti o n, a n d w ors e ni n g as a n i n cr e as e of 1 . 0 p oi nt or m or e. 

1 4. 2. 1. 2  Ti m e t o 2 4 -w e e k C D P   

Dis a bilit y pr o gr essi o n is c o nsi d er e d s ust ai n e d f or 2 4  w e e ks w h e n t h e i niti al i n cr e as e i n t h e E D S S 
is c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 2 4 w e e ks aft er t h e i niti al d o c u m e nt ati o n of 
n e ur ol o gi c al w ors e ni n g.  

T h e r ul es f or c o nfir mi n g dis a bilit y pr o gr essi o n f or 2 4 -w e e k C D P ar e t h e s a m e as t h os e f or 1 2 -w e e k  
C D P, wit h “ 1 6 8 d a ys ”  r e pl a ci n g “ 8 4 d a ys ” . 

I n all ot h er r es p e cts, t h e a n al ysis of t h e 2 4-w e e k C D P e n d p oi nt will b e t h e s a m e as t h at of t h e 
1 2 -w e e k  C D P e n d p oi nt.  

1 4. 2. 1. 3  S e nsiti vit y A n al y s es: Ti m e t o C o nfi r m e d Di s a bilit y 
P r o g r essi o n   

T h e f oll o wi n g s e nsiti vit y a n al ys es f or ti m e t o 1 2 -w e e k  C D P  ar e pl a n n e d , wit h t h e s a m e h a n dli n g 
of I C Es as  i n t h e pri m ar y a n al ysis u nl ess ot h er wis e s p e cifi e d,  b as e d o n p o ol e d d at a fr o m t h e 
2  P h as e  3  st u di es : 
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1.  A n al ysis t o e v al u at e t h e p ot e nti al i nfl u e n c e of i nf or m ati v e tr e at m e nt dis c o nti n u ati o n a c c or di n g 
t o di s c o nti n u ati o n r e as o n or o c c urr e n c e of i niti al pr o gr essi o n e v e nt at l ast a ss ess m e nt .  

T his s e nsiti vit y a n al ysis will us e t h e s a m e C o x m o d el us e d i n  t h e pri m ar y a n al ysis of 1 2 -w e e k  
C D P a n d r e p ort t h e r es ulti n g H R, 9 5 % CI  a n d p -v al u e .  I n a d diti o n, a f or est pl ot will pr es e nt 
t h e h a z ar d r ati o, 9 5 % CI a n d p-v al u e f or e a c h d elt a.  

T h e f oll o wi n g a p pli es t o p arti ci p a nts i n t h e e v o br uti ni b i nt er v e nti o n gr o u p.  If a p arti ci p a nt’s 
dis c o nti n u ati o n is u nr el at e d t o tr e at m e nt ( i. e. u nr el at e d t o effi c a c y or s af et y iss u es) a n d n o 
i niti al pr o gr essi o n e v e nt o c c urr e d, t h e p arti ci p a nt’ s ti m e t o C D P will b e m ulti pl y i m p ut e d usi n g 
h a z ar d r at e i n t h e c o m p ar at or gr o u p  ( a dj ust ed f or p arti ci p a nt’s str at u m) , f or t h e i nt er v al 
b et w e e n dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt ( i. e. P A c ut off  or 1 5 6  w e e ks p ost 
r a n d o mi z ati o n, w hi c h e v er o c c urs first). If a p arti ci p a nt’s dis c o nti n u ati o n is r el at e d t o tr e at m e nt 
or a n i niti al u n c o nfir m e d pr o gr essi o n e v e nt o c c urr e d, t h e p arti ci p a nt’s ti m e t o C D P will b e 
m ulti pl y i m p ut e d usi n g h a z ar d r at e hi g h er t h a n t h at i n t h e c o m p ar at or gr o u p  ( a dj ust e d f or 
p arti ci p a nt’s  str at u m) , f or t h e i nt er v al b et w e e n dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt . 
T h e c o m p ar at or  h a z ar d r at e aft er wit h dr a w al will b e m ulti pli e d b y d elt a, r a n gi n g fr o m 1 t o 3. 1 
( ~tri pli n g of h a z ar d r at e) i n st e ps of 0. 3. F or p arti ci p a nts wit h dis c o nti n u ati o n of tr e at m e nt ( all 
r e as o ns) i n t h e t erifl u n o mi d e gr o u p, t h e ti m e t o C D P will b e m ulti pl y i m p ut e d u n d er t h e M A R 
ass u m pti o n.   

MI m et h o d s f or ti m e-t o-e v e nt d at a will b e  a p pli e d f oll o wi n g t h e a p pr o a c h fr o m Li p k o vi c h  
2 0 1 6  ( d elt a a dj ust m e nt), s e e A p p e n di x  1 8. 9  f or d et ails.   

Tr e at m e nt t er mi n ati o n wit h pri m ar y r e as o n e nt er e d as ‘ a d v ers e e v e nt’, ‘l a c k of effi c a c y’ a n d 
‘ d e at h’ i n t h e e C R F T T E R M f or m will b e c o nsi d er e d as r el at e d t o tr e at m e nt. Ot h er tr e at m e nt 
t er mi n ati o ns (i. e. pri m ar y r e as o n e q u al t o ‘l ost t o f oll o w-u p ’, ‘ pr ot o c ol n o n -c o m pli a n c e’, 
‘ wit h dr a w al b y s u bj e ct’ a n d ‘ ot h er’) will b e c o nsi d er e d as u nr el at e d t o tr e at m e nt.  

2.  A n al ysis i n w hi c h i niti al dis a bilit y pr o gr essi o n n ot c o nfir m e d d u e t o e arl y tr e at m e nt 
dis c o nti n u ati o n is i m p ut e d as c o nfir m e d dis a bilit y pr o gr essi o n.   

T his s e nsiti vit y a n al ysis will us e t h e s a m e C o x  m o d el us e d i n t h e pri m ar y a n al ysis of 1 2 -w e e k  
C D P a n d r e p ort t h e r es ulti n g H R a n d 9 5 % CI .  

If a p arti ci p a nt dis c o nti n u e d tr e at m e nt e arl y d uri n g t h e o n -tr e at m e nt p eri o d aft er h a vi n g a n 
i niti al pr o gr essi o n e v e nt, b ut pri or t o 1 2 -w e e k  c o nfir m ati o n, t h e p arti ci p a nt is ass u m e d t o h a v e 
a 1 2 -w e e k  C D P e v e nt at t h e d at e of i niti al pr o gr es si o n.  

3.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of m o d el miss p e cifi c ati o n.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at es t o t h e C o x  m o d el: n u m b er of r el a ps es 
i n pr e vi o us 2 y e ars b ef or e S cr e e ni n g , pr es e n c e/ a bs e n c e of T 1 G d + l esi o ns wit hi n 6  m o nt hs  
pri or t o r a n d o mi z ati o n, pri or D M T  ( y/ n), a n d a g e. T h e r es ulti n g H R f or tr e at m e nt eff e ct a n d 
9 5 % CI will b e r e p ort e d .  
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4.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of C O VI D -1 9  i nf e cti o n. 

T his s e nsiti vit y a n al ysis will h a n dl e t h e I C E of C O VI D -1 9  i nf e cti o n wit h t h e H y p ot h eti c al 
str at e g y, i. e. all of a p arti ci p a nt’s d at a  o n t h e d a y of a n d  aft er t h e i nf e cti o n will b e c e ns or e d. 
T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h a n y C O VI D -1 9 -r el at e d I C Es ar e i g n or e d i n 
t h e a n al ysis (i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e  of t h e i nf e cti o n will b e 
ass u m e d t o b e n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est ( C D P) .  

T h e  I C E ‘C O VI D -1 9  v a c ci n ati o n’ will b e h a n dl e d vi a Tr e at m e nt P oli c y str at e g y as i n pri m ar y 
a n al ysis . P arti ci p a nts e x p eri e n ci n g t h e I C E ‘C O VI D -1 9  i nf e cti o n’ will b e i d e ntifi e d as t h os e 
wit h A Es r el at e d t o C O VI D -1 9  as d efi n e d i n S e cti o n  1 5. 2. 4 . T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is t h at C O VI D -1 9  i nf e cti o n d o es n ot o c c ur, b ut C O VI D -1 9  v a c ci n ati o n d o es.  

5.  A n al ys e s t o e v al u at e  t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e. 

I n t h e first s e nsiti vit y a n al ysis of C D P r el at e d t o t h e i m p a ct of t h e w ar i n U kr ai n e, all 
p arti ci p a nts fr o m sit es  i n U kr ai n e will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis (i. e. 
2 4  F e br u ar y  2 0 2 2 ). T h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g 
o nl y U kr ai n e p arti ci p a nts) h a d n ot o c c urr e d.  In a s e c o n d s e nsiti vit y a n al ysis r el at e d t o  t h e 
i m p a ct of w ar i n U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis ( i. e. 2 4  F e br u ar y  2 0 2 2 ). T h e 
h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g p arti ci p a nts fr o m U kr ai n e, 
R ussi a n F e d er ati o n, a n d B el ar us) h a d n ot o c c urr e d.  

6.  m F A S  a n al ysis . 

I n t hi s s e nsiti vit y a n al ysi s, t h e pri m ar y a n al ysis of C D P  will b e r e p e at e d o n t h e m F A S.  

7.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e c o n d r e cr uit m e nt c o h ort.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at e t o t h e C o x m o d el: m e m b ers hi p i n 
s e c o n d r e cr uit m e nt c o h ort ( y es/ n o), as d efi n e d i n  S e cti o n  8. 2 . T he r es ulti n g H R f or tr e at m e nt 
eff e ct a n d 9 5 % CI will b e r e p ort e d , al o n g wit h t h e p-v al u e f or t h e a d diti o n al c o v ari at e . 

T h e s e nsiti vit y a n al ys e s a b o v e will b e r e p e at e d f or ti m e t o 2 4-w e e k C D P.  

8.  A n al ysis wit h a c e ns ori n g d at e of 0 1  J u n e 2 0 2 3 f or all p arti ci p a n ts still o n g oi n g at t h at d at e.  

T o ass ess t h e i m p a ct of t h e P A tri g g er d el a y, p arti ci p a nts will b e c e ns or e d o n t h e ori gi n all y 
pr oj e ct e d d at e of t h e P A tri g g er: 0 1  J u n e 2 0 2 3.  T his s e nsiti vit y a n al ysis will b e p erf or m e d f or 
ti m e t o 1 2-w e e k C D P  o nl y . 
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1 4. 2. 2  Ti m e t o 2 4 -W e e k C o nfi r m e d Di s a bilit y I m p r o v e m e nt   

T h e 5  esti m a n d attri b ut es of s e c o n d ar y effi c a c y esti m a n ds ti m e t o first o c c urr e n c e of 2 4 -w e e k C D I 
ar e:  

•  E n d p oi nt : Ti m e t o first o c c urr e n c e of 2 4 -w e e k C D I as m e as ur e d b y t h e E D S S u p t o 
1 5 6  w e e ks  

•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6  w e e ks ; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t erifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6  w e e ks . 

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a w h o h a v e 
b as eli n e  E D S S ≥ 2 . 

•  St r at e gi es us e d t o a d d r ess I C E s :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt p oli c y str at e g y.  

o  D e at h ( a n y c a us e): W hil e ali v e str at e g y 

o  U kr ai n e crisis: H y p ot h eti c al str at e g y  

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y c o m p ari n g t h e i nt er v e nti o n gr o u ps is t h e h a z ar d r ati o a n d CI 
b as e d o n a str atifi e d C o x m o d el f or h a z ar d r at e, wit h t er m f or i nt er v e nti o n gr o u p, a n d str at a 
d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D. T e st is b as e d o n str atifi e d l o gr a n k t est wit h 
str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D. D at a ar e p o ol e d fr o m t h e F A S of t h e 
st u di es   a n d 0 0 8 2.  

T his e n d p oi n t will b e an al y z e d f or t h e s u b gr o u p of p arti ci p a nts fr o m t h e F A S p o ol e d st u di es wit h 
b as eli n e  E D S S s c or e ≥  2. 0.  

F or p arti ci p a nts wit h a b as eli n e  E D S S s c or e ≥ 2 a n d ≤ 6 , dis a bilit y i m pr o v e m e nt is d efi n e d as a 
r e d u cti o n i n E D S S s c or e ≥ 1. 0 c o m p ar e d t o b as eli n e  E D S S s c or e. F or p arti ci p a nts wit h a b as eli n e  
E D S S s c or e ≥  6. 5 a n d ≤  9. 5 , dis a bilit y i m pr o v e m e nt is d efi n e d as a r e d u cti o n i n E D S S s c or e of ≥ 
0. 5.  

T h e s a m e a p pr o a c h t o t h e ti mi n g of 2 4 -w e e k c o nfir m ati o n of dis a bilit y i m pr o v e m e nt is a p pli e d as 
f or 2 4 -w e e k dis a bilit y pr o gr essi o n. C o nfir m ati o n of dis a bilit y i m pr o v e m e nt m ust o c c ur at t h e 
r e g ul arl y s c h e d ul e d visit t h at is at l e ast 2 4 w e e ks ( 1 6 8  d a ys) aft er i niti al i m pr o v e m e nt. If a 
p arti ci p a nt  h as a mi ssi n g E D S S at t h e s c h e d ul e d visit o c c urri n g at l e ast  1 6 8  d a ys aft er a n i niti al 
i m pr o v e m e nt or t h e s c h e d ul e d visit o c c urs s e v er al d a ys b ef or e t h e 1 6 8 -d a y wi n d o w aft er a n i niti al 
i m pr o v e m e nt, c o nfir m ati o n of t h e dis a bilit y i m pr o v e m e nt m ust b e b as e d o n  t h e ass ess m e nt at t h e 
n e xt s c h e d ul e d visit.  
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E D S S ass ess m e nts at u n s c h e d ul e d or s c h e d ul e d visits t h at ar e l ess t h a n 1 6 8  d a ys aft er t h e i niti al 
i m pr o v e m e nt ar e c o nsi d er e d n o n -c o nfir m at or y E D S S ass ess m e nts. F or dis a bilit y i m pr o v e m e nt t o 
b e c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 2 4  w e e ks aft er i niti al i m p r o v e m e nt, a n y 
n o n -c o nfir m at or y E D S S ass ess m e nts s h o ul d b e at l e ast as l o w as t h e mi ni m u m c h a n g e r e q uir e d 
f or i m pr o v e m e nt. T his m e a ns t h at aft er a s c h e d ul e d or u ns c h e d ul e d visit at w hi c h t h e p arti ci p a nt 
f ulfills t h e i niti al dis a bilit y i m pr o v e m e nt, all s u bs e q u e nt E D S S ass ess m e nts (s c h e d ul e d a n d 
u ns c h e d ul e d) n e e d t o als o f ulfill t h e i m pr o v e m e nt crit eri a u ntil t h e i m pr o v e m e nt c a n b e c o nfir m e d 
at t h e first s c h e d ul e d visit t h at o c c urs at l e ast 1 6 8  d a ys aft er o ns et of t h e i m pr o v e m e nt.  

Ti m e t o 2 4 -w e e k C DI  i s d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e i niti al dis a bilit y 
i m pr o v e m e nt d at e w h e n a n e v e nt is pr es e nt, a n d fr o m r a n d o mi z ati o n d at e t o c e ns ori n g d at e w h e n 
a n e v e nt is n ot pr es e nt. C e ns ori n g o c c urs i n t h os e p arti ci p a nts w h o di d n ot e x p eri e n c e a  2 4 -w e e k  
c o nfir m e d dis a bilit y i m pr o v e m e nt d uri n g 1 5 6  w e e ks  p ost r a n d o mi z ati o n ; t hi s i n cl u d es p arti ci p a nts 
w h o h a d a “t e nt ati v e ” dis a bilit y i m pr o v e m e nt t h at c o ul d n ot b e c o nfir m e d d u e t o a n e arl y 
dis c o nti n u ati o n or a n y ot h er r e as o n. T h e c e ns ori n g d at e is t he d at e of t h e l ast E D S S ass ess m e nt. 
P arti ci p a nts wit h n o p ost r a n d o mi z ati o n  E D S S ass ess m e nt  will b e c e ns or e d o n t h e d a y of 
r a n d o mi z ati o n. 

Missi n g D at a H a n dli n g  

P arti ci p a nts w h o di d n ot e x p eri e n c e 2 4 -w e e k C DI b y 1 5 6  w e e ks  p ost r a n d o mi z ati o n, b y ti m e of 
P A c ut off , b y ti m e of e arl y st u d y dis c o nti n u ati o n, or b ef or e b ei n g l ost t o f oll o w u p, will b e 
c e ns or e d at t h e d at e of t h e l ast E D S S ass ess m e nt d uri n g t h e 1 5 6  w e e ks  p ost r a n d o mi z ati o n. I n t h e 
pri m ar y a n al ysis of 2 4 -w e e k C DI, c e ns ori n g will b e ass u m e d t o b e n o n i nf or m ati v e, c o n diti o n al o n 
i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at u m, a n d st u d y I D.  

H a n dli n g of I C E s 

I n a c c or d a n c e wit h Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E pr e m at ur e 
tr e at m e nt dis c o nti n u ati o n, all E D S S d at a t hr o u g h S af et y  F ol l o w-u p will b e i n cl u d e d i n t h e a n al ysis 
u p t o t h e pl a n n e d e n d of tr e at m e nt (i. e. P A c ut off  or 1 5 6  w e e ks  p ost r a n d o mi z ati o n , w hi c h e v er 
o c c urs first) .  

I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h ( a n y 
c a us e), p arti ci p a nts will b e c e ns or e d at ti m e of d e at h . 

P arti ci p a nts at sit es n ot f ull y o p er ati o n al p ost st art of U kr ai n e crisis will b e c o nsi d er e d t o h a v e 
e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T his I C E will b e h a n dl e d usi n g t h e H y p ot h eti c al str at e g y, 
w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d n e v er h a p p e n e d.  T h e d at a 
fr o m s u c h p arti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l ost f ull y o p er ati o n al st at us.  

I n a c c or d a n c e wit h t h e Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C Es 
‘C O VI D -1 9  i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n’  or ‘ e m er g e n c y u n bli n di n g’ , t h e o c c urr e n c e of 
t h es e I C Es is c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of C DI. 
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I nf e r e nti al a n al ysi s  

T h e P A of ti m e t o 2 4 -w e e k C DI will b e b as e d o n d at a p o ol e d fr o m t h e F A S of t h e 2  P h as e  3  st u di es 
usi n g a str atifi e d l o g r a n k t est wit h i nt er v e nti o n gr o u p as m ai n eff e ct a n d str atifi c ati o n v ari a bl es 
us e d i n r a n d o mi z ati o n a n d st u d y I D (i. e. St u d y or _ 0 0 8 2) as c o v ari at es . T h e 
1 -si d e d p -v al u e ( α = 0. 0 2 4 3 7 5 ) fr o m t h e str atifi e d l o g r a n k t est f or c o m p aris o n b et w e e n e v o br uti ni b 
vs . t erifl u n o mi d e will b e r e p ort e d. I n a d diti o n, t h e h a z ar d r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x m o d el wit h a t er m f or i nt er v e nti o n gro u p a n d 
str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D ( i. e. St u d y or _ 0 0 8 2), al o n g 
wit h 9 5 % 2 -si d e d CI, a n d ( al p h a-c o m p ati bl e) 9 5. 1 2 5 % 2 -si d e d CI.  

T h e ass u m pti o n of n o n -i nf or m ati v e c e ns ori n g u n d er pi ns t h e h a z ar d r ati o esti m at or i m pl e m ent e d 
b y t h e str atifi e d C o x m o d el t h at us es o bs er v e d f oll o w-u p  ti m e f or e a c h p arti ci p a nt, r e g ar dl ess of 
tr e at m e nt c o m pl et ed / di s c o nti n u ed/ o n g oi n g  st at us, w h er e p arti ci p a nts ar e c e ns or e d f or 2 4 -w e e k 
C D I at t h e t hir d t o l ast E D S S ass ess m e nt.  

D es c ri pti v e a n al y sis  

K M esti m at es ( pr o d u ct -li mit esti m at es) of t h e c u m ul ati v e pr o b a bilit y of e x p eri e n ci n g 2 4-w e e k 
C DI o v er ti m e will b e pr es e nt e d b y i nt er v e nti o n gr o u p, t o g et h er wit h a s u m m ar y of p er c e ntil es 
( 5t h, 1 0t h, 1 5t h) a n d c orr e s p o n di n g 2 -si d e d 9 5 % C Is b as e d . T h e K M c ur v es will als o b e pr o vi d e d 
f or e a c h i nt er v e nti o n gr o u p. 

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g I C Es will als o b e pr es e nt e d.  

S e n siti vit y a n al ysis  

S e nsiti vit y a n al ys es d es cri b e d f or ti m e t o 1 2 -w e e k  a n d 2 4 -w e e k C D P i n S e cti o n  1 4. 2. 1. 3  will b e 
a p pli e d t o ti m e t o 2 4 -w e e k C DI e x c e pt f or t h e s e nsiti vit y a n al ys e s 2  a n d 8 .  

F or s e nsiti vit y a n al ysis # 1, t h e h a z ar d r at e aft er wit h dr a w al will b e di v i d e d b y d elt a, r a n gi n g fr o m 
1 t o 3. 1  (r e d u cti o n of h a z ar d r at e) i n st e ps of 0. 3 . 

1 4. 2. 3  P R O MI S S c o r es   

P F is ass ess e d wit h t h e P R O MI S n q S h ort F or m v 2. 0 –  P h ysi c al F u n cti o n –  M ulti pl e S cl er osis 1 5 a 
(P R O MI S n q P F( M S) 1 5 a ). F ati g u e is ass ess e d wit h t h e P R O MI S S h ort F or m v 1. 0 –  F ati g u e –  
M ulti pl e S cl er osis 8 a (P R O MI S F ati g u e ( M S)  8 a ). P R O MI S P F a n d F ati g u e s c or e s ar e ass ess e d i n 
all p arti ci p a nts at B as eli n e  V isit, a n d e v er y 1 2 w e e ks u ntil t h e e n d of t h e st u d y p eri o d u p t o 
1 5 6  w e e ks .  

1 4. 2. 3. 1  P R O MI S P F S c o r e C F B  o v e r 9 6  W e e k s   

T h e 5  esti m a n d attri b ut es of s e c o n d ar y effi c a c y esti m a n ds C F B i n P R O MI S P F s c or e ar e:  

•  E n d p oi nt : C F B i n P R O MI S P F s c or e o v er 9 6  w e e ks  
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•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6  w e e ks ; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t erifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6  w e e ks . 

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a. 

•  St r at e gi es us e d t o a d d r ess I C E s :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt P oli c y str at e g y.  

o  D e at h ( a n y c a us e): W hil e ali v e str at e g y  

o  U kr ai n e crisis: H y p ot h eti c al str at e g y  

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y c o m p ari n g t h e i nt er v e nti o n gr o u ps is t h e diff er e n c e of a v er a g e 
l e ast-sq u ar es m e a ns of s c or e C F B ( a v er a g e o v er W e e ks 7 2, 8 4 a n d 9 6) a n d CI b as e d o n a 
M M R M, wit h t est of tr e at m e nt eff e ct b as e d o n diff er e n c e of a v er a g e l e ast -s q u ar es m e a ns . 
D at a ar e p o ol e d fr o m t h e F A S of t h e st u di es   a n d 0 0 8 2.  

M e as ur es fr o m t h e P R O MI S P F it e m b a n k ar e s c or e d o n a T -s c or e m etri c ( hi g h er s c or es = hi g h er 
P F).  

Missi n g D at a H a n dli n g  

F or p arti ci p a nts wit h mi ssi n g P R O MI S P F d at a, t h e mi ssi n g d at a will b e ass u m e d t o b e M A R; 
s u c h p arti ci p a nts will b e ass u m e d t o h a v e t h e s a m e m e a n P R O MI S P F s c or e C F B  tr aj e ct or y 
t hr o u g h 9 6  w e e ks as p arti ci p a nts wit h a v ail a bl e d at a wit hi n t h e s a m e i nt er v e nti o n gr o u p a n d 
str at u m, a n d h a vi n g t h e s a m e b as eli n e  s c or e a n d st u d y I D.  

H a n dli n g of I C E s 

I n t hi s st u d y, t h e I C E of tr e at m e nt di s c o nti n u ati o n is h a n dl e d b y t h e Tr e at m e nt P oli c y str at e g y, i n 
w hi c h d at a p ost pr e m at ur e tr e at m e nt dis c o nti n u ati o n, i. e. at S af et y  F oll o w -u p  V isit, ar e  us e d i n t h e 
a n al ysis. H o w e v er, P R O MI S s c or es ar e n ot ass ess e d  at t h e S af et y  F oll o w -u p  V isit. T h us, t h e d at a 
t o i n cl u d e i n t h e a n al ysis of P R O MI S s c or es ar e  t h e s a m e, r e g ar dl ess of w h et h er t h e p arti ci p a nt  is 
a tr e at m e nt dis c o nti n u er or h as tr e at m e nt o n g oi n g/ c o m pl et e d : all a v ail a bl e ass ess m e nts  w hil e o n 
tr e at m e nt o v er 9 6  w e e ks p ost r a n d o mi z ati o n  ar e i n cl u d e d i n t h e a n al ysis.  

I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h  ( a n y 
c a us e) , all P R O MI S P F d at a u p t o t h e ti m e of d e at h will b e us e d i n t h e a n al ysis.  

P arti ci p a nts at sit es n ot f ull y o p er ati o n al p ost st art of U kr ai n e crisis will b e c o nsi d er e d t o h a v e 
e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T his I C E will b e h a n dl e d usi n g t h e H y p ot h eti c al str at e g y, 
w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d n e v er h a p p e n e d.  T h e d at a 
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fr o m s u c h p arti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l os t f ull y o p er ati o n al st at us. 
C e ns ori n g at t h e e n d of t h e pr e -crisis p eri o d is n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est 
( P R O MI S P F S c or e C F B). 

I n a c c or d a n c e wit h t h e Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C Es 
‘C O VI D -1 9  i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n’  or ‘ e m er g e n c y u n bli n di n g’ , t h e o c c urr e n c e of 
t h es e I C Es is c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of P R O MI S P F S c or e C F B.  

I nf e r e nti al a n al ysi s  

T h e p o p ul ati o n -l e v el s u m m ar y c o m p ari n g t h e i nt er v e nti o n gr o u ps will b e t h e diff er e n c e i n a v er a g e 
l e ast-sq u ar es m e a ns, b as e d o n a M M R M f or C F B,  wit h a v er a g e t a k e n o v er W e e ks 7 2 , 8 4  a n d 9 6,  
w h er e t h e m o d el i n cl u d es t er ms f or i nt er v e nti o n gr o u p, visit, i nt er v e nti o n gr o u p b y visit 
i nt er a cti o n, b as eli n e  s c or e, b as eli n e  s c or e b y visit i nt er a cti o n, r a n d o mi z ati o n str at a, a n d st u d y I D, 
a n d w h er e t h e d at a ar e p o ol e d fr o m t h e F A S of st u di es   a n d 0 0 8 2 . D at a u p t o a n d i n cl u di n g 
a n al ysis vis it W e e k  9 6 will b e i n cl u d e d i n t h e m o d e l. T h e u nstr u ct ur e d c o v ari a n c e m atri x will b e 
c o nsi d er e d. D e n o mi n at or d e gr e es of fr e e d o m will b e c o m p ut e d usi n g K e n w ar d a n d R o g er’ s 
m et h o d  (K e n w ar d 1 9 9 7 ). If t h e m o d el f ail s t o c o n v er g e, t h e b as eli n e  s c or e b y visit i nt er a cti o n will 
b e o mitt e d.  

T h e diff er e n c e ( c o m p ari n g e v o br uti ni b a n d t erifl u n o mi d e) i n a v er a g e l e a st-sq u ar es m e a n C F B, 
9 5 % 2 -si d e d CI, ( al p h a-c o m p ati bl e) 9 5. 1 2 5 % CI a n d 1 -si d e d p -v al u e will b e r e p ort e d. F or e a c h 
i nt er v e nti o n gr o u p, t h e a dj ust e d a v er a g e l e ast-sq u ar es m e a n s c or e C F B a n d as s o ci at e d 9 5 % 2 -si d e d 
CI will b e r e p ort e d.  I n a d diti o n, t h e r es ult s of t h e M M R M will b e pr es e nt e d gr a p hi c all y b y 
i nt er v e nti o n gr o u p wit h p oi nts f or t h e esti m at es per visit a n d err or b ars f or t h e 9 5 % CIs.  

T h e M A R ass u m pti o n u n d er pi ns  t h e esti m at or of diff er e n c e of a v er a g e L S m e a ns i m pl e m e nt e d b y 
t h e M M R M t h at us es o bs er v e d s c or e C F B d at a fr o m e a c h p arti ci p a nt, r e g ar dl ess of tr e at m e nt 
c o m pl et e d / di s c o nti n u ed/ o n g oi n g  st at us.  

D es c ri pti v e a n al ysi s  

A fi g ur e will b e pr o vi d e d d es cri bi n g t h e distri b uti o n of a v er a g e C F B  t a k e n o v er W e e ks  7 2, 8 4 a n d 
9 6 , wit h o n e c ur v e f or e a c h i nt er v e nti o n gr o u p. T h e esti m at e d e m piri c al c u m ul ati v e distri b uti o n 
f u n cti o n c ur v e f or a v er a g e C F B will dis pl a y pr o p orti o n of p arti ci p a nt s h a vi n g a v al u e u p t o  a v er a g e 
C F B.  

D es cri pti v e st atisti cs f or P R O MI S s c or e s a n d C F B at e a c h visit  (i n cl u di n g visits p ost W e e k 9 6) 
will b e pr o vi d e d b y i nt er v e nti o n gr o u p.  

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g I C Es will als o b e pr es e nt e d.  

•  I n a d diti o n, t h e ra w m e a n s c or e o v er ti m e will b e pr es e nt e d as a b y -visit b o x pl ot f or e a c h st u d y 
i nt er v e nti o n gr o u p i n a si n gl e fi g ur e.  
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1 4. 2. 3. 2  P R O MI S F ati g u e S c o r e C F B  o v e r 9 6  W e e k s   

M e as ur es fr o m t h e f ati g u e it e m b a n k ar e s c or e d o n a T -s c or e m etri c ( hi g h er s c or es  =  hi g h er 
f ati g u e).  

•  T h e s e c o n d ar y esti m a n d , C F B i n P R O MI S F ati g u e s c or e o v er  9 6  w e e ks , will b e a n al y z e d i n t h e 
s a m e m a n n er as C F B i n P R O MI S P F s c or e o v er  9 6  w e e ks, e x c e pt t h at t h e a v er a g e will b e t a k e n 
o v er W e e ks 4 8, 6 0 , 7 2, 8 4 a n d 9 6.   

1 4. 2. 3. 3  S e nsiti vit y A n al ys es: P R O MI S S c o r e C F B   

T h e f oll o wi n g s e nsiti vit y a n al ys es f or P R O MI S P F s c or e C F B o v er  9 6  w e e ks  ar e pl a n n e d , wit h 
t h e s a m e h a n dli n g of I C E s as  i n t h e pri m ar y a n al ysis , u nl ess ot h er wis e s p e cifi e d,  b as e d o n p o ol e d 
d at a fr o m t h e 2  P h as e  3  st u di es:  

1.  A n al ysis t o e v al u at e t h e p ot e nti al i nfl u e n c e of i nf or m ati v e tr e at m e nt dis c o nti n u ati o n a c c or di n g 
t o di s c o nti n u ati o n r e as o n. 

T his s e nsiti vit y a n al ysis will us e t h e s a m e M M R M m o d el us e d i n t h e pri m ar y a n al ysis of 
P R O MI S P F S c or e C F B a v er a g e d o v er  W e e k s 7 2, 8 4 a n d  9 6 a n d r e p ort t h e r es ulti n g diff er e n c e 
i n a v er a g e L S m e a ns  d u e t o tr e at m e nt , 9 5 % CI, a n d 1 -si d e d p -v al u e  f or t h e si g nifi c a n c e of t h e 
tr e at m e nt eff e ct. I n a d diti o n, a f or est pl ot will pr es e nt t h e diff er e n c e i n a v er a g e L S m e a ns, 9 5 % 
CI a n d p -v al u e f or e a c h d elt a.  

T h e f oll o wi n g a p pli es t o p arti ci p a nts i n t h e e v o br uti ni b i nt er v e nti o n gr o u p. If a p arti ci p a nt’s 
dis c o nti n u ati o n is u nr el at e d t o tr e at m e nt ( i. e. u nr el at e d t o effi c a c y or s af et y iss u es), t h e 
p arti ci p a nt’s s c or e C F B at e a c h ti m e p oi nt will b e m ulti pl y i m p ut e d usi n g C F B distri b uti o n at 
t h at ti m e p oi nt i n t h e c o m p ar at or gr o u p  ( a dj ust e d f or t h e p arti ci p a nt’s str at u m a n d b as eli n e  
s c or e), f or t h e i nt er v al b et w e e n dis c o nti n u ati o n a n d 9 6  w e e ks p ost r a n d o mi z ati o n  or P A c ut off , 
w hi c h e v er o c c urs first . If a p arti ci p a nt’s dis c o nti n u ati o n is r el at e d t o tr e at m e nt, t h e 
p arti ci p a nt’s s c or e C F B at e a c h ti m e p oi nt will b e m ulti pl y i m p ut e d usi n g a w ors e C F B 
distri b uti o n at t h at ti m e p oi nt t h a n t h at i n t h e c o m p ar at or gr o u p  ( a dj ust e d f or t h e p arti ci p a nt’s 
str at u m a n d b as eli n e  s c or e) , f or t h e i nt er v al b et w e e n dis c o nti n u ati o n a n d 9 6  w e e ks p ost 
r a n d o mi z ati o n or P A c ut off , w hi c h e v er o c c urs first. T h e c o m p ar at or C F B aft er wit h dr a w al will 
b e s hift e d b y d elt a r a n gi n g fr o m 1 t o a m a xi m u m of 1 0 i n st e ps of 1 (st o p p e d at t h e p oi nt at 
w hi c h t h e diff er e n c e c o m p ari n g e v o br uti ni b a n d t erifl u n o mi d e  is n ot st atisti c all y si g nifi c a nt). 
T h e s hift i n di c ati n g w ors e C F B distri b uti o n is gi v e n  as d e cr e as e d s c or e f or P R O MI S P F a n d 
as i n cr e as e d s c or e  f or P R O MIS F ati g u e. F or p arti ci p a nts wit h dis c o nti n u ati o n o f tr e at m e nt ( all 
r e as o ns) i n t erifl u n o mi d e gr o u p, t h e C F B will b e m ulti pl y i m p ut e d u n d er t h e M A R  ass u m pti o n.  

C o ntr ol -b as e d p att er n i m p ut ati o n a n d d elt a -a dj ust e d p att er n i m p ut ati o n will b e a p pli e d  
(Littl e  1 9 9 6 , O' K ell y  2 0 1 4 , R atit c h  2 0 1 3 ) s e e A p p e n di x  1 8. 9  f or d et ails.  

Tr e at m e nt t er mi n ati o n wit h pri m ar y r e as o n e nt er e d as ‘ a d v ers e e v e nt’, ‘l a c k of effi c a c y’ a n d 
‘ d e at h’ i n t h e e C R F T T E R M f or m will b e c o nsi d er e d as r el at e d t o tr e at m e nt. Ot h er tr e at m e nt 
t er mi n ati o ns (i. e. pri m ar y r e as o n e q u al t o ‘l ost t o f oll o w-u p ’, ‘ pr ot o c ol n o n -c o m pli a n c e’, 
‘ wit h dr a w al b y s u bj e ct’ a n d ‘ ot h er’) will b e c o nsi d er e d as u nr el at e d t o tr e at m e nt.  
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2.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of m o d el mi ss p e cifi c ati o n . 

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at es t o t h e mi x e d m o d el: n u m b er of 
r el a ps es i n t h e 2  y e ars b ef or e S cr e e ni n g , pr es e n c e/ a bse n c e of T 1 G d + l esi o ns wit hi n 6  m o nt hs  
pri or t o r a n d o mi z ati o n, pri or D M T  ( y/ n), a n d a g e, as d efi n e d i n S e cti o n  8. 2 . T h e s a m e 
i nf er e nti al r es ult s will b e r e p ort e d as f or t h e pri m ar y a n al ysis.  

3.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of C O VI D -1 9  i nf e cti o n. 

T his s e nsiti vit y a n a l ysis will h a n dl e t h e I C E of C O VI D -1 9  i nf e cti o n wit h t h e H y p ot h eti c al 
str at e g y, i. e. all of a p arti ci p a nt’s d at a o n t h e d a y of a n d aft er t h e i nf e cti o n will b e c e ns or e d.  
T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h a n y C O VI D -1 9 -r el at e d I C Es ar e i g n or e d i n 
t h e a n al ysis (i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e of i nf e cti o n will b e  ass u m e d 
t o b e n o n -i nf or m ati v e f or t h e o ut c o m e of i nt er est ( P R O MI S s c or e C F B) . 

T h e I C E ' C O VI D -1 9  v a c ci n ati o n' will b e h a n dl e d vi a Tr e at m e nt P oli c y str at e g y as i n pri m ar y 
a n al ysis . P arti ci p a nts e x p eri e n ci n g t h e I C E 'C O VI D -1 9  i nf e cti o n' will b e i d e ntifi e d as t h os e 
wit h A Es r el at e d t o C O VI D -1 9  as d efi n e d i n S e cti o n  1 5. 2. 4.  T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is t h at C O VI D -1 9  i nf e cti o n d o es n ot o c c ur, b ut C O VI D -1 9  v a c ci n ati o n d o es.  

4.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e. 

I n t h e first s e nsiti vit y a n al ysis of P R O MI S s c or e C F B r el at e d t o t h e i m p a ct of t h e w ar i n 
U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e will h a v e t h eir d at a c e ns or e d at t h e st art of t h e 
crisis ( i. e. 2 4  F e br u ar y  2 0 2 2 ). T h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis 
( aff e cti n g o nl y U kr ai n e p arti ci p a nts) h a d n ot o c c urr e d. I n a s e c o n d s e nsiti vit y a n al ysis r el at e d 
t o t h e i m p a ct of w ar i n U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis. T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g p arti ci p a nts fr o m U kr ai n e, R ussi a n F e d er ati o n, 
a n d B el ar us) h a d n o t o c c urr e d. T h e c e ns or e d d at a will n ot b e i m p ut e d; c e ns ori n g at t h e ti m e of 
t h e st art of t h e crisis will b e ass u m e d t o b e n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est 
( P R O MI S S c or e C F B). 

5.  m F A S a n al ysis.  

I n t hi s s e nsiti vit y a n al ysi s, t h e pri m ar y a n al ysis of P R O MI S s c or e C F B  will b e r e p e at e d o n t h e 
m F A S.  

6.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e c o n d r e cr uit m e nt c o h ort.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at e t o t h e mi x e d m o d el: m e m b ers hi p i n 
s e c o n d r e cr uit m e nt c o h ort ( y es/ n o), as  d efi n e d i n S e cti o n  8. 2 . T h e s a m e i nf er e nti al r es ult s will 
b e r e p ort e d as f or t h e pri m ar y a n al ysis wit h t h e p -v al u e of t h e a d diti o n al c o v ari at e r e p ort e d.  

T h e s e nsi ti vit y a n al ys es f or P R O MI S F ati g u e s c or e C F B a v er a g e d o v er W e e ks  4 8, 6 0, 7 2, 8 4 a n d 
9 6 will b e si mil ar.  
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1 4. 2. 4  M RI L esi o n M e as u r es   

T h e 5  esti m a n d attri b ut es of s e c o n d ar y M RI l esi o n m e as ur e effi c a c y esti m a n ds ar e:  

•  E n d p oi nt :  

o  T ot al n u m b er of T 1 G d + l esi o ns b as e d o n all a v ail a bl e M RI s c a n.  

o  N u m b er of n e w or e nl ar gi n g T 2 ( a cti v e T 2) l esi o ns b as e d o n t h e l ast a v ail a bl e M RI 
s c a n r el ati v e t o t h e b as eli n e  M RI s c a n.  

•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6  w e e ks ; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t erifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6  w e e ks . 

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a. 

•  St r at e gi es us e d t o a d d r ess I C E s :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt p oli c y str at e g y.  

o  D e at h ( a n y c a us e): W hil e ali v e str at e g y 

o  U kr ai n e crisis: H y p ot h eti c al str at e g y  

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y c o m p ari n g t h e i nt er v e nti o n gr o u ps is l esi o n r at e r ati o a n d CI 
b as e d o n N B m o d el, wit h t est of tr e at m e nt eff e ct b as e d o n t est of l esi o n r at e r ati o, wit h 
offs et d efi n e d i n S e cti o ns 1 4. 2. 4. 1  a n d 1 4. 2. 4. 2 . 

Br ai n M RIs ar e s c h e d ul e d  at S cr e e ni n g  a n d W e e ks 2 4, 4 8, 9 6, 1 5 6 a n d e arl y tr e at m e nt  
d is c o ntin u ati o n . V ari o us M RI d eri v e d p ar a m et ers h a v e b e e n r el at e d t o dis e as e a cti vit y, i n cl u di n g 
T 1 G d + l esi o ns a n d a cti v e T 2 l esi o ns.  

1 4. 2. 4. 1  T ot al N u m b e r of T 1 G d + l esi o ns B a s e d o n All A v ail a bl e M RI 
S c a ns   

T h e t ot al n u m b er of T 1 G d + l esi o ns f or a p arti ci p a nt will b e c al c ul at e d as t h e s u m of n e w T 1 G d +  
l esi o ns fr o m n o n -mi ssi n g p ost  b as eli n e  s c a ns . L o g n u m b er of n o n -mi ssi n g s c a ns c o ntri b uti n g t o 
t h e t ot al is us e d as t h e offs et i n N B m o d eli n g . A n al ys es ar e pr es e nt e d f or e a c h st u d y s e p ar at el y 
b as e d o n F A S.   
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Missi n g D at a H a n dli n g  

F or p arti ci p a nts mi ssi n g o n e or m or e s c a ns , t h e missi n g d at a will b e ass u m e d t o b e M A R; s u c h a 
p arti ci p a nt will b e ass u m e d t o e x p eri e n c e l esi o ns t hr o u g h pl a n n e d e n d of tr e at m e nt ( i. e. P A c ut off  
or 1 5 6  w e e ks  ( S e cti o n 9. 1 3 ), w hi c h e v er o c c urs fir st) at t h e s a m e  r at e as p arti ci p a nt s wit h  a v ail a bl e 
d at a wit hi n t h e s a m e i nt er v e nti o n gr o u p a n d str at u m a n d h a vi n g t h e s a m e b as eli n e  l esi o n a cti vit y 
( pr es e n c e/ a bs e n c e).  

H a n dli n g of I CE s  

I n t hi s st u d y, t h e I C E of tr e at m e nt di s c o nti n u ati o n is h a n dl e d b y t h e Tr e at m e nt P oli c y str at e g y, i n 
w hi c h d at a p ost pr e m at ur e tr e at m e nt dis c o nti n u ati o n, i. e. at S af et y  F oll o w -u p  V isit, ar e  us e d i n t h e 
a n al ysis. H o w e v er, M RI s c a ns ar e n ot s c h e d ul e d at t h e S af et y  F oll o w -u p  V isit. T h us, t h e d at a t o 
i n cl u d e i n t h e a n al ysis of T 1 G d + l esi o ns ar e  t h e s a m e, r e g ar dl ess of w h et h er t h e p arti ci p a nt  is a 
tr e at m e nt dis c o nti n u er or h as  tr e at m e nt o n g oi n g/ c o m pl et e d : all a v ail a bl e s c a ns w hil e o n tr e at m e nt 
ar e i n cl u d e d i n t h e a n al ysis.  

I n a c c or da n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E d e at h  ( a n y 
c a us e) , all T 1 G d + l esi o n d at a u p t o t h e ti m e of d e at h will b e us e d i n t h e a n al ysis.  

P arti ci p a nts at sit es n ot f ull y o p er ati o n al, p ost st art of U kr ai n e crisis will b e c o n si d er e d t o h a v e 
e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T his I C E will b e h a n dl e d usi n g t h e H y p ot h eti c al str at e g y, 
w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d n e v er h a p p e n e d.  T h e d at a 
fr o m s u c h p arti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l ost f ull y o p er ati o n al st at us. 
C e ns ori n g at t h e e n d of t h e pr e -crisis p eri o d is n o n -i nf or m ati v e f or t h e o ut c o m e of i nt er est ( T 1 
G d + l esi o ns).  

I n a c c or d a n c e wit h t h e Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C Es 
‘C O VI D -1 9  i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n’  or ‘ e m er g e n c y u n bli n di n g’ , t h e o c c urr e n c e of 
t h es e I C Es is c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of T 1 G d + l esi o ns. 

I nf e r e nti al a n al ysi s  

T h e p o p ul ati o n -l e v el s u m m ar y c o m p ari n g t h e i nt er v e nti o n gr o u ps is l esi o n r at e r ati o, b as e d o n a 
N B m o d el f or l esi o n c o u nt, wit h t er ms f or i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at a, a n d b as eli n e  
l esi o n a cti vit y (i. e. pr es e n c e/ a bs e n c e of T 1 G d + l esi o ns at b as eli n e ), wit h offs et e q u al t o l o g 
n u m b er of t ot al a v ail a bl e s c a ns o v er w hi c h t h e l esi o ns e x p eri e n c e d b y a p arti ci p a nt ar e o bs er v e d . 
T h e a dj ust e d l esi o n R R c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e esti m at e d fr o m t h e N B m o d el, 
9 5 % 2 -si d e d CI, a n d 1 -si d e d p -v al u e will b e r e p ort e d, t o g et h er wit h a dj ust e d l esi o n r at e f or e a c h 
i nt er v e nti o n gr o u p a n d as s o ci at e d 9 5 % 2-si d e d CI. I n a d diti o n, t h e l esi o n R R will b e e x pr ess e d as 
p er c e nt a g e r e d u cti o n r el ati v e t o t erifl u n o mi d e. T h e a n al ysis of t ot al n u m b er of T 1 G d + l esi o ns will 
b e b as e d o n d at a fr o m a si n gl e st u d y (  or 0 0 8 2).  

T h e M A R  ass u m pti o n u n d er pi ns t h e r at e r ati o esti m at or i m pl e m e nt e d b y t h e N B m o d el t h at us es 
o bs er v e d l esi o n c o u nt a n d n u m b er of s c a ns gi vi n g ris e t o t h at c o u nt f or e a c h p arti ci p a nt, r e g ar dl ess 
of tr e at m e nt c o m pl et e d /dis c o nti n u e d/ o n g oi n g st at us.  
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D es c ri pti v e a n al ys is 
 
D es cri pti v e st atisti cs f or t h e n u m b er of n e w T 1 G d + l esi o ns b y ti m e p oi nt u p t o 1 5 6  w e e ks  will b e 
pr o vi d e d b y i nt er v e nti o n gr o u p.   

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g I C Es will als o b e pr es e nt e d.  

M e a n n u m b er of T 1 G d + l esi o ns at a gi v e n visit will b e pr es e nt e d as a b y -visit li n e pl ot f or e a c h 
i nt er v e nti o n gr o u p, wit h a v erti c al li n e s e g m e nt at e a c h visit r e pr es e nti n g ± S E (jitt er e d if n e e d e d 
f or l e gi bilit y), a n d wit h b ot h i nt er v e nti o n gr o u ps i n cl u d e d i n a si n gl e fi g ur e. Pr o p ort i o n of 
p arti ci p a nt s w h o ar e T 1 G d + l esi o n -fr e e will b e pr es e nt e d as a b y-visit li n e pl ot f or e a c h 
i nt er v e nti o n gr o u p ( v erti c al li n e s e g m e nt at e a c h visit r e pr es e nti n g 9 5 % CI m a y b e o mitt e d f or 
l e gi bilit y), a n d wit h b ot h i nt er v e nti o n gr o u ps i n cl u d e d i n a si n gl e fi g ur e.  I n t h es e fi g ur es, t h e 
s p a ci n g of ti c k m ar ks o n t h e h ori z o nt al a xis s h o ul d r efl e ct t h e ti m e i nt er v al b et w e e n visits ( i. e. 
visits t h at ar e n o n u nif or ml y s p a c e d i n ti m e s h o ul d b e n o n u nif or ml y s p a c e d o n t h e h ori z o nt al a xis).   

M e a n n u m b er of T 1 G d + l esi o ns p er  s c a n  esti m at e d b as e d o n t h e N B m o d el , will b e pr es e nt e d as 
a gr o u p e d b ar c h art  b y i nt er v e nti o n gr o u p, wit h a v erti c al li n e s e g m e nt f or e a c h b ar r e pr es e nti n g 
9 5 % 2 -si d e d CI, a n d wit h  t h e p-v al u e f or t h e c o m p aris o n wit h terifl u n o mi d e  ( b as e d o n N B m o d el) 
dis pl a y e d a b o v e t h e gr o u p e d b ar  c h art p air .  

1 4. 2. 4. 2  N u m b e r of n e w o r e nl a r gi n g T 2 l esi o ns o n t h e L ast A v ail a bl e 
M RI S c a n R el ati v e t o t h e B a s eli n e  M RI S c a n   

T h e n u m b er of n e w/ e nl ar gi n g T 2 l esi o ns o n t h e l ast a v ail a bl e s c a n  r el ati v e t o t h e b as eli n e  s c a n 
will b e c al c ul at e d as t h e s u m of n e w/ e nl ar gi n g T 2 l esi o ns fr o m n o n -mi ssi n g s c a ns. F or e a c h s c a n 
c oll e ct e d, N e ur o R x r e p orts t h e n u m b er of n e w/ e nl ar gi n g T 2 l esi o ns r el ati v e t o t h e pr e vi o us s c an.  
T h us , f or e x a m pl e, s u m mi n g t h e n e w/ e nl ar gi n g T 2 l esi o ns fr o m t h e W e e k  2 4  a n d W e e k  4 8  s c a ns 
pr o vi d es t h e s u m of n e w/ e nl ar gi n g T 2 l esi o ns at W e e k  2 4  r el ati v e t o b as eli n e  (i. e. S cr e e ni n g) a n d 
n e w/ e nl ar gi n g T 2 l esi o ns at W e e k  4 8  r el ati v e t o W e e k  2 4 .  

If a p arti ci p a nt h as s c a ns o nl y at W e e k  2 4  a n d W e e k  9 6 , t h e N e ur o R x M RI r e a d er will i d e ntif y 
n e w/ e nl ar gi n g T 2 l esi o ns at W e e k  9 6  r el ati v e t o t h e pr e vi o usl y  a v ail a bl e s c a n at W e e k  2 4 . T h us,  
s u m mi n g t h e n e w/ e nl ar gi n g T 2 l esi o ns fr o m t h e W e e k  2 4  a n d W e e k  9 6  s c a n s pr o vi d es t h e s u m of 
n e w/ e nl ar gi n g T 2 l esi o n s at W e e k  2 4  r el ati v e t o b as eli n e  (i. e. S cr e e ni n g) a n d n e w/ e nl ar gi n g T 2 
l esi o ns at W e e k  9 6  r el ati v e t o W e e k  2 4 .  

T h e ti m e b et w e e n t h e l ast a v ail a bl e s c a n a n d t h e b a s eli n e  s c a n (i n y e ars) is u s e d as t h e offs et i n t h e 
N B m o d eli n g.  T h e ti m e (i n y e ars) fr o m S cr e e ni n g  s c a n will b e c al c ul at e d as ( d at e of l ast s c h e d ul e d 
M RI s c a n wit h a n o n -missi n g v al u e f or t h e n u m b er of n e w or e nl ar gi n g T 2 l esi o ns –  d at e of 
S cr e e ni n g  s c a n + 1)/ 3 6 5. 2 5.  

T h e s a m e mi ssi n g d at a h a n dli n g  a n d I C E str at e g y us e d i n t h e a n al ysis of T ot al n u m b er of T 1 G d + 
l esi o ns will b e us e d i n t h e a n al ysis of N u m b er of n e w/ e nl ar gi n g T 2 l esi o ns . 
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I nf e r e nti al a n al ysi s  

T h e p o p ul ati o n -l e v el s u m m ar y c o m p ari n g t h e i nt er v e nti o n gr o u ps is l esi o n r at e r ati o, b as e d o n a 
N B r e gr essi o n m o d el f or l esi o n c o u nt, wit h t er ms f or i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at a, a n d 
b as eli n e  v ol u m e of T 2 l esi o n  (as c o nti n u o us c o v ari at e ), wit h offs et e q u al t o l o g ti m e b et w e e n t h e 
l ast a v ail a bl e s c a n a n d b a s eli n e  s c a n (i n y e ars) . T h e a dj ust e d l esi o n R R c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e esti m at e d fr o m t h e N B m o d el, 9 5 % 2-si d e d CI, a n d 1 -si d e d p -v al u e will b e r e p ort e d, 
t o g et h er wit h a dj ust e d lesi o n r at e f or e a c h i nt er v e nti o n gr o u p a n d ass o ci at e d 9 5 % 2 -si d e d CI. I n 
a d diti o n, t h e l esi o n R R will b e e x pr ess e d as p er c e nt a g e r e d u cti o n r el ati v e t o t erifl u n o mi d e. T h e 
a n al ysis of t ot al n u m b er of n e w or e nl ar gi n g T 2  l esi o ns will b e b as e d o n d at a fr o m a si n gl e st u d y 
(  or 0 0 8 2). 

D es c ri pti v e a n al ysi s  

D es cri pti v e st atisti cs f or t h e n u m b er of n e w/ e nl ar gi n g T 2  l esi o ns b y ti m e p oi nt u p t o 1 5 6  w e e ks  
will b e pr o vi d e d b y i nt er v e nti o n gr o u p.   

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g I C Es will als o b e pr es e nt e d.  

M e a n n u m b er of n e w/ e nl ar gi n g  l esi o ns at a gi v e n visit will b e pr es e nt e d as a b y-visit li n e pl ot f or 
e a c h i nt er v e nti o n gr o u p, wit h a v erti c al li n e s e g m e nt at e a c h visit r e pr es e nti n g ± S E (jitt er e d if 
n e e d e d f or l e gi bilit y) , a n d wit h b ot h i nt er v e nti o n gr o u ps i n cl u d e d i n a si n gl e fi g ur e. Pr o p orti o n of 
p arti ci p a nts w h o ar e n e w/ e nl ar gi n g T 2  l esi o n-fr e e will b e pr es e nt e d as a b y-visit li n e pl ot f or e a c h 
i nt er v e nti o n gr o u p ( v erti c al li n e s e g m e nt at e a c h visit r e pr es e nti n g 9 5 % CI m a y b e o mi tt e d f or 
l e gi bilit y), a n d wit h b ot h i nt er v e nti o n gr o u ps i n cl u d e d i n a si n gl e fi g ur e. T h e  s p a ci n g of ti c k m ar ks 
o n t h e h ori z o nt al a xis s h o ul d r efl e ct t h e ti m e i nt er v al b et w e e n visits . 

M e a n n u m b er of n e w/ e nl ar gi n g T 2  l esi o ns p er y e ar esti m at e d b as e d o n t h e N B m o d el  will b e 
pr es e nt e d as a gr o u p e d b ar c h art b y i nt er v e nti o n gr o u p, wit h a v erti c al li n e s e g m e nt f or e a c h b ar 
r e pr es e nti n g 9 5 % 2-si d e d CI, a n d wit h  t h e p-v al u e f or t h e c o m p aris o n wit h t erifl u n o mi d e ( b as e d 
o n N B m o d el) dis pl a y e d a b o v e t h e gr o u p e d b ar c h art p air.  

1 4. 2. 4. 3  S e nsiti vit y / S u p pl e m e nt a r y A n al ys es: M RI L esi o n M e as u r es   

T h e f oll o wi n g s e nsiti vit y a n al ys es f or t ot al n u m b er of  T 1 G d + l esi o ns  ar e pl a n n e d , wit h t h e s a m e 
h a n dli n g of I C Es as  i n t h e pri m ar y a n al ysis , u nl es s ot h er wis e s p e cifi e d : 

1.  A n al ysis t o e v al u at e t h e p ot e nti al i nfl u e n c e of i nf or m ati v e tr e at m e nt dis c o nti n u ati o n a c c or di n g 
t o di s c o nti n u ati o n r e as o n. 

T his s e nsiti vit y a n al ysis will us e t h e s a m e N B m o d el us e d i n t h e pri m ar y a n al ysis of t ot al T 1 
G d + l esi o ns b as e d o n all a v ail a bl e M RI s c a ns . T h e l esi o n r at e r ati o f or tr e at m e nt eff e ct will b e 
r e p ort e d, t o g et h er wit h 9 5 % 2-si d e d CI, a n d 1 -si d e d p -v al u e f or t h e si g nifi c a n c e of t h e 
tr e at m e nt eff e ct. I n a d diti o n, a f or est pl ot will pr es e nt t h e l esi o n r at e r ati o, 9 5 % CI a n d p-v al u e 
f or e a c h d elt a. 
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T h e f oll o wi n g a p pli es t o p arti ci p a nts i n t h e e v o br uti ni b i nt er v e nti o n gr o u p. If a p arti ci p a nt’s 
dis c o nti n u ati o n is u nr el at e d t o tr e at m e nt ( i. e. u nr el at e d t o effi c a c y or s af et y iss u es), t h e 
p arti ci p a nt’s l esi o n c o u nt will b e m ulti pl y i m p ut e d usi n g t h e r at e i n t h e c o m p ar at or gr o u p  
( a dj ust e d f or t h e p arti ci p a nt’s str at u m a n d b as eli n e  l esi o n a cti vit y) b as e d o n C R MI m et h o d , 
f or t h e i nt er v al b et w e e n dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt ( i. e. P A c ut off  or 
1 5 6  w e e ks  p ost r a n d o mi z ati o n , w hi c h e v er o c c urs first). If a p arti ci p a nt’s dis c o nti n u ati o n is 
r el at e d t o tr e at m e nt, l esi o n c o u nt will b e m ulti pl y i m p ut e d at a r at e hi g h er t h a n t h at i n 
c o m p ar at or gr o u p  ( a dj ust e d f or t h e p arti ci p a nt’s str at u m a n d b as eli n e  l esi o n a cti vit y), f or t h e 
i nt er v al b et w e e n dis c o nti n u ati o n a n d pl a n n e d e n d of tr e at m e nt . T h e c o m p ar at or r at e aft er 
wit h dr a w al will b e m ulti pli e d b y d elt a, r a n gi n g fr o m 1 t o 3. 1 ( ~tri pli n g of r el a ps e r at e) i n st e ps 
of 0. 3. F or p arti ci p a nts wit h dis c o nti n u ati o n of tr e at m e nt ( all r e as o ns) i n t h e t erifl u n o mi d e 
gr o u p, t h e r el a ps e c o u nt will b e m ult i pl y i m p ut e d u n d er t h e M A R ass u m pti o n.   

MI m et h o ds f or c o u nt d at a ar e a p pli e d f oll o wi n g t h e a p pr o a c h fr o m K e e n e 2 0 1 4 , s e e 
A p p e n di x  1 8. 9  f or d et ails. 

Tr e at m e nt t er mi n ati o n wit h pri m ar y r e as o n e nt er e d as ‘ a d v ers e e v e nt’, ‘l a c k of effi c a c y’ a n d 
‘ d e at h’ i n t h e e C R F T T E R M f or m will b e c o nsi d er e d as r el at e d t o tr e at m e nt. Ot h er tr e at m e nt 
t er mi n ati o ns (i. e. pri m ar y r e as o n e q u al t o ‘l ost t o f oll o w-u p ’, ‘ pr ot o c ol n o n -c o m pli a n c e’, 
‘ wit h dr a w al b y s u bj e ct’ a n d ‘ ot h er’) will b e c o nsi d er e d as u nr el at e d t o tr e at m e nt.  

2.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of C O VI D -1 9  i nf e cti o n. 

T his s e nsiti vit y a n al ysis will h a n dl e t h e I C E of C O VI D -1 9  i nf e cti o n wit h t h e H y p ot h eti c al 
str at e g y, i. e. all of a p arti ci p a nt’s d at a o n t h e d a y of a n d aft er t h e i nf e cti o n will b e c e ns or e d. 
T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h a n y C O VI D -1 9 -r el at e d I C Es ar e i g n or e d i n 
t h e a n al ysis (i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e of i nf e cti o n will b e  ass u m e d 
t o b e n o n -i nf or m ati v e f or t h e o ut c o m e of i nt er est (T 1 G d +  l esi o ns). 

T h e  I C E 'C O VI D -1 9  v a c ci n ati o n' will b e h a n dl e d vi a Tr e at m e nt P oli c y str at e g y as i n pri m ar y 
a n al ysis . P arti ci p a nts e x p erie n ci n g t h e I C E ' C O VI D -1 9  i nf e cti o n' will b e i d e ntifi e d as t h os e 
wit h A Es r el at e d t o C O VI D -1 9  as d efi n e d i n S e cti o n  1 5. 2. 4.  T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is t h at C O VI D -1 9  i nf e cti o n d o es n ot o c c ur b ut C O VI D -1 9  v a c ci n ati o n d o es.  

3.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e . 

I n t h e first s e nsiti vit y a n al ysis of T 1 G d + l esi o ns r el at e d t o t h e i m p a ct of t h e w ar i n U kr ai n e, 
all p arti ci p a nts fr o m sit es i n U kr ai n e will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis ( i. e. 
2 4  F e br u ar y  2 0 2 2 ). T h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g 
o nl y U kr ai n e p arti ci p a nts) h a d n ot o c c urr e d.  I n a s e c o n d s e nsiti vit y a n al ysis r el at e d t o t h e 
i m p a ct of w ar i n U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis. T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g p arti ci p a nts fr o m U kr ai n e, R ussi a n F e d er ati o n, 
a n d B el ar us) h a d n ot o c c urr e d. T h e c e ns or e d d at a will n ot b e i m p u t e d; c e ns ori n g at t h e ti m e of 
t h e st art of t h e crisis will b e ass u m e d t o b e n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est ( T 1 G d + 
l esi o ns). 
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4.  m F A S  a n al ysis.  

I n t hi s s e nsiti vit y a n al ysis, t h e pri m ar y a n al ysis of T 1 G d + l esi o ns will b e r e p e at e d o n t h e 
m F A S.   

5.  A n a l ysis t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e c o n d r e cr uit m e nt c o h ort.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at e t o t h e N B m o d el: m e m b ers hi p i n 
s e c o n d r e cr uit m e nt c o h ort ( y e s/ n o), as d efi n e d i n S e cti o n  8. 2 . T h e s a m e i nf er e nti al r es ult s will 
b e r e p ort e d as f or t h e pri m ar y a n al ysis wit h t h e p -v al u e of t h e a d diti o n al c o v ari at e r e p ort e d.  

T h e f oll o wi n g s u p pl e m e nt ar y a n al ysis is pl a n n e d t o e v al u at e t h e p ot e nti al i m p a ct of m o d el 
mi ss p e cifi c ati o n : 

A n al ysis w h er ei n l esi o n c o u nt at a si n gl e s c a n ar e c o nsi d er e d as N B -distri b ut e d l o n git u di n al 
d at a a n d a n al y z e d usi n g a mi x e d eff e ct m o d el , wit h a r a n d o m eff e ct f or p arti ci p a nt, a n d t er ms 
f or i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at a, a n d b as eli n e  l esi o n a cti vit y. T his m o d el will 
c o m p ar e tr e at m e nt o n t h e b asis of c o n diti o n al a dj u st e d l esi o n r at e r ati o, w h er e c o n diti o ni n g is 
o n t h e r a n d o m eff e ct.  S e e A p p e n di x  1 8. 9  f or d et ail s. 

S e nsiti vit y a n al ys es f or n u m b er of n e w or e nl ar gi n g T 2 l esi o ns o n t h e l ast a v ail a bl e M RI s c a n 
r el ati v e t o t h e b as eli n e  M RI s c a n  will b e si mil ar , e x c e pt t h at t h e offs et i n t h e m o d el will b e l o g 
ti m e fr o m b as eli n e  s c a n t o l ast a v ail a bl e s c a n (i n y e ars), i n pl a c e of l o g n u m b ers of s c a ns . I n t h e 
s u p pl e m e nt a r y a n al ysis i n w hi c h n e w/ e nl ar gi n g T 2 l esi o n c o u nt at a si n gl e s c a n is m o d el e d as N B -
distri b ut e d , t h e offs et p ar a m et er will b e  e q u al t o t h e ti m e (i n y e ars) b et w e e n t h e s c a n  i n q u esti o n 
a n d t h e pr e vi o us  a v ail a bl e s c a n , r e pr es e nti n g t h e ti m e i nt er v al o v er w hi c h n e w/ e nl ar gi n g T 2 l esi o ns 
a c cr u e d . 

1 4. 2. 5  N e u r ofil a m e nt Li g ht C h ai n C o n c e nt r ati o n at W e e k  1 2   

T h e 5  esti m a n d attri b ut es of t his s e c o n d ar y effi c a c y esti m a n d ar e:  

•  E n d p oi nt : Nf L c o n c e ntr ati o n at 1 2  w e e ks  

•  T r e at m e nt c o n diti o n of i nt e r est : E v o br uti ni b 4 5 m g t wi c e d ail y f or u p t o 1 5 6  w e e ks ; 
alt er n ati v e tr e at m e nt c o n diti o n t o w hi c h c o m p aris o n will b e m a d e: t erifl u n o mi d e 1 4 m g 
o n c e d ail y f or u p t o 1 5 6  w e e ks . 

•  P o p ul ati o n : P arti ci p a nts wit h R M S as d efi n e d b y i n cl usi o n/ e x cl usi o n crit eri a. 
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•  St r at e gi es us e d t o a d d r ess I C E s :  

o  Tr e at m e nt di s c o nti n u ati o n: Tr e at m e nt p oli c y str at e g y.  

o  D e at h ( a n y c a us e): W hil e ali v e str at e g y  

o  U kr ai n e crisis: H y p ot h eti c al str at e g y  

o  C O VI D -1 9  i nf e cti o n, C O VI D -1 9  v a c ci n ati o n a n d e m er g e n c y u n bli n di n g: 
Tr e at m e nt P oli c y str at e g y.  

•  P o p ul ati o n -l e v el s u m m a r y c o m p ari n g t h e i nt er v e nti o n gr o u ps is t h e r ati o of g e o m etri c 
m e a ns at 1 2  w e e ks a n d CI b as e d o n a M M R M m o d el  f or l o g( Nf L c o n c e ntr ati o n), wit h t est 
of tr e at m e nt eff e ct b as e d o n diff er e n c e of l e ast -s q u ar es m e a ns .  

S er u m Nf L c o n c e ntr ati o n s ar e ass ess e d i n all p arti ci p a nts at B as eli n e  V isit a n d W e e ks 1 2, 2 4, 4 8, 
7 2, 9 6,  1 2 0, 1 4 4, 1 5 6 , e n d of D B T P a n d e arl y tr e at m e nt di s c o nti n u ati o n.  

Missi n g D at a H a n dli n g  

F or p arti ci p a nts wit h mi ssi n g Nf L c o n c e ntr ati o n d at a, t h e mi ssi n g d at a will b e ass u m e d t o b e M A R; 
s u c h p arti ci p a nts will b e ass u m e d t o h a v e t h e s a m e m e a n Nf L c o n c e ntr ati o n tr aj e ct or y t hr o u g h 
pl a n n e d e n d of tr e at m e nt ( i. e. P A c ut off  or 1 5 6  w e e ks , w hi c h e v er o c c urs fir st)  as p arti ci p a nts wit h 
a v ail a bl e d at a wit hi n t h e s a m e i nt er v e nti o n gr o u p a n d str at u m, a n d h a vi n g t h e s a m e b as eli n e  
c o n c e ntr ati o n . 

H a n dli n g of I C E s 

In t hi s st u d y, t h e I C E of tr e at m e nt di s c o nti n u ati o n is h a n dl e d b y t h e Tr e at m e nt P oli c y str at e g y, i n 
w hi c h d at a p ost pr e m at ur e tr e at m e nt dis c o nti n u ati o n, i. e. at S af et y  F oll o w -u p  V isit, ar e  us e d i n t h e 
a n al ysis.  H o w e v er, Nf L ass ess m e nts  ar e n ot s c h e d ul e d at t h e S af et y  F oll o w -u p  V isit. T h us, t h e 
d at a t o i n cl u d e i n t h e a n al ysis of Nf L c o n c e ntr ati o n  ar e  t h e s a m e, r e g ar dl ess of w h et h er t h e 
p arti ci p a nt  is a tr e at m e nt dis c o nti n u er or h as  tr e at m e nt o n g oi n g/ c o m pl et e d : all a v ail a bl e 
ass ess m e nts  w hil e o n tr e at m e nt ar e i n cl u d e d i n t h e a n al ysis.  

I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p er i e n ci n g t h e I C E d e at h ( a n y 
c a us e), all Nf L c o n c e ntr ati o n  d at a u p t o t h e ti m e of d e at h will b e us e d i n t h e a n al ysis.  

P arti ci p a nts at sit es n ot f ull y o p er ati o n al p ost st art of U kr ai n e crisis will b e c o nsi d er e d t o h a v e 
e x p eri e n c e d t h e I C E ‘ U kr ai n e crisis’. T his I C E will b e h a n dl e d usi n g t h e H y p ot h eti c al str at e g y, 
w h er e t h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis h a d n e v er h a p p e n e d.  T h e d at a 
fr o m s u c h p arti ci p a nts will b e c e ns or e d at t h e ti m e at w hi c h t h e sit e l os t f ull y o p er ati o n al st at us. 
C e ns ori n g at t h e e n d of t h e pr e -crisis p eri o d is n o n -i nf or m ati v e f or t h e o ut c o m e of i nt er est ( Nf L 
c o n c e ntr ati o n).  
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I n a c c or d a n c e wit h t h e Tr e at m e nt P oli c y str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C Es 
‘C O VI D -1 9  i nf e cti o n’, ‘C O VI D -1 9  v a c ci n ati o n’  or ‘ e m er g e n c y u n bli n di n g’ , t h e o c c urr e n c e of 
t h es e I C Es is c o nsi d er e d irr el e v a nt i n t h e pri m ar y a n al ysis of Nf L c o n c e ntr ati o n. 

I nf e r e nti al a n al ysi s  

T h e p o p ul ati o n -l e v el s u m m ar y c o m p ari n g t h e i nt er v e nti o n gr o u ps will b e t h e r ati o of g e o m etri c 
m e a ns , b as e d o n a M M R M f or l o g( Nf L c o n c e ntr ati o n), w h er e t h e m o d el i n cl u d es t er ms f or 
i nt er v e nti o n gr o u p, visit, i nt er v e nti o n gr o u p b y visit i nt er a cti o n, l o g(b as eli n e  c o n c e ntr ati o n ) a n d  
r a n d o mi z ati o n str at a. T h e u nstr u ct ur e d c o v ari a n c e m atri x will b e c o nsi d er e d . D e n o mi n at or d e gr e es 
of fr e e d o m will b e c o m p ut e d usi n g K e n w ar d a n d R o g er’s m et h o d  (K e n w ar d 1 9 9 7 ). T h e a n al ysis 
of Nf L c o n c e ntr ati o n will b e b as e d o n F A S d at a fr o m a si n gl e st u d y (  or 0 0 8 2).  

T h e r ati o ( c o m p ari n g e v o br utini b a n d t erifl u n o mi d e) of g e o m etri c  m e a n s, 9 5 % 2-si d e d CI, a n d 
1 -si d e d p -v al u e will b e r e p ort e d. F or e a c h i nt er v e nti o n gr o u p, t h e a dj ust e d g e o m etri c  m e a n at 
W e e k  1 2  a n d ass o ci at e d 9 5 % 2 -si d e d CI will b e r e p ort e d.  I n a d diti o n, t h e r es ult s of t h e M M R M 
will b e pr es e nt e d gr a p hi c all y b y i nt er v e nti o n gr o u p wit h p oi nt s f or t h e esti m at es p er visit a n d err or 
b ars f or t h e 9 5 % C Is. 

T h e M A R ass u m pti o n u n d er pi ns t h e esti m at or of r ati o of g e o m etri c  m e a ns t hr o u g h W e e k  1 2  
i m pl e m e nt e d b y t h e M M R M t h at us es o bs er v e d Nf L c o n c e ntr ati o n  d at a fr o m e a c h p arti ci p a nt, 
r e g ar dl ess of tr e at m e nt c o m pl et ed /dis c o nti n u e d/ o n g oi n g st at us.  

D es c ri pti v e a n al ysi s  

T h e m e a n a n d m e di a n ( mi n, m a x) o bs er v e d v al u es f or e a c h i nt er v e nti o n gr o u p will b e pl ott e d 
v ers us visit  till t h e pl a n n e d e n d of tr e at m e nt (i. e. P A c ut off  or 1 5 6  W e e ks p ost r a n d o mi z ati o n, 
w hi c h e v er o c c urs first) . M e di a n p er c e nt c h a n g e fr o m b as eli n e  li n e pl ot will als o b e pr o vi d e d. 

D es cri pti v e st atisti cs f or Nf L c o n c e ntr ati o n d at a  will b e pr o vi d e d b y i nt er v e nti o n gr o u p.  

N u m b er a n d p er c e nt a g es of p arti ci p a nts e x p eri e n ci n g I C Es will als o b e pr es e nt e d.  

1 4. 2. 5. 1  S e nsiti vit y A n al ys es: N e u r ofil a m e nt Li g ht C h ai n 
C o n c e nt r ati o n   

T h e f oll o wi n g s e nsiti vit y a n al ys es f or Nf L c o n c e ntr ati o n ar e pl a n n e d , wit h t h e s a m e h a n dli n g of 
I C Es as  i n t h e pri m ar y a n al ysis , u nl ess ot h er wis e s p e cifi e d : 

1.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of C O VI D -1 9  i nf e cti o n. 

T his s e nsiti vit y a n al ysis will h a n dl e t h e I C E of C O VI D -1 9  i nf e cti o n wit h t h e H y p ot h eti c al 
str at e g y, i. e. all of a p arti ci p a nt’s d at a o n t h e d a y of a n d aft er t h e i nf e cti o n will b e c e ns or e d. 
T his is i n c o ntr ast t o t h e pri m ar y a n al ysis i n w hi c h a n y C O VI D -1 9 -r el at e d I C Es ar e i g n or e d i n 
t h e a n al ysis (i. e. Tr e at m e nt P oli c y str at e g y).  C e ns ori n g at t h e ti m e of i nf e cti o n is ass u m e d t o 
b e n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est ( Nf L c o n c e ntr ati o n) . 
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T h e I C E ' C O VI D -1 9  v a c ci n ati o n' will b e h a n dl e d vi a Tr e at m e nt P oli c y str at e g y as i n pri m ar y 
a n al y sis. P arti ci p a nts e x p eri e n ci n g t h e I C E 'C O VI D -1 9  i nf e cti o n' will b e i d e ntifi e d as t h os e 
wit h A Es r el at e d t o C O VI D -1 9  as d efi n e d i n S e cti o n  1 5. 2. 4.  T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is t h at C O VI D -1 9  i nf e cti o n d o es n ot o c c ur b ut C O VI D -1 9  v a c ci n ati o n d o es.  

2.  A n al ysis t o e v al u at e  t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e. 

I n t h e first s e nsiti vit y a n al ysis of Nf L c o n c e ntr ati o n r el at e d t o t h e i m p a ct of t h e w ar i n U kr ai n e, 
all p arti ci p a nts fr o m sit es i n U kr ai n e will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis ( i. e. 
2 4  F e br u ar y  2 0 2 2 ). T h e h y p ot h eti c al s c e n ari o e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g 
o nl y U kr ai n e p arti ci p a nts) h a d n ot o c c urr e d.  I n a s e c o n d s e nsiti vit y a n al ysis r el at e d t o t h e 
i m p a ct of w ar i n U kr ai n e, all p arti ci p a nts fr o m sit es i n U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d at t h e st art of t h e crisis. T h e h y p ot h eti c al s c e n ari o 
e n vis a g e d is o n e i n w hi c h t h e crisis ( aff e cti n g p arti ci p a nts fr o m U kr ai n e, R ussi a n F e d er ati o n, 
a n d B el ar us) h a d n ot o c c urr e d. T h e c e ns or e d d at a will n ot b e i m p u t e d; c e ns ori n g at t h e ti m e of 
t h e st art of t h e crisis will b e ass u m e d t o b e n o ni nf or m ati v e f or t h e o ut c o m e of i nt er est ( Nf L 
c o n c e ntr ati o n).  

3.  m F A S  a n al ysis.  

I n t hi s s e nsiti vit y a n al ysi s, t h e pri m ar y a n al ysis of Nf L c o n c e ntr ati o n will b e r e p e at e d o n t h e 
m F A S .   

4.  A n al ysis t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e c o n d r e cr uit m e nt c o h ort.  

T his s e nsiti vit y a n al ysis will a d d t h e f oll o wi n g c o v ari at e t o t h e M M R M m o d el: m e m b ers hi p 
i n s e c o n d r e cr uit m e nt c o h ort ( y es/ n o), as d efi n e d i n S e cti o n 8. 2 . T h e s a m e i nf er e nti al r es ult s 
will b e r e p ort e d as f or t h e pri m ar y a n al ysis wit h t h e p -v al u e of t h e a d diti o n al c o v ari at e 
r e p ort e d. 

1 4. 2. 6  S u b g r o u p A n al y s es f o r S e c o n d a r y Esti m a n ds   

T h e a n al ysis of t h e s e c o n d ar y esti m a n ds , 1 2 -w e e k  C D P, 2 4 -w e e k C D P,  a n d  2 4 -w e e k C DI,  as 
d es cri b e d i n S e cti o n s 1 4. 2. 1. 1 , 1 4. 2. 1. 2  a n d 1 4. 2 . 2, will b e r e p e at e d f or all s u b gr o u p l e v els d efi n e d 
i n S e cti o n  8. 2  “ S u b gr o u p D efi niti o n a n d P ar a m etri z ati o n ”.  A d diti o n all y, a l ar g er m o d el t h at 
a dj ust s f or s u b gr o u p a n d i nt er v e nti o n-b y -s u b gr o u p i nt er a cti o n will b e fitt e d, a n d t h e p -v al u e of t h e 
i nt er a cti o n r e p ort e d. 

1 4. 3  T e rti a r y/ E x pl o r at o r y E n d p oi nts   

A n al ys es of t erti ar y/ e x pl or at or y e n d p oi nt s will b e b as e d o n t h e F A S.  T h e h a n dli n g of I C E s will b e 
a n al o g o us t o t h e pri m ar y a n d s e c o n d ar y e n d p oi nt s  i n S e cti o n s 1 4. 1. 1  a n d 1 4. 2 . D et ails ar e  pr o vi d e d 
i n e a c h s u bs e cti o n b el o w.  
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1 4. 3. 1  A R R at W e e ks 4 8 a n d 9 6   

T h e a n al ysis of A R R u p t o 4 8 w e e ks (9 6  w e e ks) will f oll o w t h at of A R R u p t o 1 5 6  w e e ks  d es cri b e d 
i n S e cti o n  1 4. 1. 1 . F or p arti ci p a nts dis c o nti n ui n g tr e at m e nt, a n y q u alifi e d r el a ps es o c c urri n g 
t hr o u g h S af et y  F oll o w -u p will b e i n cl u d e d i n t h e a n al ysis u p t o 4 8  ( 9 6 r es p e cti v el y) w e e ks p ost 
r a n d o mi z ati o n (s e e S e cti o ns 9. 1 1  a n d 9. 1 2  r es p e cti v el y). 

1 4. 3. 2  Ti m e t o F i rst Q u alifi e d R el a ps e  o v e r 1 5 6  W e e ks   

Ti m e t o first q u alifi e d r el a ps e is d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e first q u alifi e d 
r el a ps e d at e. T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y e n d p oi nt, d es cri b e d i n 
S e cti o n  1 4. 1. 1 . P arti ci p a nts w h o di d n ot e x p eri e n c e q u alifi e d r el a ps e b y 1 5 6  w e e ks p ost 
r a n d o mi z ati o n, b y ti m e of P A c u t off, b y ti m e of e arl y st u d y dis c o nti n u ati o n, or b ef or e b ei n g l ost 
t o f oll o w u p, will b e c e ns or e d at t h e d at e of t h e l ast r el a ps e ass ess m e nt d uri n g t h e 1 5 6  w e e ks p ost 
r a n d o mi z ati o n. C e ns ori n g will b e ass u m e d t o b e n o ni nf or m ati v e f or q u alifi e d r el a ps e, c o n diti o n al 
o n i nt er v e nti o n gr o u p, a n d r a n d o mi z ati o n str at u m.  

T h e h a z ar d r ati o c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x 
m o d el wit h a t er m f or i nt er v e nti o n gr o u p a n d str at a d efi n e d b y r a n d o mi z ati o n str at a, al o n g wit h 
9 5 % 2 -si d e d CI. A t est of tr e at m e nt eff e ct will b e b as e d o n a str atifi e d l o g r a n k t est  wit h str at a 
d efi n e d b y r a n d o mi z ati o n str at a .  

T h e c u m ul ati v e distri b uti o n f u n cti o n will b e esti m at e d b y K M m et h o d b y i nt er v e nti o n gr o u p .  

1 4. 3. 3  Q u alif yi n g R el a ps e -f r e e S t at us at W e e k  9 6   

T h e pr o p orti o n of p arti ci p a nts q u alif yi n g  r el a ps e-fr e e at W e e k  9 6  ( m e as ur e d fr o m r a n d o mi z ati o n, 
s e e S e cti o n 9. 1 2 ) will b e c o m p ar e d b et w e e n i nt er v e nti o n gr o u ps usi n g C o c hr a n -M a nt el -H a e ns z el 
( C M H) χ2  t est str atifi e d b y r a n d o mi z ati o n str at a.  

P arti ci p a nts w h o dis c o nti n u e st u d y pri or t o W e e k  9 6 , wit h o ut h a vi n g a q u alifi e d r el a ps e will be 
c o u nt e d as n ot b ei n g q u alifi e d r el a ps e -fr e e. T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y 
e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 1. 1 . 

F or e a c h i nt er v e nti o n gr o u p, t h e pr o p orti o n will b e r e p ort e d, wit h 9 5 % 2 -si d e d CI.  

I n a d diti o n, t h e esti m at e d pr o b a bilit y of b ei n g q u alifi e d r el a ps e-fr e e at W e e k  9 6 , b as e d o n t h e K M 
m et h o d ( c orr es p o n di n g t o t h e a n al ysis i n S e cti o n 1 4. 3. 2 ) will b e r e p ort e d, wit h 9 5 % 2 -si d e d CI.  

1 4. 3. 4  1 2 -w e e k  ( 2 4-w e e k) C o nfi r m e d E D S S P r o g r es si o n -F r e e S t at us 
at W e e k  9 6   

T h e pr o p orti o n of p arti ci p a nts t h at ar e  1 2 -w e e k  c o nfir m e d E D S S pr o gr essi o n -fr e e (i. e. 1 2 -w e e k  
C D P -fr e e) at W e e k  9 6  ( m e as ur e d fr o m r a n d o mi z ati o n, s e e S e cti o n 9. 1 2 ) will b e c o m p ar e d b et w e e n 
i nt er v e nti o n gr o u ps usi n g C M H χ2  t est, str atifi e d b y r a n d o mi z ati o n str at a a n d st u d y I D, b as e d o n 
d at a p o ol e d fr o m b ot h P h as e  3  st u di es.  
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T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 1. 1 . 
P arti ci p a nts w h o dis c o nti n u e st u d y pri or t o W e e k  9 6  or h a vi n g n ot r e a c h e d W e e k  9 6  at ti m e of 
pl a n n e d e n d of tr e at m e nt , wit h o ut h a vi n g 1 2 -w e e k  c o n fir m e d E D S S pr o gr essi o n will b e c o u nt e d 
as n ot b ei n g 1 2 -w e e k  c o nfir m e d E D S S pr o gr essi o n -fr e e. 

F or e a c h i nt er v e nti o n gr o u p, t h e pr o p orti o n will b e r e p ort e d, wit h 9 5 % 2 -si d e d CI.  

I n a d diti o n, t h e esti m at e d pr o b a bilit y of b ei n g 1 2 -w e e k  c o nfir m e d E D S S pr o gr ess i o n-fr e e at 
W e e k  9 6 , b as e d o n t h e K M m et h o d ( c orr es p o n di n g t o t h e a n al ysis i n S e cti o n 1 4. 2. 1. 1 ) will b e 
r e p ort e d, wit h 9 5 % 2 -si d e d CI.  

T h e s a m e a p pr o a c h will b e us e d  f or t h e a n al ysis of 2 4-w e e k c o nfir m e d E D S S pr o gr essi o n -fr e e 
st at us.   

1 4. 3. 5  2 4 -w e e k C o nfi r m e d D i s a bilit y I m p r o v e m e nt S t at us at 
W e e k  9 6   

T his e n d p oi nt will b e a n al y z e d f or t h e s u b gr o u p o f p arti ci p a nts fr o m t h e p o ol e d st u di es wit h 
b as eli n e  E D S S s c or e ≥  2. 0.  T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, 
d es cri b e d i n S e cti o n  1 4. 2. 2 . 

F or p a rti ci p a nts wit h a b as eli n e  E D S S s c or e ≥  2 a n d ≤  6 , dis a bilit y i m pr o v e m e nt is d efi n e d as a 
r e d u cti o n i n E D S S s c or e ≥  1. 0 c o m p ar e d t o b as eli n e  E D S S s c or e. F or p a rti ci p a nts wit h a b as eli n e  
E D S S s c or e ≥  6 . 5 a n d ≤  9. 5 , dis a bilit y i m pr o v e m e nt is d efi n e d as a r e d u cti o n i n E D S S s c or e of 
≥  0. 5.  

T h e s a m e a p pr o a c h t o t h e ti mi n g of 2 4 -w e e k  c o nfir m ati o n of dis a bilit y i m pr o v e m e nt is a p pli e d as 
f or 2 4 -w e e k  dis a bilit y pr o gr essi o n. C o nfir m ati o n of dis a bilit y i m pr o v e m e nt m ust o c c ur at t h e 
r e g ul arl y s c h e d ul e d visit t h at is at l e ast 2 4  w e e ks ( 1 6 8  d a ys) aft er i niti al i m pr o v e m e nt. If a 
p arti ci p a nt  h as a mi ssi n g E D S S at t h e s c h e d ul e d visit o c c urri n g at l e ast 1 6 8 d a ys aft er a n i ni ti al 
i m pr o v e m e nt or t h e s c h e d ul e d visit o c c urs s e v er al d a ys b ef or e t h e 1 6 8 -d a y wi n d o w aft er a n i niti al 
i m pr o v e m e nt, c o nfir m ati o n of t h e dis a bilit y i m pr o v e m e nt m ust b e o n t h e b asis of t h e ass ess m e nt 
at t h e n e xt s c h e d ul e d visit.  

E D S S ass ess m e nts at u ns c h e d u l e d or s c h e d ul e d visits t h at ar e < 1 6 8 d a ys aft er t h e i niti al 
i m pr o v e m e nt ar e c o nsi d er e d n o n -c o nfir m at or y E D S S ass ess m e nts . F or dis a bilit y i m pr o v e m e nt t o 
b e c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 2 4  w e e ks aft er i niti al i m pr o v e m e nt, a n y 
n o n -c o nfi r m at or y E D S S ass ess m e nts s h o ul d b e at l e ast as l o w as t h e mi ni m u m c h a n g e r e q uir e d 
f or i m pr o v e m e nt. 

A  p arti ci p a nt  wit h o ut c o nfir m e d dis a bilit y i m pr o v e m e nt will b e c o u nt e d as n ot i m pr o v e d, 
i n d e p e n d e nt of f oll o w-u p  ti m e. T h e i nt er v e nti o n gr o u p c o m p ar is o n will  b e b as e d o n a C M H χ 2  t est 
str atifi e d a c c or di n g t o r a n d o mi z ati o n str at a a n d st u d y I D.  
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1 4. 3. 6  L esi o n -F r e e S t at us at W e e k  9 6   

T h e pr o p orti o n of p arti ci p a nts h a vi n g l esi o n -fr e e st at us at W e e k  9 6  will b e c o m p ar e d b et w e e n 
i nt er v e nti o n gr o u ps usi n g C M H χ2  t est str atifi e d b y r a n d o mi z ati o n str at a. T h e st at us at W e e k  9 6 
will b e b as e d o n m e as ur e m e nts p erf or m e d  fr o m r a n d o mi z ati o n u p t o d a y 6 9 4 ( w hi c h c orr es p o n ds 
t o t h e st u d y d a y of W e e k 9 6 Visit [ 6 73] + 2 1  d a ys). If t h e W e e k  9 6 s c a n w as p erf or m e d pri or t o 
d a y  6 6 6 ( d a y  6 7 3 –  7  d a ys)  a n d w as n ot r e p e at e d pri or t o d a y  6 9 4, it will b e c o nsi d er e d as mi ssi n g 
f or t hi s a n al ysis. 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 4. 1 . 

P arti ci p a nts w h o dis c o nti n u e d st u d y e arl y a n d / or ar e mi ssi n g o n e or m or e of t h e 3 s c a ns pl a n n e d 
t hr o u g h W e e k  9 6  (i. e. at W e e ks  2 4, 4 8, 9 6), will b e c o u nt e d as n ot l esi o n -fr e e, i n d e p e n d e nt of 
f oll o w-u p  ti m e. 

F or e a c h i nt er v e nti o n gr o u p, t h e pr o p orti o n will b e r e p ort e d, wit h 9 5 % 2 -si d e d CI.  

T his a n al ysis will b e d o n e f or t h e f oll o wi n g e n d p oi nt s:  

•  N e w T 1 G d + l esi o n -fr e e st at us 

•  N e w or  e nl ar gi n g T 2 l esi o n -fr e e st at us 

•  C U A l esi o n -fr e e st at us 

1 4. 3. 7  T ot al N u m b e r of L esi o ns B as e d o n All A v ail a bl e M RI S c a ns   

T h e a n al ysis of t ot al n u m b er of C U A l esi o ns b a s e d o n all a v ail a bl e s c a n s, will f oll o w t h at of t h e 
n u m b er of n e w/ e nl ar gi n g T 2 l esi o ns d es cri b e d i n  S e cti o n  1 4. 2. 4. 2  i n cl u di n g t h e h a n dli n g of I C Es. 
B as eli n e  l esi o n a cti vit y will b e a dj ust e d f or usi n g t h e f oll o wi n g c o v ari at es: b as eli n e  T 1 G d + 
l esi o ns ( a bs e n c e/ pr es e n c e) a n d b as eli n e  T 2 l esi o n v ol u m e ( c o nti n u o us ). F or p arti ci p a nts 
dis c o nti n ui n g tr e at m e nt, all a v ail a bl e l esi o n d at a will b e i n cl u d e d i n t h e a n al ysis u p t o t h e pl a n n e d 
e n d of tr e at m e nt ( i. e. P A c ut off  or 1 5 6  w e e ks p ost r a n d o mi z ati o n , w hi c h e v er o c c urs first). 

A si mil ar a n al ysis will b e a p pli e d t o t ot al n u m b er of n e w T 1 h y p o -i nt e ns e l esi o ns b as e d o n all 
a v ail a bl e M RI s c a ns , wit h b as eli n e  l esi o n a cti vit y a dj ust e d f or usi n g b as eli n e  T 1 G d + l esi o ns 
( a bs e n c e/ pr es e n c e). 

1 4. 3. 8  C h a n g e i n V ol u m e of L esi o ns f r o m B a s eli n e  t o W e e k  9 6   

V ol u m e of l esi o ns is  ass ess e d i n all p arti ci p a nts at S cr e e ni n g , W e e ks 2 4, 4 8, 9 6, 1 5 6 a n d e arl y 
dis c o nti n u ati o n of tr e at m e nt.  T h e h a n dli n g of I C E s will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, 
d es cri b e d i n S e cti o n  1 4. 2. 4. 1 . 

C u b e -r o ot tr a nsf or m e d l e si o n v ol u m e C F B will b e m o d el e d  vi a M M R M, wit h i nt er v e nti o n gr o u p, 
visit, i nt er v e nti o n gr o u p b y visit i nt er a cti o n, b as eli n e  v al u e of c u b e -r o ot e d v ol u m e, i nt er a cti o n 
b et w e e n b as eli n e  v al u e a n d visit, a n d c o v ari at es d efi n e d b y r a n d o mi z ati o n str at a as fi x e d eff e cts. 
Esti m ati o n of tr e at m e nt eff e ct ( a n d 9 5 % 2 -si d e d CI) will b e b as e d o n a dj ust e d diff er e n c e i n 
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l e ast-sq u ar es m e a ns fr o m t h e m o d el.  A ll a v ail a bl e v ol u m e of l esi o ns d at a (irr es p e cti v e of 
dis c o nti n u ati o n) will b e i n cl u d e d i n t h e a n al ysis u p t o  a n d i n cl u di n g  t h e W e e k 9 6  a n al ysis visit . 

T his a n al ysis will b e d o n e f or t h e f oll o wi n g e n d p oi nt s:  

•  c h a n g e i n v ol u m e of T 1 G d + l esi o ns fr o m B as eli n e  t o W e e k 9 6  

•  c h a n g e i n v ol u m e of T 2 l esi o ns fr o m B as eli n e  t o W e e k 9 6  

D es cri pti v e st atisti cs b y visit a n d i nt er v e nti o n gr o u p will b e pr o vi d e d.  

1 4. 3. 9  P e r c e nt a g e C h a n g e i n B r ai n V ol u m e f r o m W e e k 2 4 t o 
W e e k  9 6   

P er c e nt c h a n g e i n v ol u m e ( br ai n v ol u m e, t h al a mi c v ol u m e, or c orti c al gr e y m att er v ol u m e), 
r el ati v e t o W e e k 2 4, is as s ess e d i n all p arti ci p a nts at W e e ks 4 8, 9 6, 1 5 6, a n d e arl y dis c o nti n u ati o n 
of tr e at m e nt, d uri n g t h e d o u bl e -bli n d p eri o d.  

Br ai n v ol u m e is r e c or d e d as a n a bs ol ut e “ n or m ali z e d ” v al u e at t h e B as eli n e  V isit t h e n r e c or d e d at 
s u bs e q u e nt visits as a p er c e nt a g e c h a n g e r el ati v e t o t h e a bs ol ut e v al u e at t h e B as eli n e  V isit. 
T h er ef or e, br ai n v ol u m e at W e e k 2 4 will b e c al c ul at e d as t h e br ai n v ol u m e at t h e B as eli n e  V isit 
m ulti pli e d b y 1 + ([ p er c e nt a g e c h a n g e i n br ai n v ol u m e fr o m B as eli n e  visit t o W e e k 2 4]/ 1 0 0). T his 
v al u e will b e us e d t o d et er mi n e t h e p er c e nt a g e c h a n g e i n br ai n v ol u m e at W e e ks 4 8 a n d 9 6 r el ati v e 
t o W e e k 2 4. 

T h e h a n dli n g of I C Es will  b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 4. 1 . 

P B V C fr o m  W e e k 2 4 will b e m o d el e d  vi a M M R M, wit h i nt er v e nti o n gr o u p, visit, i nt er v e nti o n 
gr o u p b y visit i nt er a cti o n, W e e k 2 4 v al u e of v ol u m e, i nt er a cti o n b et w e e n W e e k 2 4 v al u e a n d visit, 
a n d c o v ari at es d efi n e d b y r a n d o mi z ati o n str at a as fi x e d eff e cts. A n u nstr u ct ur e d c o v ari a n c e m atri x 
wil l b e ass u m e d. S h o ul d t h e m o d el f ail t o c o n v er g e, c o nsi d er ati o n will b e gi v e n t o usi n g a 
c o v ari a n c e str u ct ur e wit h f e w er p ar a m et ers ( i. e. c o m p o u n d s y m m etr y), or o mitti n g t h e b as eli n e  
v al u e -visit i nt er a cti o n fr o m t h e m o d el. D e n o mi n at or d e gr e es of fr e e d o m wil l b e c o m p ut e d usi n g 
K e n w ar d a n d R o g er’s m et h o d  (K e n w ar d 1 9 9 7 ). Mis si n g s c a n ass ess m e nt s will b e h a n dl e d vi a t h e 
M A R ass u m pti o n. C o nti n u o us c o v ari at es will b e c e nt er e d b y t h e m e a n, w h er e m e a n is b as e d o n 
all p arti ci p a nts i n F A S.  

Esti m ati o n of tr e at m e nt eff e ct ( a n d 9 5 % 2 -si d e d CI) a n d p -v al u e c o m p ari n g i nt er v e nti o n gr o u ps,  
b as e d o n a dj ust e d diff er e n c e i n P B V C l e ast-sq u ar es m e a ns will b e r e p ort e d f or W e e k  4 8  a n d 
W e e k  9 6 ti m e p oi nts. I n a d diti o n, t h e a dj ust e d P B V C l e ast-sq u ar es m e a ns esti m at e ( a n d 9 5 % 
2 -si d e d CI) f or e a c h i nt er v e nti o n gr o u p will b e r e p ort e d at W e e k  4 8  a n d W e e k  9 6 . All a v ail a bl e 
d at a (irr es p e cti v e of dis c o nti n u ati o n) will b e i n cl u d e d i n t h e a n al ysis u p t o a n d i n cl u di n g t h e 
W e e k  9 6 a n al ysis visit . 
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T his a n al ysis will b e d o n e f or t h e f oll o wi n g e n d p oi nt s:  

•  p er c e nt a g e c h a n g e i n B V fr o m W e e k 2 4 t o W e e ks 4 8 a n d 9 6  

•  p er c e nt a g e c h a n g e i n t h al a mi c v ol u m e fr o m W e e k 2 4 t o W e e ks 4 8 a n d 9 6  

•  p er c e nt a g e c h a n g e i n c orti c al gr e y m att er fr o m W e e k 2 4 t o W e e ks 4 8 a n d 9 6  

D es cri pti v e st atisti cs b y visit a n d i nt er v e nti o n gr o u p will b e pr o vi d e d.  

1 4. 3. 1 0  C h a n g e i n N o r m ali z e d T 1 I nt e nsit y wit hi n P r e -E xi sti n g 
N o n -E n h a n ci n g T 2 W ei g ht e d L esi o n V ol u m e f r o m B a s eli n e  t o 
W e e k  9 6   

C h a n g e i n n T 1 i nt e nsit y wit hi n pr e -e xisti n g n o n -e n h a n ci n g T 2 w ei g ht e d l esi o n v ol u m e, fr o m 
b as eli n e  t o W e e k  9 6 , is a “ti m e c o urs e ” v ari a bl e r e p ort e d i n n or m ali z e d T 1 u nit s. T h es e u nit s 
r e pr es e nt a s c al e of r el ati v e i nt e nsit y w h er e t h e m e di a n i nt e nsit y of n or m al a p p e ari n g gr e y m att er 
fr o m a gi v e n p arti ci p a nt is m a p p e d t o z er o a n d t h e m e di a n i nt e nsit y of n or m al a p p e ari n g w hit e 
m att er is m a p p e d t o 1. A v al u e b el o w z er o r e pr es e nts a n or m ali z e d i nt e nsit y t h at is l o w er t h a n t h e 
p arti ci p a nt’s n or m al a p p e ari n g gr e y m att er a n d li k e wis e a v al u e a b o v e 1 is a n or m ali z e d i nt e nsit y 
a b o v e t h at of t h e p arti ci p a nt’s n or m al a p p e ari n g w hit e m att er. T h e i nt e nsit y at e a c h ass ess m e nt 
visit is d efi n e d o n c e at t h e e n d of t h e p eri o d.  P arti ci p a nts r e q uir e a mi ni m u m of 2 s c a ns t o h a v e a n 
ass ess m e nt of n T 1 i nt e nsit y . Mis si n g v al u es will n ot b e i m p ut e d . 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 4. 1 . 

C h a n g e fr o m b as eli n e  t o p ost b as eli n e  visit i n n T 1 i nt e nsit y f or p os t b as eli n e  at W e e k  2 4, W e e k  4 8 
a n d W e e k  9 6  Vi sit s will b e d eri v e d. T h e H o d g es -L e h m a n esti m at e ( a n d 9 5 % 2 -si d e d CI) of s hift 
i n distri b uti o n of W e e k  9 6  n T 1 i nt e nsit y C F B b et w e e n i nt er v e nti o n gr o u ps, str atifi e d a c c or di n g t o 
r a n d o mi z ati o n str at a a n d b as eli n e  T 2 l esi o n v ol u m e c at e g or y ( b as e d o n t ertil es) will b e r e p ort e d. 
T h e Wil c o x o n r a n k s u m t est, str atifi e d a c c or di n g t o r a n d o mi z ati o n str at a a n d b as eli n e  T 2 l esi o n 
v ol u m e c at e g or y ( b as e d o n t ertil es), will b e us e d t o c o m p ar e t h e i nt er v e nti o n gr o u ps.  All a v ail a bl e 
d at a (irr es p e cti v e of dis c o nti n u ati o n) will b e i n cl u d e d i n t h e a n al ysis u p t o a n d i n cl u di n g t h e 
W e e k  9 6 a n al ysis visit . 

I n a d diti o n, i nt er v e nti o n gr o u p diff er e n c es a cr oss t h e distri b uti o n of t h e c h a n g e fr o m b as eli n e  i n 
n T 1 i nt e nsit y will b e pr es e nt e d b as e d o n m e di a n  r e gr essi o n r u n o n t h e 5 0t h q u a ntil e .  

D es cri pti v e st atisti cs will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p.  I n a d diti o n, b o x pl ot s of t h e 
c h a n g e fr o m b as eli n e b 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 pr o vi d e d.   

1 4. 3. 1 1  V ol u m e of S E Ls B as e d o n S c a ns at W e e ks 2 4, 4 8, a n d 9 6   

V ol u m e of S E Ls b as e d o n s c a ns t hr o u g h W e e k  9 6  is a “ti m e c o urs e ” v ari a bl e r e p ort e d i n m m3  
u nit s: a si n gl e v al u e is a v ail a bl e p er p arti ci p a nt f or t h e D B T P , eit h er at W e e k  9 6  if p arti ci p a nt 
c o m pl et e d t h at visit or at E arl y  Dis c o nti n u ati o n  V isit if p arti ci p a nt dis c o nti n u e d tr e at m e nt e arl y. 
P arti ci p a nts r e q uir e a mi ni m u m of 3 s c a ns t o h a v e a S E L ass ess m e nt. Mis si n g v al u es will n ot b e 
i m p ut e d. 
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S E Ls ar e i d e ntifi e d as ar e as of pr e -e xisti n g T 2 l esi o ns of at l e ast 1 0 c o nti g u o us v o x els ( v o x el si z e 
is ~ 3 m m3 ) s h o wi n g gr a d u al a n d c o nst a nt c o n c e ntri c e x p a nsi o n (Elli ott 2 0 1 9 ). S E Ls m a y q u alif y 
as a p ot e nti al r e a d -o ut f or pr o gr essi v e a c c u m ul ati o n of irr e v ersi bl e n e ur al ti ss u e d a m a g e a n d 
es p e ci all y a x o n al l oss ( v a n W al d er v e e n 1 9 9 8 ; Fili p pi 2 0 1 2 ). 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 4. 1 . 

T h e H o d g es -L e h m a n esti m at e ( a n d 9 5 % 2 -si d e d CI) of s hift i n distri b uti o n of S E L v ol u m e b et w e e n 
i nt er v e nti o n gr o u ps, str atifi e d a c c or di n g t o r a n d o mi z ati o n str at a a n d b as eli n e  T 2 l esi o n v ol u m e 
c at e g or y ( b as e d o n t ertil e s) will b e r e p ort e d f or W e e k  9 6  (E arl y  Dis c o nti n u ati o n  Vi sit ass ess m e nt 
w o ul d b e i n cl u d e d o nl y if it f all s i n t h e W e e k 9 6 a n al ysis visit wi n d o w ). T h e Wil c o x o n r a n k s u m 
t est, str atifi e d a c c or di n g t o r a n d o mi z ati o n str at a a n d b as eli n e  T 2 l esi o n v ol u m e c at e g or y will b e 
us e d t o c o m p ar e t h e i nt er v e nti o n gr o u ps at W e e k  9 6 . All a v ail a bl e d at a (irr es p e cti v e of 
dis c o nti n u ati o n) will b e i n cl u d e d i n t h e a n al ysis u p t o a n d i n cl u di n g t h e W e e k  9 6 a n al ysis visit . 

I n a d diti o n, i nt er v e nti o n gr o u p diff er e n c es a cr oss t h e distri b uti o n of S E L v ol u m e will b e pr es e nt e d 
b as e d o n m e di a n  re gr essi o n  r u n o n t h e 5 0t h q u a ntil es.  

S E Ls v ol u m e as a p er c e nt a g e of b as eli n e  T 2 l esi o n v ol u m e will b e d eri v e d a n d a n al y z e d i n t h e 
s a m e w a y t h a n v ol u m e of S E Ls.  P er c e nt S E L v ol u m e is b as e d o n t h e r ati o of S E L v ol u m e t o 
b as eli n e  T 2 l esi o n v ol u m e.  

D es cri pti v e st atisti cs will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p.  

1 4. 3. 1 2  C h a n g e i n N u m b e r of P h as e Ri m L esi o n s  at W e e ks 2 4, 4 8 a n d 
9 6   

T h e c h a n g e i n n u m b er of P h as e Ri m L esi o ns  e n d p oi nt will n ot b e a n al y z e d as p art of t h e P A b ut 
will b e a n al y z e d l at er. T h e c orr es p o n di n g a n al ysis will t h er ef or e b e d es cri b e d i n a s e p ar at e IA P.  

1 4. 3. 1 3  C h a n g e i n C e r e b r al Bl o o d Fl o w i n N o r m al -A p p e a ri n g W hit e 
M att e r at W e e ks 2 4, 4 8 a n d 9 6   

T h e C er e br al Bl o o d Fl o w  e n d p oi nt will n ot b e a n al y z e d as p art of t h e P A b ut will b e a n al y z e d 
l at er. T h e c orr es p o n di n g a n al ysis will t h er ef or e b e d es cri b e d i n a s e p ar at e IA P.  

1 4. 3. 1 4  Ti m e t o ≥  2 0 % I n c r e a s e (C o nfi r m e d at 1 2  W e e ks) i n T 2 5 -F W  
(9 -H P T ) u p t o 1 5 6  W e e ks   

Ti m e t o ≥  2 0 % i n cr e as e, c o nfir m e d at 1 2  w e e ks, i n T 2 5 -F W  is d efi n e d as t h e ti m e fr o m 
r a n d o mi z ati o n d at e t o t h e d at e of th e i niti al w ors e ni n g of ≥  2 0 % . T h e w ors e ni n g is d efi n e d b as e d 
o n t h e b as eli n e  v al u e. I n g e n er al, t h e v al u e of T 2 5-F W is t a k e n t o b e t h e a v er a g e s c or es of 
2  T 2 5 -F W att e m pt s . If t h e t est r es ult is mi ssi n g  d u e t o “ p h ysi c al li mit ati o n ”,  t h e m a xi m u m p ossi bl e 
v al u e  o n t h e s c al e  is t o b e i m p ut e d (i. e. 1 8 0  s e c o n ds) . If t h e t est r es ult of o n e att e m pt  is mi ssi n g, 
b ut n ot d u e t o a “ p h ysi c al li mit ati o n, ” t h e r es ult fr o m t h e ot h er att e m pt  will b e  us e d t o i m p ut e t h e 
mi ssi n g v al u e.  
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T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, ti m e t o 1 2 -w e e k C D P, 
d es cri b e d i n S e cti o n  1 4. 2. 1. 1 . I n a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str ate g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as 1 2 -w e e k 
≥ 2 0 % i n cr e as e. I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nt s e x p eri e n ci n g t h e I C E 
d e at h u n attri b ut a bl e t o M S or tr e at m e n t, p arti ci p a nts will b e c e ns or e d at ti m e of d e at h. (i. e. d e at h 
will n ot b e c o u nt e d as 1 2 -w e e k ≥ 2 0 % i n cr e as e).  

P arti ci p a nts w h o di d n ot e x p eri e n c e ≥  2 0 % i n cr e as e, c o nfir m e d at 1 2  w e e ks,  b y 1 5 6  w e e ks p ost 
r a n d o mi z ati o n ( S e cti o n 9. 1 3 ), b y ti m e of P A c ut off , b y ti m e of e arl y st u d y dis c o nti n u ati o n, or 
b ef or e b ei n g l ost t o f oll o w u p, will b e c e ns or e d at t h e d at e of t h e l ast T 2 5 -F W  ass ess m e nt d uri n g 
t h e 1 5 6  w e e ks p ost r a n d o mi z ati o n. C e ns ori n g will b e ass u m e d t o b e n o ni nf or m ati v e f or 1 2 -w e e k  
c o nfir m e d w ors e ni n g i n T 2 5 -F W , c o n diti o n al o n i nt er v e nti o n gr o u p, r a n d o mi z ati o n str at u m, a n d 
st u d y I D . C o nfir m ati o n of ≥ 2 0 % i n cr e as e m ust o c c ur at t h e r e g ul arl y s c h e d ul e d visit t h at is  at 
l e ast 1 2  w e e ks ( 8 4  d a ys) aft er i niti al w ors e ni n g. All s u bs e q u e nt ass ess m e nts (s c h e d ul e d a n d  
u ns c h e d ul e d) fr o m i niti al w ors e ni n g n e e d t o als o f ulfill t h e w ors e ni n g crit eri a u ntil t h e w ors e ni n g 
c a n b e c o nfir m e d at t h e first s c h e d ul e d visit t h at o c c urs at  l e ast 8 4  d a ys aft er o ns et of t h e 
w ors e ni n g.  

B as e d o n d at a p o ol e d fr o m b ot h P h as e  3  st u di es, t h e h a z ar d r ati o c o m p ari n g e v o br uti ni b t o 
t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x m o d el wit h a t er m f or i nt er v e nti o n gr o u p, str at a 
d efi n e d b y r a n d o mi z ati o n str at a , st u d y I D,  a n d b as eli n e  T 2 5 -F W s c or e as c o nti n u o us c o v ari at e,  
al o n g wit h 9 5 % 2 -si d e d CI. A t est of tr e at m e nt eff e ct will b e b as e d o n a str atifi e d l o g r a n k t est .  

T h e c u m ul ati v e distri b uti o n f u n cti o n will b e esti m at e d b y K M  m et h o d b y i nt er v e nti o n gr o u p .  

A si mil ar a n al ysis will b e a p pli e d t o Ti m e t o ≥  2 0 % i n cr e as e ( c o nfir m e d at 1 2  w e e ks) i n 9 -H P T. 
I n g e n er al, t h e v al u e of 9-H P T is t a k e n t o b e  t h e a v er a g e s c or es of t h e 4  9 -H P T att e m pt s ( 2  att e m pt s 
o n t h e ri g ht h a n d a n d 2  att e m pt s o n t h e l ef t-h a n d ). If t h e t est r es ult is mi s si n g d u e t o “ p h ysi c al 
li mit ati o n ”, t h e m a xi m u m p ossi bl e v al u e o n t h e s c al e is t o b e i m p ut e d (i. e. 3 0 0 s e c o n ds). If t h e t est 
r es ult of o n e att e m pt is mi ssi n g, b ut n ot d u e t o a “ p h ysi c al li mit ati o n, ” t h e r es ult fr o m t h e ot h er 
att e m pt o n t h e s a m e h a n d will b e us e d  t o i m p ut e t h e mi ssi n g v al u e. If r es ult s fr o m b ot h att e m pt s 
of t h e s a m e h a n d ar e mi ssi n g, t h e n t h e a v er a g e s c or e fr o m t h e ot h er h a n d will b e us e d t o i m p ut e 
t h e missi n g v al u e. 

1 4. 3. 1 5  N E D A -3 at W e e k  4 8 , W e e k  9 6   

N E D A at a ti m e p oi nt is d efi n e d as m e eti n g t h e f oll o wi n g 3  crit eri a at t h at ti m e p oi n t: 

•  Q u alif yi n g r el a ps e -fr e e st at us  

•  N e w T 1 G d + l esi o ns fr e e st at us a n d n e w or e nl ar gi n g T 2 l esi o n fr e e st at us   

•  1 2 -w e e k  c o nfir m e d E D S S pr o gr essi o n fr e e st at us   

 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y (f or r el a ps es) a n d s e c o n d ar y (f or M RI 
l esi ons a n d 1 2 -w e e k C D P) e n d p oi nt s, d es cri b e d i n S e cti o ns 1 4. 1. 1  a n d 1 4. 2. 1. 1 , r es p e cti v el y. 
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P arti ci p a nts w h o r e a c h t h e ti m e p oi nt of i nt er est will b e c o nsi d er e d as h a vi n g e vi d e n c e of dis e as e 
a cti vit y if at l e ast o n e q u alifi e d r el a ps e, at l e ast o n e M RI s c a n s h o wi n g dis e a s e a cti vit y ( d efi n e d as 
G d + T 1 l esi o ns, or n e w or e nl ar gi n g T 2 l esi o ns), or at l e ast o n e 1 2 -w e e k  C D P e v e nt, w as r e p ort e d 
u p t o t h e ti m e p oi nt of i nt er est. Ot h er wis e t h e p arti ci p a nt will b e c o nsi d er e d t o h a v e N E D A.  

P arti ci p a nts w h o dis c o nti n u e st u d y e arl y wit h at l e ast o n e e v e nt b ef or e e arl y dis c o nti n u ati o n will 
b e c o nsi d er e d as h a vi n g e vi d e n c e of dis e as e a cti vit y.  

E v e n if a n e v e nt w as n ot r e p ort e d b ef or e e arl y st u d y dis c o nti n u ati o n, t h e p arti ci p a nt will b e 
c o nsi d er e d t o s h o w e vi d e n c e of dis e as e a cti vit y if t h e r e as o n f or e arl y dis c o nti n u ati o n is l a c k of 
effi c a c y or d e at h; ot h er wis e, t h e p arti ci p a nt’s N E D A st at us will b e c o nsi d er e d a mi ssi n g  
o bs er v ati o n.  

T h e pr o p orti o n of p arti ci p a nts wit h N E D A will b e c o m p ar e d b et w e e n i nt er v e nti o n gr o u ps  usi n g 
t h e C M H χ2  t est str atifi e d b y r a n d o mi z ati o n str at a.  

D es cri pti v e st atisti cs will b e pr o vi d e d b y i nt er v e nti o n gr o u p.  

T h e a n al ysis will b e r e p e at e d c o ns i d eri n g all r el a p s es, n ot o nl y q u alifi e d r el a ps es. 

1 4. 3. 1 6  Ti m e t o 1 2 -w e e k  C o nfi r m e d Di s a bilit y B a s e d o n C o m p o sit e 
S c o r e   

Ti m e t o first o c c urr e n c e of 1 2 -w e e k  C D P u p t o 1 5 6  w e e ks b as e d o n a c o m p osit e s c or e is d efi n e d 
b y 3  c o m p o n e nts:  

•  1 2 -w e e k  C D P o n E D S S or;  

•  1 2 -w e e k  c o nfir m e d pr o gr essi o n ( ≥  2 0 %) i n T 2 5 -F W v ers us b as eli n e  or;  

•  1 2 -w e e k  c o nfir m e d pr o gr essi o n ( ≥  2 0 %) i n 9 -H P T v ers us b as eli n e . 

T h e h a n dli n g of I C Es will b e a n al o g o us  t o t h e s e c o n d ar y (f or 1 2-w e e k C D P) a n d t erti ar y (f or 
1 2 -w e e k c o nfir m e d pr o gr essi o n i n T 2 5 -F W a n d 9 -H P T) e n d p oi nt s, d es cri b e d i n S e cti o ns 1 4. 2. 1. 1  
a n d 1 4. 3. 1 4 , r es p e cti v el y. 

T his e n d p oi nt is a n al y z e d f or p arti ci p a nts p o ol e d fr o m b ot h P h as e  3  st u di es. T h e h a z ar d r ati o 
c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e will b e e sti m at e d vi a a str atifi e d C o x m o d el wit h a t er m 
f or i nt er v e nti o n gr o u p a n d str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D ( i. e. St u d y 

 or _ 0 0 8 2), al o n g wit h 9 5 % 2-si d e d CI. T h e t est of tr e at m e nt eff e ct will b e b as e d  
o n a str atifi e d l o gr a n k t e st of distri b uti o n of ti m e t o e v e nt wit h str at a d efi n e d b y r a n d o mi z ati o n 
str at a a n d st u d y I D. C u m ul ati v e distri b uti o n f u n cti o n will b e esti m at e d vi a K M  m et h o d b y 
i nt er v e nti o n gr o u p.  

T h e ass u m pti o n of n o n -i nf or m ati v e c e ns ori n g u nd er pi ns t h e C o x m o d el a n d K M esti m at or.  

D es cri pti v e st atisti cs will i n di c at e pr o p orti o n of c o m p osit e e v e nts d u e t o e a c h of t h e 3  c o m p o n e nt 
e v e nts, b y st u d y i nt er v e nti o n gr o u p.  
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1 4. 3. 1 7  N E P at W e e k  4 8 , W e e k  9 6   

N E P at a ti m e p oi nt is d efi n e d as m e eti n g t h e f oll o wi n g 3  crit eri a at t h at ti m e p oi nt:  

•  N o 1 2 -w e e k  C D P o n E D S S  

•  N o 1 2 -w e e k  c o nfir m e d pr o gr essi o n ( ≥ 2 0 %) i n 9-H P T s c or e  

•  N o 1 2 -w e e k  c o nfir m e d pr o gr essi o n ( ≥ 2 0 %) i n T 2 5-F W ti m e  

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y (f or 1 2 -w e e k C D P) a n d t erti ar y (f or 
1 2 -w e e k c o nfir m e d pr o gr essi o n i n T 2 5 -F W a n d 9 -H P T) e n d p oi nt s, d es cri b e d i n S e cti o ns 1 4. 2. 1. 1  
a n d 1 4. 3. 1 4 , r es p e cti v el y. 

P arti ci p a nts w h o r e a c h t h e ti m e p oi nt of i nt er est will b e c o nsi d er e d as h a vi n g e vi d e n c e of 
pr o gr ess i o n if at l e ast o n e 1 2 -w e e k  C D P e v e nt, at l e ast o n e 1 2 -w e e k  c o nfir m e d 9 -H P T s c or e 
w ors e ni n g e v e nt or at l e a st o n e 1 2 -w e e k  c o nfir m e d T 2 5 -F W s c or e w ors e ni n g e v e nt w as r e p ort e d 
u p t o t h e ti m e p oi nt of i nt er est. Ot h er wis e t h e p arti ci p a nt will b e c o nsi d er e d t o h a v e N E P.  

P arti ci p a nts w h o dis c o nti n u e st u d y e arl y wit h at l e ast o n e e v e nt b ef or e e arl y dis c o nti n u ati o n  a n d 
t h e ti m e p oi nt of i nt er est will b e c o nsi d er e d as h a vi n g e vi d e n c e of pr o gr essi o n.  

E v e n if a n e v e nt w as n ot r e p ort e d b ef or e e arl y st u d y dis c o nti n u ati o n  a n d t h e ti m e p oi nt of i nt er est , 
t h e p arti ci p a nt will b e c o nsi d er e d t o s h o w e vi d e n c e of pr o gr essi o n if t h e r e as o n f or e arl y 
dis c o nti n u ati o n is l a c k of effi c a c y or d e at h; ot h er wis e, t h e p arti ci p a nt’ s N E P st at us will b e 
c o nsi d er e d a mi ssi n g o bs er v ati o n.  

T h e p r o p orti o n of p arti ci p a nts wit h N E P will b e c o m p ar e d b et w e e n i nt er v e nti o n gr o u ps  usi n g t h e 
C M H χ 2  t est str atifi e d b y r a n d o mi z ati o n str at a.  

D es cri pti v e st atisti cs will b e pr o vi d e d b y i nt er v e nti o n gr o u p.  

1 4. 3. 1 8  N E P A D at W e e k  4 8 , W e e k  9 6   

N E P A D at a ti m e p oi nt is d efi n e d as m e eti n g t h e f oll o wi n g 5  crit eri a at t h at ti m e p oi nt:  

•  N o q u alifi e d  r el a ps es o n tr e at m e nt 

•  N o 1 2 -w e e k  C D P  o n E D S S  

•  N o 1 2 -w e e k  c o nfir m e d pr o gr essi o n  ( ≥ 2 0 %) i n 9-H P T s c or e  

•  N o 1 2 -w e e k  c o nfir m e d pr o gr essi o n ( ≥ 2 0 %) i n T 2 5-F W ti m e  

•  N o n e w or e nl ar gi n g T 2 l esi o ns a n d n o n e w T 1 G d + l esi o ns o n M RI  

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y (f or r el a ps es), s e c o n d ar y (f or 1 2 -w e e k C D P 
a n d M RI l esi o ns) a n d t erti ar y (f or 1 2-w e e k c o nfir m e d pr o gr essi o n i n T 2 5 -F W a n d 9 -H P T) 
e n d p oi nt s, d es cri b e d i n S e cti o ns 1 4. 1. 1 , 1 4. 2. 1. 1 , 1 4. 2. 4. 1  a n d 1 4. 3. 1 4 , r es p e cti v el y. 
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P arti ci p a nts w h o r e a c h t h e ti m e p oi nt of i nt er est will b e  c o nsi d er e d as h a vi n g e vi d e n c e of 
pr o gr essi o n or a cti v e a cti vit y if at l e ast o n e q u alifi e d r el a ps e, at l e ast o n e 1 2 -w e e k  C D P e v e nt, at 
l e ast o n e 1 2 -w e e k  c o nfir m e d 9 -H P T s c or e w ors e ni n g e v e nt, at l e ast o n e 1 2 -w e e k  c o nfir m e d T 2 5 -
F W s c or e w ors e ni n g e v e nt, or at l e ast o n e M RI s c a n s h o wi n g dis e as e a cti vit y ( d efi n e d as G d + T 1 
l esi o ns or n e w or e nl ar gi n g T 2 l esi o ns) w as r e p ort e d u p t o t h e ti m e p oi nt of i nt er est. Ot h er wis e t h e 
p arti ci p a nt will b e c o nsi d er e d t o h a v e N E P A D.  

P arti ci p a nts w h o dis c o nti n u e st u d y e arl y wi t h at l e ast o n e e v e nt b ef or e e arl y dis c o nti n u ati o n a n d 
ti m e p oi nt of i nt er est will b e c o nsi d er e d as h a vi n g e vi d e n c e of pr o gr essi o n or a cti v e dis e as e.  

E v e n if a n e v e nt w as n ot r e p ort e d b ef or e e arl y st u d y dis c o nti n u ati o n  a n d ti m e p oi nt of i nt er est , t h e 
p arti ci p a nt will b e c o nsi d er e d t o s h o w e vi d e n c e of pr o gr essi o n or a cti v e dis e as e if t h e r e as o n f or 
e arl y dis c o nti n u ati o n is l a c k of effi c a c y or d e at h; ot h er wis e, t h e p arti ci p a nt’s N E P A D st at us will 
b e c o nsi d er e d a mi ssi n g o bs er v ati o n.  

T h e pr o p orti o n of p arti ci p a n ts wit h N E P A D will b e c o m p ar e d b et w e e n i nt er v e nti o n gr o u ps  usi n g 
t h e C M H χ2  t est str atifi e d b y r a n d o mi z ati o n str at a.  

D es cri pti v e st atisti cs will b e pr o vi d e d b y i nt er v e nti o n gr o u p.  

T h e a n al ysis will b e r e p e at e d c o nsi d eri n g all r el a p s es, n ot o nl y q u alifi e d  r el a ps es. 

1 4. 3. 1 9  C F B i n S D M T s c o r e at W e e k  4 8  a n d W e e k  9 6   

S D M T  s c or es ar e ass ess e d i n all p arti ci p a nts at S cr e e ni n g , B as eli n e  V isit, a n d e v er y 1 2  w e e ks u ntil 
t h e e n d of t h e D B T P  at W e e k  1 5 6 .  

B as e d o n d at a p o ol e d fr o m b ot h P h as e  3  st u di es, t h e a n al ysis of S D M T s c or e C F B at W e e k  4 8 a n d 
W e e k  9 6  a n al ysis visits , will f oll o w t h at of P R O MI S s c or e C F B at a gi v e n ti m e p oi nt 
(S e cti o n  1 6. 4. 1 ), i n cl u di n g t h e h a n dli n g of I C Es.  

I n a d diti o n, a n al ys es o n i m pr o v e m e nt  or w ors e ni n g st at us  will b e p erf or m e d  (B e n e di ct 2 0 2 1 ). 
P arti ci p a nts will b e cl assifi e d  i nt o t h e f oll o wi n g c at e g ori es, at W e e k 4 8 a n d W e e k  9 6  b as e d o n t h e 
i niti al d at e of i m pr o v e m e nt or w ors e ni n g: 

•  S ust ai n e d i m pr o v em e nt: d efi n e d as a ≥  4 -p oi nt i n cr e as e fr o m b as eli n e s ust ai n e d f or 
6  m o nt hs u ntil e n d  of  D B T P , r e g ar dl ess of w ors e ni n g at e arli er visits.  H e n c e all r es ult s 
m ust m e et t h e crit eri a  f or 6 m o nt hs a n d o n w ar ds, u ntil t h e E n d of  Tr e at m e nt ass ess m e nt  or 
P A c ut off , w hi c h e v er o c c urs first. 

•  S ust ai n e d w ors e ni n g: d efi n e d as a ≥  4 -p oi nt d e cr e a s e fr o m b as eli n e s ust ai n e d f or 6  m o nt hs 
u ntil E n d  of  Tr e at m e nt  or P A c ut off , w hi c h e v er o c c urs first. 

•  St a bl e: d efi n e d as n ot m e eti n g s ust ai n e d i m pr o v e m e nt or w ors e ni n g . 

If a p arti ci p a nt is mi ssi n g t h e b as eli n e r es ult or p ost -b as eli n e r es ult s at l e ast 6 m o nt hs aft er t h e 
b as eli n e m e as ur e m e nt , t h eir st at us will b e c o nsi d er e d mi ssi n g.  
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T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, ti m e t o 1 2 -w e e k C D P, 
d es cri b e d i n S e cti o n  1 4. 2. 1. 1 . In a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str at e g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as sust ai n e d 
w ors e ni n g . I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts e x p eri e n ci n g t h e I C E 
d e at h u n attri b ut a bl e t o M S or tr e at m e nt, p arti ci p a nts will b e c e ns or e d at ti m e of d e at h (i. e. d e at h 
will n ot b e c o u nt e d as su st ai n e d w ors e ni n g ). 

D es cri pti v e st atisti cs will b e pr o vi d e d f or all c at e g ori es b y i nt er v e nti o n gr o u p.  

T h e pr o p orti o n of p arti c i p a nts wit h s ust ai n e d i m pr o v e m e nt/ w ors e ni n g will b e c o m p ar e d b et w e e n 
i nt er v e nti o n gr o u ps usi n g t h e C M H χ 2 t est str atifi e d b y r a n d o mi z ati o n str at a.  

1 4. 3. 2 0  PI R A u p t o W e e k  1 5 6   

PI R A u p t o  W e e k  1 5 6 is d efi n e d d uri n g t h e o n -tr e at m e nt p eri o d f or t h es e 2 pr o gr essi o n crit eri a 
s e p ar at el y: 

•  1 2 -w e e k  C D P o n E D S S  

•  1 2 -w e e k  c C D P d efi n e d b y 3  c o m p o n e nts ( 1 2 -w e e k  C D P o n E D S S, 1 2 -w e e k  c o nfir m e d 
w ors e ni n g i n T 2 5 -F W a n d 9 -H P T v ers us b as eli n e , s e e S e cti o n  1 4. 3. 1 6 )  

PI R A (L u bli n 2 0 2 2 ) is d efi n e d as a 1 2 -w e e k  C D P e v e nt (r es p e cti v el y 1 2 -w e e k  c C D P) wit h eit h er 
n o pri or q u alifi e d r el a ps e, or a n o ns et m or e t h a n 3 0 d a ys aft er t h e st art d at e of t h e l ast q u alifi e d  
r el a ps e (irr es p e cti v e of t h e E D S S c o nfir m ati o n). I n a d diti o n, t o q u alif y as PI R A, n o r el a ps e m ust 
o c c ur wit hi n 3 0 d a ys b ef or e or aft er t h e E D S S c o nfir m ati o n. If a r el a ps e wit h i n c o m pl et e r e c o v er y 
o c c urr e d ( m e a ni n g t h at t h e E D S S is n ot t h e s a m e as b ef or e t h e r el a ps e), t h e b as eli n e  (i. e. t h e 
r ef er e n c e E D S S v al u e) is r es et > 3 0 d a ys aft er t h e r el a ps e o ns et t o i d e ntif y t h e n e xt PI R A. I n a n 
i n di vi d u al p arti ci p a nt , t h e b as eli n e  c o ul d b e r es et m ulti pl e ti m es (i. e. aft er e a c h r el a ps e) u ntil eit h er 
a PI R A e v e nt is dis c o v er e d, or u ntil t h e i n di vi d u al E D S S pr ofil e e n d e d . I n c as e of mi ssi n g E D S S 
b ef or e or aft er t h e r el a ps e, t h e r el a ps e will b e ass u m e d t o b e r e c o v er e d a n d t h e b as e li n e will n ot b e 
r es et. 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y (f or r el a ps es), s e c o n d ar y (f or 1 2 -w e e k 
C D P) a n d t erti ar y (f or 1 2 -w e e k c o nfir m e d pr o gr essi o n i n T 2 5 -F W a n d 9 -H P T) e n d p oi nt s, 
d es cri b e d i n S e cti o ns 1 4. 1. 1 , 1 4. 2. 1. 1  a n d 1 4. 3. 1 4 , r es p e cti v el y. 

T his e n d p oi nt is a n al y z e d f or p arti ci p a nts p o ol e d fr o m b ot h P h as e  3  st u di es. Ti m e t o PI R A is 
d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e first 1 2 -w e e k s C D P ( c C D P r es p e cti v el y)  e v e nt 
d at e w h e n a n e v e nt is pr es e nt, a n d fr o m r a n d o mi z ati o n t o c e ns ori n g d at e w h e n a n e v e nt is n ot 
pr es e nt. C e ns ori n g o c c urs i n t h os e p arti ci p a nts w h o di d n ot e x p eri e n c e a n y of t h e 1 2 -w e e k  
c o nfir m e d dis a bilit y pr o gr essi o n  e v e nts u p t o t h e P A c ut off  or  1 5 6  w e e ks p ost r a n d o mi z ati o n , 
w hi c h e v er o c c urs first ; t hi s i n cl u d es p arti ci p a nts w h o h a d a “t e nt ati v e ” dis a bilit y pr o gr essi o n t h at 
c o ul d n ot b e c o nfir m e d d u e t o a n e arl y dis c o nti n u ati o n or a n y ot h er r e as o n. T h e c e ns ori n g d at e is 
t h e d at e of t h e l ast ass ess m e nt a m o n g E D S S . F or c C D P, t h e c e ns ori n g d at e is t h e mi ni m u m of t h e 
l ast a v ail a bl e E D S S ass ess m e nt d at e, t h e l ast a v ail a bl e 9-H P T ass ess m e nt d at e a n d t h e l ast 
a v ail a bl e T 2 5 -F W ass ess m e nt d at e.   
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T h e h a z ar d r ati o c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x 
m o d el wit h a t er m f or i nt er v e nti o n gr o u p a n d str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D 
(i. e. St u d y  or _ 0 0 8 2), al o n g wit h 9 5 % 2-si d e d CI. T h e t est of tr e at m e nt eff e ct 
will b e b as e d o n a str atifi e d l o gr a n k t est of distri b uti o n of ti m e t o e v e nt wit h str at a d efi n e d b y 
r a n d o mi z ati o n str at a a n d st u d y I D. C u m ul ati v e distri b uti o n f u n ct i o n will b e esti m at e d vi a K M  
m et h o d b y i nt er v e nti o n gr o u p.  

T h e ass u m pti o n of n o n -i nf or m ati v e c e ns ori n g u n d er pi ns t h e C o x m o d el a n d K M esti m at or. 

D es cri pti v e st atisti cs will i n di c at e pr o p orti o n of c o m p osit e e v e nts d u e t o e a c h of t h e 3  c o m p o n e nt 
e v e nts, b y i nt er v e nti o n gr o u p. 

T h e a n al ysis c o nsi d eri n g t h e ti m e t o C D P will b e r e p e at e d c o nsi d eri n g all r el a ps es, n ot o nl y 
q u alifi e d  r el a ps es. 

I n a d diti o n, a s e nsiti vit y a n al ysis will b e c o nsi d eri n g ti m e t o PI R A as t h e ti m e t o C D P ( c C D P) i n 
t h e h y p ot h eti c al s c e n ari o f or t h e I C E ‘r el a ps e’. C o nsi d eri n g t h at t h e q u alifi e d r el a ps e w o ul d n ot 
h a p p e n, t h e a n al ys es d e s cri b e d a b o v e will b e r e p e at e d c e ns ori n g p arti ci p a nts wit h a q u alifi e d 
r el a ps e at t h e ti m e of t h e first q u alifi e d r el a ps e. 

1 4. 3. 2 1  PI R M A u p t o W e e k  1 5 6   

PI R M A u p t o W e e k  1 5 6 is d efi n e d as m e eti n g t h e f oll o wi n g crit eri a d uri n g t h e o n -tr e at m e nt 
p eri o d:  

•  1 2 -w e e k  C D P o n E D S S  

•  1 2 -w e e k  c C D P  d efi n e d b y 3  c o m p o n e nts ( 1 2 -w e e k  C D P o n E D S S, 1 2 -w e e k  c o nfir m e d 
w ors e ni n g i n T 2 5 -F W a n d 9 -H P T v ers us b as eli n e , s e e S e cti o n  1 4. 3 . 1 6)  

PI R M A is d efi n e d as a 1 2 -w e e k  C D P e v e nt (r es p e cti v el y 1 2 -w e e k  c C D P)  wit h eit h er n o pri or 
q u alifi e d r el a ps e a n d n o n e w or e nl ar gi n g T 2 l esi o ns a n d n o n e w T 1 G d + l esi o ns, or a n o ns et  (i. e. 
I D P) m or e t h a n 3 0 d a ys aft er t h e st art d at e of t h e l a st q u alifi e d  r el a ps e or t h e d at e n e w or e nl ar gi n g 
T 2 l esi o ns or n e w T 1 G d + l esi o ns ar e i d e ntifi e d (irr es p e cti v e of t h e E D S S c o nfir m ati o n). I n 
a d diti o n, t o q u alif y as PI R M A, n o r el a ps e a n d n o n e w or e nl ar gi n g T 2 l esi o ns a n d n o n e w T 1 G d + 
l esi o ns o n M RI m ust o c c ur wit hi n 3 0 d a ys b ef or e or aft er t h e 1 2 -w e e k c o nfir m ati o n. If a r el a ps e 
wit h i n c o m pl et e r e c o v er y o c c urr e d ( m e a ni n g t h at t h e E D S S is n ot t h e s a m e as b ef or e t h e r el a ps e), 
t h e b as eli n e  (i. e. t h e r ef er e n c e E D S S v al u e) is r es et > 3 0 d a ys aft er t h e r el a ps e o ns et t o i d e ntif y t h e 
n e xt PI R M A. I n a n i n di vi d u al p arti ci p a nt , t h e b as eli n e  c o ul d b e r es et m ulti pl e ti m es (i. e. aft er e a c h 
r el a ps e) u ntil eit h er a PI R M A e v e nt is dis c o v er e d, or u ntil t h e i n di vi d u al E D S S pr ofil e e n d e d . I n 
c as e of missi n g E D S S b ef or e or aft er t h e r el a ps e, t h e r el a ps e will b e ass u m e d t o b e r e c o v er e d a n d 
t h e b as eli n e will n ot b e r es et. 

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y (f or r el a ps es), s e c o n d ar y (f or 1 2 -w e e k C D P 
a n d M RI l esi o ns) a n d t erti ar y (f or 1 2 -w e e k c o nfir m e d pr o gr essi o n i n T 2 5 -F W a n d 9 -H P T) 
e n d p oi nt s, d es cri b e d i n S e cti o ns  1 4. 1. 1 , 1 4. 2. 1. 1 , 1 4. 2. 4. 1  a n d 1 4. 3. 1 4 , r es p e cti v el y. 
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T his e n d p oi nt is a n al y z e d f or p arti c i p a nts p o ol e d fr o m b ot h P h as e 3  st u di es. Ti m e t o PI R M A is 
d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e first 1 2 -w e e ks C D P ( c C D P r es p e cti v el y)  e v e nt 
d at e w h e n a n e v e nt is pr es e nt, a n d fr o m r a n d o mi z ati o n t o c e ns ori n g d at e w h e n a n e v e nt is n ot 
pr es e nt. C e ns ori n g o c c urs i n t h os e p arti ci p a nts w h o di d n ot e x p eri e n c e a n y of t h e 1 2 -w e e k  
c o nfir m e d dis a bilit y pr o gr essi o n e v e nts u p t o t h e P A c ut off  or  1 5 6  w e e ks p ost r a n d o mi z ati o n , 
w hi c h e v er o c c urs first ; t hi s i n cl u d es p arti ci p a nts w h o h a d a “t e nt ati v e ” dis a bility pr o gr essi o n t h at 
c o ul d n ot b e c o nfir m e d d u e t o a n e arl y dis c o nti n u ati o n or a n y ot h er r e as o n. T h e c e ns ori n g d at e is 
t h e d at e of t h e l ast ass ess m e nt a m o n g E D S S. F or c C D P, t h e c e ns ori n g d at e is t h e mi ni m u m of t h e 
l ast a v ail a bl e E D S S ass ess m e nt d at e, t h e l ast a v ail a bl e 9-H P T ass ess m e nt d at e a n d t h e l ast 
a v ail a bl e T 2 5 -F W ass ess m e nt d at e.  

T h e h a z ar d r ati o c o m p ari n g e v o br uti ni b t o t erifl u n o mi d e will b e esti m at e d vi a a str atifi e d C o x 
m o d el wit h a t er m f or i nt er v e nti o n gr o u p a n d str at a d efi n e d b y r a n d o mi z ati o n str at a a n d st u d y I D 
(i. e. St u d y  or _ 0 0 8 2), al o n g wit h 9 5 % 2-si d e d CI. T h e t est of tr e at m e nt eff e ct 
will b e b as e d o n a str atifi e d l o gr a n k t est of distri b uti o n of ti m e t o e v e nt wit h str at a d efi n e d b y 
r a n d o mi z ati o n str at a a n d st u d y I D. C u m ul ati v e d istri b uti o n f u n cti o n will b e esti m at e d vi a K M  
m et h o d b y i nt er v e nti o n gr o u p.  

T h e ass u m pti o n of n o n -i nf or m ati v e c e ns ori n g u n d er pi ns t h e C o x m o d el a n d K M esti m at or. 

D es cri pti v e st atisti cs will i n di c at e pr o p orti o n of c o m p osit e e v e nts d u e t o e a c h of t h e 3  c o m p o n e nt 
e v e nts, b y i nt er v e nti o n gr o u p.  

T h e a n al ysis c o nsi d eri n g t h e ti m e t o C D P will b e r e p e at e d c o nsi d eri n g all r el a ps es, n ot o nl y 
q u alifi e d  r el a ps es. 

I n a d diti o n, a s e nsiti vit y a n al ysis will b e c o nsi d eri n g ti m e t o PI R M A as t h e ti m e t o C D P ( c C D P) 
i n t h e h y pot h eti c al s c e n ari o f or t h e I C Es  ‘r el a ps e’, ‘n e w or e nl ar gi n g T 2 l esi o ns ’ a n d ‘T 1 G d + 
l esi o ns’. C o nsi d eri n g t h at t h e I C Es w o ul d n ot h a p p e n, t h e a n al ys es d e s cri b e d a b o v e will b e 
r e p e at e d c e ns ori n g p arti ci p a nts wit h a r el a ps e at t h e ti m e of t h e first r el a ps e or wit h n e w or 
e nl ar gi n g T 2 l esi o ns at t h e ti m e of t h e l esi o n or wit h T 1 G d + l esi o ns at t h e ti m e of t h e l esi o n, 
w hi c h e v er o c c ur first.  

1 5  S af et y A n al y s es   

T his  s e cti o n i n cl u d e s s p e cifi c ati o ns f or s u m m ari zi n g s af et y e n d p oi nt s t h at ar e c o m m o n a cr oss 
cli ni c al st u di es  s u c h as A Es , l a b or at or y t ests a n d vit al si g ns. If n o p arti ci p a nts  ar e e x cl u d e d fr o m 
t h e S A F d u e t o l a c k of s af et y d at a r o b ust n ess, t h e n t h er e will b e n o disti n ct m S A F a n al ysis s et, 
a n d all s af et y a n al ys es will b e pr es e nt e d f or e a c h st u d y s e p ar at el y o n t h e S A F. If a n m S A F is 
d efi n e d vi a e x cl usi o n of S A F p arti ci p a nts d u e t o l a c k of s af et y d at a r o b ust n ess , saf et y a n al ys es 
will b e pr es e nt e d f or e a c h st u d y s e p ar at el y  o n t h e m S A F  a n d S A F . 
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D at a h a n dli n g f or s af et y e n d p oi nt s is d es cri b e d i n T a bl e 1 0  f or t h e P A. 

T a bl e 1 0  D at a H a n dli n g f o r S af et y A n al ysi s   

D at a s u m m a ri z e d  A n al y si s  
A n al y si s 
s et s  

P e ri o d c o v e r e d  Tr e at m e nt g r o u p s  

A E s  

L a b or at or y d at a  

Vit al si g n s  

E C G s  

Ot h er s af et y e v al u ati o n s  

P A  

 

 

S A F  

 

 

 

 

All d at a fr o m t h e 
o n -tr e at m e nt p eri o d u ntil 
t h e P A c ut off  d at e  
(S af et y  F oll o w -u p 
i n cl u d e d) 

 

 

 

E v o br uti ni b 4 5 m g t wi c e d ail y  

T erifl u n o mi d e 1 4 m g o n c e d ail y  

1 5. 1  A E s   

All a n al ys es d es cri b e d i n t hi s s e cti o n will b e b as e d o n T E A Es if n ot ot h er wis e s p e cifi e d.  

T E A Es f or t h e o n -tr e at m e nt p eri o d will b e d efi n e d as:  

•  A Es st arti n g o n or aft er first st u d y i nt er v e nti o n a d mi nistr ati o n of a n y st u d y i nt er v e nti o n 
u ntil t h e P A c ut off  d at e   

•  or if it w as pr es e nt pri or t o a n y st u d y i nt er v e nti o n a d mi nistr ati o n b ut e x a c er b ati n g aft er.  

•  A n y A E w hi c h st art e d b ef or e first a d mi nistr ati o n of a n y st u d y i nt er v e nti o n b ut i m pr o v e d d uri n g 
t h e o n -tr e at m e nt p eri o d will n ot b e c o u nt e d as T E A E.  

A E s wit h c h a n g es i n t o xi cit y gr a d e/s e v erit y, s eri o us n ess or o ut c o m e of A Es ar e r e c or d e d as 
s e p ar at e e ntri es i n t h e e C R F wit h ass o ci at e d e n d a n d st art d at es (st art d at e e q u als e n d d at e of 
pr e vi o us e ntr y, s u p p ort e d i n e C R F b y ‘ A E N E WI D’ i n S U P P A E). R e c or ds of t h e s a m e A E will b e 
c o nsi d er e d as o n e e v e nt i n t h e a n al ysis. If t h e s e v erit y of t h e r e p ort e d e v e nt w ors e ns aft er st art of 
st u d y i nt er v e nti o n , t h e T E AE fl a g will b e r e -e v al u at e d f or t h e w ors e a n d t h e s u bs e q u e nt r e c or ds 
as p er t h e T E A E d efi niti o n. If t h e w ors e r e c or d st arts o utsi d e of t h e o n -tr e at m e nt p eri o d, it will n ot 
a p p e ar o n t h e s u m m ari es/listi n gs of T E A Es, u nl ess ot h er wis e s p e cifi e d. T h e s e e v e nts will b e k e pt 
as s e p ar at e r e c or ds i n t h e d at a b as e i n or d er t o m ai nt ai n t h e f ull d et ail e d hist or y of t h e e v e nts. W h e n 
s u c h A Es ar e li st e d, st art  a n d  e n d d at e s h o ul d b e pr o vi d e d t o g et h er wit h c h a n g e d at e, t o xi cit y 
gr a d e/s e v erit y , o ut c o m e a n d s eri o us n ess p er e pis o d e.  

1 5. 1. 1  All A E s   

A Es will b e c o d e d a c c or di n g t o t h e l at est M e d D R A v ersi o n a v ail a bl e at t h e ti m e of a n al ysis. T h e 
s e v erit y of A Es will b e gr a d e d usi n g N CI -C T C A E v ersi o n 5. 0  t o xi cit y gr a d es. A Es wit h mi ssi n g 
cl assifi c ati o n c o n c er ni n g st u d y i nt er v e nti o n r el ati o ns hi p will b e c o nsi d er e d r el at e d t o t h e st u d y 
i nt er v e nti o n.  
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1 5. 1. 1. 1  3  Ti e r A p p r o a c h   

T h e 3 -ti er a p pr o a c h is a s yst e m ati c w a y t o s u m m ari z e a n d a n al y z e A Es i n cli ni c al st u di es (Cr o w e  
2 0 0 9 ). A Es i n diff er e nt ti ers ar e a n al y z e d usi n g diff er e nt l e v els of st ati sti c al a n al ys es .  

T h e A Es d efi n e d b y t h e B e n efit Ris k A cti o n T e a m f or Ti er 1 r e p orti n g i n t hi s st u d y ar e i n  T a bl e 
1 1 .  

T a bl e 1 1  Ti e r 1 A Es   

Ti e r 1 A E ( P T)  Wit hi n 
gr o u p 
s u m m a r y  

B et w e e n gr o u p c o m p a ri s o n 
( E v o b r uti ni b - T e rifl u n o mi d e ) 9 5 % CI 

Dr u g I n d u c e d Li v er I nj ur y  

 

n ( %)  ∆  [ x x %, x x %] 

Ti er 1 A E : DI LI is a n u m br ell a t er m a n d will b e i d e ntifi e d usi n g s p o ns or -d efi n e d li st of s e ar c h 
t er m as d efi n e d i n A p p e n di x  1 8. 5  a n d all c orr e s p o n di n g P Ts will b e i n cl u d e d i n t h e Ti er 1 
s u m m ar y. 

T his t a bl e will b e r e p e at e d f or A Es st arti n g wit hi n 6 m o nt h s (1 8 0 d a ys ) of tr e at m e nt st art.  

All T E A Es (i n cl u di n g t h os e i n Ti er 1) will b e cl as sifi e d i nt o Ti er 2 or Ti er 3 b as e d o n t h e R ul e -of -
4 . If t h er e ar e 4  or m or e p arti ci p a nt s wit h t h e r e p ort e d t er m i n a n y st u d y i nt er v e nti o n gr o u p, t h at 
t er m will b e i n cl u d e d i n Ti er 2. Ot h er wis e, it will b e i n cl u d e d i n Ti er 3. 

T h e Ti er 1 a n d Ti er 2 A Es will b e ass ess e d wit h a 9 5 % CI f or b et w e e n -gr o u p c o m p aris o ns. F or 
t h e diff er e n c e i n cr u d e r at es, e x pr ess e d i n p er c e nt a g es, t h e CIs will b e b as e d o n M N m et h o d 
(Mi etti n e n  & N ur mi n e n  1 9 8 5 ). F or Ti er 1 e v e nts w hi c h w er e o bs er v e d f or l ess t h a n 4  p arti ci p a nts 
t h e CI will n ot b e dis pl a y e d i n t h e Ti er 1 t a bl e. T h e a n al ys es will b e d o n e f or all Ti er 2 T E A Es.  

E AI R of T E A Es will al s o b e s e p ar at el y pr es e nt e d f or e a c h Ti er, b y P T (s e e S e cti o n  1 5. 1  f or 
m ulti pl e e v e nts h a n dli n g). D iff er e n c e i n E AI R will b e s u m m ari z e d. F or Ti er 1 a n d Ti er 2 A Es, t h e 
CIs will b e c al c ul at e d usi n g t h e P oiss o n b as e d m et h o d . E AI R ar e c al c ul at e d as n u m b er of 
p arti ci p a nts wit h A E di vi d e d b y t h e s u m of t h e i n di vi d u al ti m es of all p arti ci p a nts i n t h e s af et y 
p o p ul ati o n fr o m st art of tr e at m e nt t o first o ns et of A E. If a p arti ci p a nt h a s m ulti pl e e v e nts, t h e 
e x p os ur e p eri o d of t h e first e v e nt aft er first a d mi nistr ati o n of st u d y i nt er v e nti o n is us e d. F or a 
p arti ci p a nt wit h n o e v e nt, t h e e x p os ur e p eri o d is c e ns or e d at t h e l ast f oll o w-u p  ti m e f or t h e A E 
s u m m ari z ati o n p eri o d. T h e i n ci d e n c e r at e m ulti pli e d wit h 1 0 0 w o ul d gi v e t h e n u m b er of A Es 
e x p e ct e d i n 1 0 0 p arti ci p a nts wit hi n 1 -ti m e u nit (f or e x a m pl e 1 y e ar). A n e x a m pl e of S A S c o d e is 
a v ail a bl e i n t h e St ati sti c al M et h o d ol o g y d o c u m e nt n ote d i n A p p e n di x  1 8. 9 . 

N o m ulti pli cit y a dj ust m e nt will b e a p pli e d f or Ti er 1 a n d 2 A Es. T h e Ti er 3 A Es will b e ass ess e d 
vi a s u m m ar y st atisti cs a n d ris k diff er e n c es  w it h o ut a n y CIs. 
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F or t h e c o m p aris o n of e v o br uti ni b wit h t erifl u n o mi d e, f or est tr e es f or Ti er 1 a n d Ti er 2 A Es, a n d 
E AI R A Es will b e pr o vi d e d as w ell, dis pl a yi n g t h e i n ci d e n c e r at e a n d ass o ci at e d 9 5 % CI of 
diff er e n c e.  

1 5. 1. 1. 2  O v e r vi e w of T E A Es   

2  t y p es of s u m m ar y t a bl e of T E A Es will b e pr o vi d e d as d es cri b e d i n  T a bl e 1 2 . 

T a bl e 1 2  S u m m a r y T a bl es of T E A Es   

S u m m a r y  M o d aliti e s  

O v er vi e w of T E A E s  

•  A n y T E A E  

•  R el at e d T E A E  

•  S eri o u s T E A E  

•  R el at e d s eri o u s T E A E  

•  T E A E wit h N CI -C T C A E Gr a d e  ≥ 1  

•  R el at e d T E A E wit h N CI -C T C A E Gr a d e  ≥ 1  

•  T E A E wit h N CI -C T C A E Gr a d e  ≥ 2  

•  R el at e d T E A E wit h N CI -C T C A E Gr a d e  ≥ 2  

•  T E A E wit h N CI -C T C A E Gr a d e  ≥ 3  

•  R el at e d T E A E wit h N CI -C T C A E Gr a d e  ≥ 3  

•  T E A E wit h N CI -C T C A E Gr a d e  ≥ 4  

•  R el at e d T E A E wit h N CI -C T C A E Gr a d e  ≥ 4  

•  T E A E l e a di n g t o d e at h  

•  R el at e d T E A E l e a di n g t o d e at h  

O v er vi e w of T E A E s l e a di n g t o 
A cti o n s:  

•  C h a n g e i n d o s e  

•  S t u d y i nt er v e nti o n i nt err u pti o n 
or wit h dr a w al  

•  A d mi ni str ati o n of m e di c ati o n  

•  Pr o c e d ur e  

•  St u d y t er mi n ati o n  

•  T E A E wit h n o c h a n g e of d o s e  

•  R el at e d T E A E wit h n o c h a n g e of d o s e  

•  T E A E l e a di n g t o i nt err u pti o n of st u d y i nt er v e nti o n  

•  R el at e d T E A E l e a di n g t o i nt err u pti o n of st u d y i nt er v e nti o n  

•  T E A E l e a di n g t o wit h dr a w al of st u d y i nt er v e nti o n  

•  R el at e d T E A E l e a di n g t o wit h dr a w al of st u d y i nt er v e nti o n   

•  T E A E l e a di n g t o a d mi ni str ati o n of c o n c o mit a nt m e di c ati o n  

•  R el at e d T E A E l e a di n g t o a d mi ni str ati o n of c o n c o mit a nt m e di c ati o n  

•  T E A E l e a di n g t o c o n c o mit a nt pr o c e d ur e  

•  R el at e d T E A E l e a di n g t o c o n c o mit a nt pr o c e d ur e  

•  T E A E l e a di n g t o st u d y t er mi n ati o n  

•  R el at e d T E A E l e a di n g t o st u d y t er mi n ati o n  
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1 5. 1. 1. 3  T a b ul ati o n of A E s b y S O C a n d P T   

T h e T E A E t a bl es t o b e pr e p ar e d  ar e li st e d b el o w : 

T a bl e 1 3  T E A E T a bl es   

 
O v e r all 

fr e q u e n c y 
B y p ri m a r y 
S O C a n d P T  

B y P T o nl y  
B y p ri m a r y S O C, P T 

a n d w or st g r a d e  

T E A E o v er vi e w s u m m ar y  ✓  N A  N A  N A  

T E A E l e a di n g t o 
di s c o nti n u ati o n of st u d y 
i nt er v e nti o n / st u d y o v er vi e w 
s u m m ar y  

✓  N A  N A  N A  

All T E A E s  ✓  ✓  ✓  ✓  

S eri o u s T E A E s  ✓  ✓   
 

N o n -s eri o u s T E A E s *  ✓  ✓   
 

T E A E s l e a di n g t o st u d y 
i nt er v e nti o n wit h dr a w al 

✓  ✓   
 

T E A E s l e a di n g t o st u d y 
t er mi n ati o n 

✓  ✓   
 

T E A E s l e a di n g t o d e at h  ✓  ✓   
 

Tr e at m e n t-r el at e d T E A E s  ✓  ✓  ✓  ✓  

Tr e at m e n t-r el at e d s eri o u s 
T E A E s  

✓  ✓   
 

Tr e at m e n t-r el at e d T E A E s 
l e a di n g t o tr e at m e nt 
wit h dr a w al  

✓  ✓    

Tr e at m e n t-r el at e d T E A E 
l e a di n g t o st u d y t er mi n ati o n 

✓  ✓    

Tr e at m e n t-r el at e d T E A E s 
l e a di n g t o d e at h 

✓  ✓   
 

(*): 2  t a bl e s will b e pr o vi d e d: 1) a t a bl e wit h all n o n -s eri o u s T E A E s b y S O C a n d P T, a n d 2) a t a bl e wit h  
o nl y T E A E s e x c e e di n g a fr e q u e n c y of 5 % o n t h e P T l e v el i n at l e a st o n e of t h e i nt er v e nti o n gr o u p s 
( > 5 %), b y S O C a n d P T.  
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E AI R will als o b e s u m m ari z e d as d es cri b e d i n S e cti o n  1 5. 1. 1. 3 . T h e E AI R of T E A Es t o b e 
pr e p ar e d ar e li st e d  b el o w:  

T a bl e 1 4  E AI R of T E A E T a bl es   

 O v e r all fr e q u e n c y  
B y p ri m a r y S O C a n d 

P T  
B y p ri m a r y S O C, P T 

a n d w or st g r a d e  

All T E A E s  ✓  ✓  ✓  

S eri o u s T E A E s  ✓  ✓  N A  

St u d y i nt er v e nti o n -r el at e d 
T E A E s  

✓  ✓  N A  

St u d y i nt er v e nti o n-r el at e d 
S eri o u s T E A E s  

✓  ✓  N A  

S p e cifi c r ul es f o r S O C/ P T t a b ul ati o n  

All A Es r e c or d e d d uri n g t h e st u d y (i. e. ass ess e d fr o m si g n at ur e of i nf or m e d c o ns e nt u ntil t h e e n d 
of t h e F oll o w -u p/ E n d  of  St u d y  V isit) 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 a n d assi g n e d t o a 
S O C a n d P T.  

S O C t er ms will b e  s ort e d al p h a b eti c all y. F or t h e P A, e a c h i nt er v e nti o n gr o u p will b e dis pl a y e d i n 
t h e t a bl e. P Ts wit hi n e a c h S O C will b e s ort e d b y d es c e n di n g fr e q u e n c y of t he e v o br u ti ni b 
i nt er v e nti o n gr o u p , a n d t h e n al p h a b eti c all y if m ulti pl e P Ts h a v e t h e s a m e fr e q u e n c y.  

If a p arti ci p a nt  e x p eri e n c es m or e t h a n o n e o c c urr e n c e of t h e s a m e T E A E (s a m e S O C a n d s a m e 
P T) d uri n g t h e st u d y, t h e p arti ci p a nt  will b e c o u nt e d o nl y o n c e f or t h at st u d y i nt er v e nti o n (t h e 
w orst s e v erit y a n d t h e w orst r el ati o ns hi p t o st u d y i nt er v e nti o n will b e t a b ul at e d).  

I n c as e a p arti ci p a nt  h a d e v e nts wit h mi ssi n g a n d n o n -mi ssi n g gr a d es, t h e m a xi m u m of t h e 
n o n -mi ssi n g gr a d es will b e dis pl a y e d.  

I n c o m pl et e A E-r el at e d d at es will b e h a n dl e d as s p e cifi e d i n S e cti o n  9. 1 4 . 

E AI R of T E A Es will b e pr es e nt e d b y S O C a n d P T.  

P a rti ci p a nt d at a listi n gs  

A li sti n g of T E A Es l e a di n g t o wit h dr a w al of st u d y i nt er v e nti o n  a n d  l e a di n g t o st u d y t er mi n ati o n, 
if a n y, will b e pr o vi d e d a s w ell. 

1 5. 1. 1. 4  S e nsiti vit y A n al ys es of A Es   

T h er e will b e 2  s e nsiti vit y a n al ys es t o e v al u at e t h e p ot e nti al i m p a ct of t h e w ar i n U kr ai n e o n 
T E A E /s eri o us T E A E E AI R. T h e first s e nsiti vit y a n al ysis will c o nsi d er t h at all p arti ci p a nts i n 
U kr ai n e e x p eri e n c e t h e I C E ‘ U kr ai n e crisis’ o n 2 4  F e br u ar y  2 0 2 2 . T h e I C E will b e h an dl e d b y t h e 
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H y p ot h eti c al str at e g y ( i. e. all U kr ai n e p arti ci p a nts will h a v e t h eir d at a c e ns or e d p ost st art of crisis).  
T h e s e c o n d s e nsiti vit y a n al ysis will c o nsi d er t h at all p arti ci p a nts i n U kr ai n e, R ussi a n F e d er ati o n, 
a n d B el ar us e x p eri e n c e t h e I C E ‘ U kr ai n e crisis’ o n 2 4  F e br u ar y  2 0 2 2 . A g ai n, t h e I C E will b e 
h a n dl e d b y t h e H y p ot h eti c al str at e g y ( i. e. all p arti ci p a nts fr o m U kr ai n e, R ussi a n F e d er ati o n, a n d 
B el ar us will h a v e t h eir d at a c e ns or e d p ost st art of crisis).  

1 5. 2  D e at hs, Ot h e r S e ri o us A E s, a n d Ot h e r Si g ni fi c a nt A E s   

1 5. 2. 1  D e at hs   

A s u m m ar y of d e at hs will b e pr o vi d e d i n cl u di n g ( cli ni c altri als. g o v r e q uir e m e nt):  

•  N u m b er a n d p er c e nt a g e of ( all) d e at hs  

•  N u m b er a n d p er c e nt a g e of t h e pri m ar y c a us e of d e at h ( c at e g ori es: pr o gr es s i v e dis e as e 
a n d/ or dis e as e r el at e d c o n diti o n , e v e nt u nr el at e d t o st u d y i nt er v e nti o n, e v e nt r el at e d t o 
st u d y i nt er v e nti o n, u n k n o w n) 

T h e t a b ul ati o n of T E A Es l e a di n g t o d e at h is d es cri b e d i n S e cti o n  1 5. 1. 1. 3 . A li sti n g of d e at hs, if 
a n y, will b e pr o vi d e d.  

I n c as e t h er e is n o d e at h i n t h e st u d y, o nl y t h e s u m m ar y of d e at h r e q uir e d b y cli ni c altri als. g o v will 
b e p erf or m e d, n eit h er t a b ul ati o n of T E A E l e a di n g t o d e at h will b e pr o d u c e d, n or t h e li sti n g of 
d e at h.  

1 5. 2. 2  S e ri o us A E s   

T h e t a b ul ati o n of s eri o us T E A Es is d es cri b e d i n S e cti o n  1 5. 1. 1. 3 . A p arti ci p a nt  li sti n g of s eri o us 
T E A Es will b e pr o vi d e d.  

1 5. 2. 3  T E A Es of S p e ci al I nt e r est   

T h e f oll o wi n g e v e nts ar e d efi n e d as A E SI:  

•  Li v er r el at e d A Es  

•  I nf e cti o ns: 

o  All I nf e cti o ns r e p ort e d as S eri o us A Es or Gr a d e ≥ 3  

o  All o p p ort u nisti c i nf e cti o ns  

•  A m yl as e a n d l i p as e el e v ati o ns i n cl u di n g a c ut e p a n cr e atiti s  

•  S ei z ur es  

A E SI will b e i d e ntifi e d usi n g S M Q if a v ail a bl e or s p o ns or -d efi n e d li st of s e ar c h t er m (r ef er t o 
A p p e n di x  1 8. 5 ). 
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A n o v er vi e w of A E SI wil l b e pr es e nt e d b y i nt er v e nti o n gr o u p s h o wi n g 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 eri e n ci n g A E SI. St u d y i nt er v e nti o n r el at e d A E SI will als o b e pr es e nt e d. A E SIs 
will b e fl a g g e d i n t h e A E li sti n gs .  

1 5. 2. 4  Ot h e r Si g nifi c a nt T E A Es   

T a bl es a n d a li sti n g of p arti ci p a nts wit h C O VI D -1 9  r el at e d T E A Es will b e pr o d u c e d. T E A Es 
r el at e d t o C O VI D -1 9  will b e r etri e v e d fr o m  C O VI D -1 9  S M Q ( n arr o w s c o p e). T E A Es r el at e d t o 
C O VI D -1 9  v a c ci n ati o ns (s e e d efi niti o n b el o w) will n ot b e c o nsi d er e d as r el at e d t o C O VI D -1 9 . 

A d diti o n all y, t a bl es of p arti ci p a nts wit h T E A E s  ass o ci at e d wit h C O VI D -1 9  v a c ci n ati o ns will b e 
pr o d u c e d b y i nt er v e nti o n gr o u p. T E A Es ass o ci at e d wit h C O VI D -1 9  v a c ci n ati o ns wi ll b e d efi n e d 
as T E A Es m e eti n g all of t h e f oll o wi n g crit eri a:  

1.  Hi g h l e v el t er m e q u al t o “ V a c ci n ati o n r el at e d c o m pli c ati o ns ” O R “ V a c ci n ati o n sit e 
r e a cti o ns” O R l o w est l e v el t er m e q u al t o “ V a c ci n ati o n a d v ers e r e a cti o n ”  

2.  Fl a g g e d i n S D T M A E: “ C a us alit y f a ct ors ot h er t h a n st u d y tr e at m e nt ” fr e e t e xt fi el d 
c o nt ai ni n g s p e cifi c t er ms r el at e d t o C O VI D -1 9  v a c ci n ati o n   

T h e T E A E t a bl es t o b e pr e p ar e d ar e li st e d b el o w:  

T a bl e 1 5  T E A E T a bl es t o b e p r o d u c e d   

 
B y p ri m a r y 
S O C a n d P T  

B y p ri m a r y 
S O C, P T a n d 
w or st g r a d e  

T E A E s r el at e d t o C O VI D -1 9  

 
✓  ✓  

T E A E s r el at e d t o C O VI D -1 9  l e a di n g t o wit h dr a w al of 
st u d y i nt er v e nti o n  

 
✓  N A  

S eri o u s T E A E s r el at e d t o C O VI D -1 9  

 
✓  N A  

St u d y i nt er v e nti o n -r el at e d T E A E s r el at e d t o C O VI D -1 9  ✓  ✓  

T E A E s a s s o ci at e d wit h v a c ci n ati o n s f or C O VI D -1 9  ✓  ✓  

S eri o u s T E A E s a s s o ci at e d wit h v a c ci n ati o n s f or 
C O VI D -1 9  

✓  N A  

St u d y i nt er v e nti o n -r el at e d T E A E s a s s o ci at e d wit h 
v a c ci n ati o n s f or C O VI D -1 9  

✓  N A  
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1 5. 3  Cli ni c al L a b o r at o r y E v al u ati o n   

T h e f oll o wi n g l a b or at or y p ar a m et ers will b e m e as ur e d d uri n g t h e st u d y a s p art of t h e s af et y 
e v al u ati o n:  

•  H e m at ol o g y  

•  Bi o c h e mi str y, i n cl u di n g t h e f oll o wi n g L F T: 

o  As p art at e a mi n otr a nsf er as e  

o  Al a ni n e a mi n otr a nsf er as e  

o  Al k ali n e p h os p h at as e  

o  γ -Gl ut a m yl -tr a nsf er as e 

o  T ot al Bilir u bi n  

•  Uri n al ysis  

•  C o a g ul ati o n  

T h e cli ni c al l a b or at or y s af et y t ests t o b e m e as ur e d i n t his st u d y ar e pr o vi d e d i n t h e pr ot o c ol (r ef er 
t o A p p e n di x  5  of t h e C T P). P ar a m et ers fr o m A p p e n di x  5  of t h e C T P t o b e s u m m ari z e d a n d li st e d 
i n t h e T L Fs ar e pr o vi d e d i n A p p e n di x  1 8. 6 . 

Listi n gs a n d s u m m ar y st atisti cs a t e a c h ass ess m e nt ti m e will b e pr es e nt e d usi n g t h e SI u nit s. 
N or m al r a n g es will b e pr o vi d e d b y t h e c e ntr al l a b or at or y, a n d o ut of r a n g e fl a gs will b e c al c ul at e d 
b as e d o n t h e n or m al r a n g es. L a b or at or y d at a n ot tr a nsf err e d fr o m t h e c e ntr al l a b or at or y i n SI u nit s 
will b e c o n v ert e d t o SI u nit s b ef or e pr o c essi n g. B ot h ori gi n al u nit s a n d SI u nit s will b e pr o vi d e d 
i n t h e S D T M d o m ai n.  

F or h e m at ol o g y, bi o c h e mi str y a n d c o a g ul ati o n  d es cri pti v e st atisti cs b y visit , d at a fr o m c e ntr al l a bs 
will b e utili z e d f or all t a bl e s a n d fi g ur es.  If t h e c e ntr al l a b is mi ssi n g f or a visit b ut a l o c al l a b is 
pr es e nt, t h e l o c al l a b v al u es will b e us e d.  T h e l o c al l a b r es ult s will b e assi g n e d t o a n al ysis visits as 
d es cri b e d i n S e cti o n  9. 8 . N or m al r a n g es pr o vi d e d b y t h e l o c al l a b will b e us e d f or f urt h er 
d eri v ati o ns. B ot h c e ntr al a n d l o c al l a b d at a will b e li st e d.  

F or uri n al ysis, l o c al l a b d at a will b e utili z e d f or T L F s . A s p e cifi c li sti n g f or uri n e mi cr os c o p y will 
b e pr o vi d e d ( c e ntr al l a b d at a).  

C o nti n u o us cli ni c al l a b or at or y d at a  ( h e m at ol o g y, bi o c h e mi str y, uri n al ysis, c o a g ul ati o n) will b e 
s u m m ari z e d b y st u d y i nt er v e nti o n usi n g d es cri pti v e st atisti cs at b as eli n e  a n d e a c h p ost  b as eli n e  
visit f or a bs ol ut e v al u e a n d c h a n g es fr o m b as eli n e  (s e e S e cti o n  9. 2  a n d A p p e n di x  1 8. 6 ). 
H e m at ol o g y, bi o c h e mi str y a n d uri n al ysis d at a will b e pr es e nt e d b y a n al ysis visit , w hil e 
c o a g ul ati o n d at a will b e pr es e nt e d b y n o mi n al vi sit (s e e S e cti o n  9. 8  a n d A p p e n di x  1 8. 4 ). 

As a s e nsiti vit y a n al ysis, d es cri pti v e st atisti cs b y visit will b e r e p e at e d usi n g o nl y c e ntr al l a b d at a 
f or t h e f oll o wi n g p ar a m et ers: N e utr o p hil c o u nt, A m yl as e, Li p as e, A L T, A S T. 
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S o m e l a b or at or y r es ult s will b e cl assifi e d a c c or di n g t o N CI -C T C A E V er si o n  5. 0 . S o m e of t h e 
t o xi cit y gr a di n gs ar e b a s e d o n l a b or at or y m e as ur e m e nts i n c o nj u n cti o n wit h cli ni c al fi n di n gs. 
N o n -n u m eri c al q u alifi ers ( e x c e pt f or  f asti n g fl a gs) will n ot b e t a k e n i nt o c o nsi d er ati o n i n t h e 
d eri v ati o n of C T C A E crit eri a ( e. g.  h y p o k al e mi a Gr a d e  1 a n d Gr a d e  2 ar e o nl y disti n g uis h e d b y a 
n o n -n u m eri c al q u alifi er a n d t h er ef or e Gr a d e 2 will n ot b e d eri v e d). I n c as e a l a b or at or y p ar a m et er 
h as bi -dir e cti o n al t o xi citi es ( e. g.  P ot assi u m ) b ot h dir e cti o ns will b e pr es e nt e d f or t h e gi v e n 
p ar a m et er ( i. e. P ot assi u m  L o w a n d P ot assi u m  Hi g h).  

A d diti o n al l a b or at or y r es ult s t h at ar e  n ot p art of N CI -C T C A E will b e pr es e nt e d a c c or di n g t o t h e 
c at e g ori es: b el o w n or m al li mit, wit hi n n or m al li mits a n d a b o v e n or m al li mit ( a c c or di n g t o t h e 
l a b or at or y n or m al r a n g es). L a b or at or y r es ult s c o nt ai ni n g a m o difi er s u c h a s “ < ” or “ > = ” will b e 
h a n dl e d as p er A p p e n di x  1 8. 7  f or s u m m ar y st atisti cs a n d b ot h r es ult s as c oll e ct e d i n t h e d at a b as e 
a n d as i m p ut e d will b e r e p ort e d i n p arti ci p a nt  d at a li sti n gs.  

S hift t a bl es  of b as eli n e  v ers us p os t b as eli n e  will b e pr es e nt e d b y i nt er v e nti o n gr o u p f or h e m at ol o g y 
a n d bi o c h e mi str y.  

•  L a b or at or y gr a d a bl e p ar a m et ers p art of N CI -C T C A E will b e us e d t o s u m m ari z e c h a n g es fr o m 
b as eli n e  Gr a d e  t o w orst o n-tr e at m e nt gr a d e.  

o  I n c as e of gr a di n gs i n v ol vi n g b as eli n e  m e as ur e m e nts f or t h e i d e ntifi c ati o n of gr a d es 
d uri n g t h e o n -tr e at m e nt p eri o d, t h e s hift t a bl e will pr es e nt b as eli n e  n or m al a n d 
a b n or m al. N or m al will i n cl u d e m e as ur e m e nts b el o w a n d wit hi n n or m al r a n g e 
( dir e cti o n i n cr e as e), or m e as ur e m e nts wit hi n a n d a b o v e n or m al r a n g e ( dir e cti o n 
d e cr e as e).  

•  L a b or at or y p ar a m et ers t h at ar e n ot p art of N CI -C T C A E will b e us e d t o s u m m ari z e c h a n g es 
fr o m b as eli n e  fi n di n g t o w orst o n-tr e at m e nt fi n di n g. 

P arti ci p a nt d at a li sti n gs will b e pr o vi d e d,  wit h a fl a g f or a b n or m al v al u es, al o n g wit h 
c orr es p o n di n g n or m al r a n g es:  

•  L a b or at or y gr a d a bl e p ar a m et ers p art of N CI -C T C A E will b e pr es e nt e d a c c or di n g t o t h e 
c at e g ori es b as e d o n n or m al r a n g es al o n g wit h t h e gr a d e. A b n or m al v al u es will b e fl a g g e d 
a c c or di n g  t o t h e dir e cti o n of t o xi cit y as d et ail e d i n A p p e n di x  1 8. 6  (e. g.  f or a p ar a m et er s u c h 
as P ot assi u m L o w, o nl y v al u es b el o w t h e L L N will  b e  fl a g g e d). 

•  L a b or at or y p ar a m e t ers t h at ar e n ot p art of N CI-C T C A E will b e pr es e nt e d a c c or di n g t o t h e 
c at e g ori es b as e d o n n or m al r a n g es: b el o w n or m al li mit s ( L o w), wit hi n n or m al li mits ( N or m al), 
a n d a b o v e n or m al li mits ( Hi g h). V al u es t h at ar e eit h er a b o v e U L N or b el o w L L N will b e 
fl a g g ed.  

B o x pl ot s of t h e l a b or at or y v al u es b 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 pr o vi d e d f or t h e 
f oll o wi n g p ar a m et ers i n cl u d e d i n T a bl e 1 6 : 
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T a bl e 1 6  L a b o r at o r y P a r a m et e rs   

B o x pl ot s f or l a b or at or y p ar a m et ers w h er e t o xi cit y gr a d es ar e d efi n e d b as e d o n t h e r ati o of t h e 
p ar a m et er v al u es a n d t h e U L N will n ot b e dis pl a y e d usi n g t h e u nit of m e as ur e m e nt b ut i nst e a d 
usi n g t h e r ati o of t h e m e a s ur e d v al u e o v er U L N. T his c o m pris es A L P, A L T, A S T, bilir u bi n, G G T, 
Li p as e a n d A m yl as e . W h er e f e asi bl e, a r ef er e n c e li n e f or C T C A E gr a d e ≥  3  s h o ul d b e a d d e d t o 
gr a p hi c al di s pl a ys.  

Li v er f u n cti o n t ests : A L T, A S T, a n d t ot al bilir u bi n ar e us e d t o ass ess p ossi bl e dr u g i n d u c e d li v er 
t o xi cit y. T h e r ati os of t est r es ult o v er U L N will b e c al c ul at e d a n d cl assifi e d f or t h es e 3  p ar a m et ers 
d uri n g t h e o n -tr e at m e nt p eri o d. 

S u m m ar y of li v er f u n cti o n t ests will i n cl u d e t h e f oll o wi n g c at e g ori es. 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 wit h e a c h of t h e f oll o wi n g c at e g or i es d uri n g t h e o n -tr e at m e nt p eri o d will b e 
s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p:  

•  A L T ≥ 3 × U L N, A L T ≥ 5 × U L N, A L T ≥ 8 × U L N, A L T ≥ 1 0 × U L N, A L T ≥ 2 0 × U L N  

•  A S T ≥ 3 × U L N, A S T ≥ 5 × U L N, A S T ≥ 8 × U L N, A S T ≥ 1 0 × U L N, A S T ≥ 2 0 × U L N  

•  ( A L T or A S T) ≥ 3 × U L N, ( A L T or A S T) ≥ 5 × U L N, (A L T  or A S T)  ≥ 8 × U L N , ( A L T or 
A S T)  ≥ 1 0 × U L N, ( A L T or A S T) ≥ 2 0 × U L N  

•  T BI LI  ≥  1. 5 × U L N, T BI LI ≥ 2 × U L N  

C at e g o r y  L a b o r at o r y p a r a m et e r  C o n v e nti o n al U nit  SI U nit s  

H e m at ol o g y  

H e m o gl o bi n  g/ d L  g/ L  

R e d bl o o d c ell c o u nt  1 0 6 / µ L 1 0 1 2 / L 

R eti c ul o c yt e c o u nt  1 0 3 / µ L 1 0 9 / L 

W hit e bl o o d c ell c o u nt  1 0 3 / µ L 1 0 9 / L 

N e utr o p hil c o u nt  1 0 3 / µ L 1 0 9 / L 

L y m p h o c yt e c o u nt  1 0 3 / µ L 1 0 9 / L 

Pl at el et c o u nt  1 0 3 / µ L 1 0 9 / L 

Bi o c h e mi str y  

Al a ni n e  a mi n otr a n sf er a s e 
( A L T) 

U/ L  U/ L  

Al b u mi n  g/ d L  g/ L  

A s p art at e 
a mi n otr a n sf er a s e ( A S T)  

U/ L  U/ L  

G a m m a -gl ut a m yl 
tr a n sf er a s e ( G G T) 

U/ L  U/ L  

Al k ali n e p h o s p h at a s e  U/ L  U/ L  

T ot al bilir u bi n  m g/ d L  µ m ol/ L  

A m yl a s e  U/ L  U/ L  

Li p a s e  U/ L  U/ L  

e G F R  m L/ mi n/ 1. 7 3 m 2  m L/ mi n/ 1. 7 3 m 2  

Bl o o d ur e a nitr o g e n 
( B U N) 

m g/ d L  m m ol/ L  
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•  C o n c urr e nt A L T ≥ 3 × U L N a n d T BI LI ≥ 2 × U L N  

•  C o n c urr e nt A L T ≥ 3 × U L N a n d T BI LI ≥ 1. 5 × U L N  

•  C o n c urr e nt A S T ≥ 3 × U L N a n d T BI LI ≥ 2 × U L N  

•  C o n c urr e nt A S T ≥ 3 × U L N a n d T BI LI ≥ 1. 5 × U L N  

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 2 × U L N  

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 1. 5 × U L N   

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 2 × U L N a n d A L P > 2 × U L N  

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 1. 5 × U L N a n d A L P > 2 × U L N  

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 2 × U L N a n d A L P ≤ 2 × U L N or mi ssi n g  

•  C o n c urr e nt ( A L T or A S T) ≥ 3 × U L N a n d T BI LI ≥ 1. 5 × U L N a n d A L P ≤ 2 × U L N or mi ssi n g  

I n a d diti o n, t h e f oll o wi n g c at e g ori es will b e s u m m ari z e d i n a s e p ar at e t a bl e, li mit e d t o t h e first 6 
m o nt hs  (1 8 0 d a ys ) aft er tr e at m e nt st art d at e:  

•  A L T ≥ 5 × U L N  

•  A L P ≥ 2 × U L N  

•  C o n c urr e nt A L T ≥ 5 × U L N a n d T BI LI ≥ 2 × U L N  

•  C o n c urr e nt A L P  ≥ 2 × U L N a n d T BI LI ≥ 2 × U L N  

C o n c urr e nt m e as ur e m e nt s ar e t h os e o c c urri n g o n t h e s a m e d at e.  

C at e g ori es will b e c u m ul ati v e, i. e. a p arti ci p a nt wit h a n el e v ati o n of A S T ≥  1 0 × U L N will als o 
a p p e ar i n t h e c at e g ori es ≥ 8 × U L N , ≥  5 × U L N a n d ≥  3 × U L N.  

A listi n g will b e pr o d u c e d, dis pl a yi n g all A L T, A S T, T BI LI a n d A L P r es ult s f or p arti ci p a nts wit h 
a n y L F T el e v ati o n ( A S T  ≥  3 × U L N, A L T  ≥  3 × U L N or T BI LI  ≥  1. 5 × U L N ). 

I n a d diti o n, t h e f oll o wi n g gr a p hi c al di s pl a ys will b e pr o vi d e d f or t h e o n -tr e at m e nt p eri o d : 

•  A L T v al u es o v er ti m e will b e pr es e nt e d i n a s p a g h etti pl ot f or p arti ci p a nt s wit h A L T Gr a d e  2 
or hi g h er el e v ati o n (i. e. Gr a d e  ≥  2) b y i nt er v e nti o n gr o u p  

•  Ti m e i n w e e ks fr o m first d os e t o first A L T o c c urr e n c e of Gr a d e  2 or hi g h er el e v ati o n (i. e. 
Gr a d e  ≥  2) f or all p arti ci p a nt s b y i nt er v e nti o n gr o u p ( K M pl ot)  

•  Ti m e i n w e e ks fr o m first d os e t o first e G F R o c c urr e n c e e q u al t o l ess t h a n 6 0  m L/ mi n/ 1. 7 3 m 2 

f or p arti ci p a nt s wit h b as eli n e  e G F R ≥ 6 0 m L/ mi n/ 1. 7 3 m 2  b y i nt er v e nti o n gr o u p ( K M pl ot)  

•  e -DI S H fi g ur e, as d es cri b e d i n M er z et al ( 2 0 1 4)  will b e pr es e nt e d i n cl u di n g 2  p a n els  (f or P A): 
o n e f or e a c h i nt er v e nti o n gr o u p.  

F or t h e 2  ti m e-t o-e v e nt fi g ur es, at t h e ti m e of P A, a p arti ci p a nt  o n g oi n g a n d  wit h o ut e x p eri e n ci n g 
t h e e v e nt will h a v e t h e e v e nt ti m e ri g h t-c e ns or e d at t h e ti m e of t h e l ast A L T/ e G F R ass ess m e nt  
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b ef or e c ut off . T o b e i n cl u d e d i n a ti m e -t o-e v e nt fi g ur e, a gr o u p m ust h a v e at l e ast o n e e v e nt. B el o w 
t h e h ori z o nt al a xis of t h e ti m e-t o-e v e nt fi g ur e, n u m b er of p arti ci p a nt s at ris k will b e dis pl a y e d. T h e 
v erti c al a xis m a y b e r estri ct e d t o 0. 5 0 –  1. 0, if n o n e of t h e c ur v es r e a c h 5 0 %.  

I n t he se  st u di es , cli ni c all y si g nifi c a nt l a b a b n or m aliti es w er e r e c or d e d as A E s. I n li e u of a li sti n g 
of cli ni c all y si g nifi c a nt l a b a b n or m aliti es f or e a c h d o m ai n, t h e f oll o wi n g b y -p arti ci p a nt  l a b v al u e 
li sti n gs will b e pr o vi d e d: 

•  Listi n g of p os t b as eli n e  Gr a d e ≥ 3 h e m at ol o g y v al u es  

•  Listi n g of p os t b as eli n e  Gr a d e ≥ 3 bi o c h e mi str y v al u es  

•  Listi n g of p os t b as eli n e  uri n al ysis v al u es wit h a n i n cr e as e of “ + + ” f or n o n -gr a d a bl e p ar a m et ers 
w h e n a p pli c a bl e.  

•  Listi n g of p os t b as eli n e  Gr a d e ≥ 2 A S T, A L T or Bilir u bi n.  F or e a c h p ar a m et er, w h e n a 
p arti ci p a nt  h as a n i n cr e as e t o Gr a d e 2, all p ost eri or v al u es will b e i n cl u d e d i n t h e listi n g.  

P er S e cti o n  7. 1 of t h e / 0 0 8 2 P r ot o c ol V ersi o n 6 , st u d y i nt er v e nti o n is t o b e 
t e m p or aril y dis c o nti n u e d i n t h e f oll o wi n g s c e n ari o s: 

•  If a p arti ci p a nt h a d  a n i n cr e as e i n A L T or A S T t o > 3 x t o < 5 U L N.  A r e c h e c k of t h e v al u e 
wit hi n 7 2 h o urs is r e q uir e d, t o c o nfir m t h e r e p ort e d el e v ati o n.  

•  If A S T a n d/ or A L T > 3 × U L N t o < 5 × U L N ar e c o nfir m e d wit hi n 7 2 h o urs a n d h a v e i n cr e as e d 
b y m or e t h a n 5 0 % ( c o m p ar e d t o l at est c o nfir m e d v al u e), t h e i nt err u pti o n of t h e st u d y 
i nt er v e nti o n c o nti n u es, wit h a n a d diti o n al r e c h e c k 7 2 h o urs l at er. 

•  If t h e r e c h e c k e d v al u e i n t h e s e c o n d r e c h e c k h as d e cr e as e d t o < U L N or < p arti ci p a nt’s 
b as eli n e, r e c h all e n g e c a n b e c o nsi d er e d i n t h e a bs e n c e of h y p er bilir u bi n e mi a.  

•  I n all ot h er c as es, st u d y i nt er v e nti o n is t o b e p er m a n e ntl y dis c o nti n u e d.  

•  If A S T a n d/ or A L T > 3 × U L N t o < 5 × U L N ar e c o nfir m e d wit hi n 7 2 h o urs a n d h a v e i n cr e as e d 
b y l ess t h a n 5 0 % ( c o m p ar e d t o l at est c o nfir m e d v al u e), t h e i nt err u pti o n of t h e st u d y 
i nt er v e nti o n c o nti n u es wit h a n a d diti o n al  r e c h e c k i n 1 w e e k. 

•  If r e c h e c k e d v al u e i n t h e s e c o n d r e c h e c k h as d e cr e as e d t o < U L N or < p arti ci p a nt’s 
b as eli n e, r e c h all e n g e c a n b e c o nsi d er e d i n t h e a bs e n c e of h y p er bilir u bi n e mi a . 

•  I n all ot h er c as es, st u d y i nt er v e nti o n is t o b e p er m a n e ntl y dis c o nti n u e d.  

T o s u p p ort ass ess m e nt of t h e fr a cti o n of t e m p or aril y dis c o nti n u e d p arti ci p a nts w h o c o ul d r ei niti at e 
tr e at m e nt if all o w e d 1 w e e k, 2 w e e ks, 3 w e e ks, 4 w e e ks  t o r e c o v er, t h e ti m e t o first A L T a n d A S T 
m e eti n g r e c h all e n gi n g crit eri o n  is t o b e c h ar a ct eri z e d a m o n g p arti ci p a nts w h o dis c o nti n u e d 
tr e at m e nt (t e m p or aril y or p er m a n e ntl y) f or A L T or A S T > 3 x U L N b as e d o n S A F . 

( 1) F or a p arti ci p a nt w h o h as at l e ast o n e d at e w h er e A L T or A S T > 3 x U L N (l o c al la b 
A L T/ A S T ass ess m e nts t a k e n i nt o c o nsi d er ati o n), x 1  is d efi n e d as t h e e arli est el e v ati o n d at e.  

( 2) T h e tr e at m e nt dis c o nti n u ati o n d at e x 2  is d efi n e d a s t h e e arli est d at e a m o n g (i) " N o d os e " 
d at e ≥ x 1  fr o m ‘ Dr u g A d mi nistr ati o n’ C R F, (ii) " St art " d at e ≥ x 1  f or A E r e c or d i n di c ati n g 
" Dr u g I nt err u pt e d " f or " A cti o n t a k e n wit h st u d y tr e at m e nt " fr o m ‘ A E’ C R F, a n d (iii) "l ast 
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a d mi nistr ati o n d at e " ≥ x 1  fr o m ‘ Tr e at m e nt T er mi n ati o n’ C R F. P arti ci p a nts f or w h o m b ot h 
x 1  a n d x 2  c a n b e d efi n e d c o m pris e t h e s u b gr o u p of i nt er est f or ti m e t o e v e nt a n al ysis.  

A p arti ci p a nt is c o nsi d er e d t o h a v e " A L T or A S T > 3 x U L N " if ( a) A L T > 3 x U L N, ( b) A S T > 3 
x U L N, or ( c) b ot h A L T > 3 x U L N a n d A S T > 3 x U L N. F or t h e p arti ci p a nt  to b e c o nsi d er e d 
r e c o v er e d, t h e p arti ci p a nt  m ust h a v e b ot h A L T ≤  3 x U L N a n d A S T ≤  3 x U L N.  

P arti ci p a nts i n t h e s u b gr o u p of i nt er est w h o h a v e A L T a n d A S T r e c o v er y b y t h e pl a n n e d e n d of 
tr e at m e nt, will h a v e t h e ti m e t o first A L T a n d A S T r e c o v er y c al c ul at e d a s " ( x 1  e arli est d at e at 
w hi c h b ot h A L T ≤ 3 x U L N a n d A S T ≤ 3 x U L N ) –  (x 2  d at e of tr e at m e nt dis c o nti n u ati o n d u e t o 
A L T or A S T el e v ati o n ) + 1 ". N ot e t h at t h e " e arli est " d at e of r e c o v er y is r el ati v e t o t h e d at e of 
tr e at m e nt di s c o nti n u ati o n d u e t o A L T or A ST el e v ati o n.  

P arti ci p a nts i n t h e s u b gr o u p of i nt er est w h o d o n ot h a v e A L T a n d A S T r e c o v er y b y t h e P A c ut off 
d at e or pri or t o st u d y t er mi n ati o n, or ar e l ost t o f oll o w u p, will b e c e ns or e d at t h e d at e of t h e l ast 
a v ail a bl e A L T or A S T a ss ess m e nt. T h e c e ns ori n g ti m e will b e c al c ul at e d as " (d at e of c e ns ori n g ) 
–  (d at e of tr e at m e nt di s c o nti n u ati o n d u e t o A L T or A S T el e v ati o n ) + 1 ".  

K M esti m at es ( pr o d u c t-li mit esti m at es) of t h e c u m ul ati v e pr o b a bilit y of first m e eti n g r e c h all e n g e 
crit eri o n o v er ti m e will b e pr es e nt e d b y i nt er v e nti o n gr o u p, t o g et h er wit h a s u m m ar y of p er c e ntil es 
(2 5 t h, 5 0 t h, 7 5t h) a n d c orr es p o n di n g 2 -si d e d 9 5 % CIs. S u m m ar y st atisti cs ( m e a n, S D, m e di a n, 
mi ni m u m a n d m a xi m u m) will b e pr es e nt e d f or f oll o w-u p  ti m e. T h e K M c ur v es will als o b e 
pr o vi d e d f or e a c h i nt er v e nti o n gr o u p.  T h e K M fi g ur e a n d s u p p orti v e K M t a bl es will b e r e p e at e d 
b as e d o n t h e f oll o wi n g 2 s u b gr o u ps of p arti ci p a nts:  

•  P arti ci p a nts w h o h a d A L T/ A S T el e v ati o n > 3 - < 5 x U L N at tr e at m e nt di s c o nti n u ati o n  

•  P arti ci p a nts w h o h a d A L T/ A S T el e v ati o n ≥  5 x U L N at tr e at m e nt di s c o nti n u ati o n  

P arti ci p a nts wit h A L T/ A S T v al u es ≤  3 x U L N at tr e at m e nt dis c o nti n u ati o n ar e i n cl u d e d i n t h e 
s u b gr o u p A L T/ A S T > 3 - < 5 x U L N a n d r e p ort e d i n f o ot n ot es.  

T r e at m e nt g a p a n al ysis will e x pl or e w h et h er l o n g er tr e at m e nt p a us e  i n st u d y i nt er v e nti o n  aff e cts 
effi c a c y. T his a n al ysis will als o b e pr o d u c e d o n p o ol e d d at a fr o m b ot h st u di es.  Tr e at m e nt g a ps of 
i nt er est will b e c at e g ori z e d as f oll o wi n g: 

( 1) G a p b et w e e n E n d  of  Tr e at m e nt a n d E n d  of  St u d y  V isit s (g a p  1 ): 

a.  E arl y  tr e at m e nt dis c o nti n u ati o n f oll o w e d b y S af et y  F oll o w -u p (g a p  1 a ) 

b.  Pl a n n e d E n d  of  Tr e at m e nt f oll o w e d b y S af et y  F oll o w -u p (g a p  1 b ).  

I n c as e E n d  of  Tr e at m e nt  r e as o n is " D e at h " or " L ost t o f oll o w-u p ", it will n ot b e 
c o nsi d er e d as a g a p.  

( 2) Tr e at m e nt g a p aft er first st u d y i nt er v e nti o n a d mi nistr ati o n d u e t o a n y r e as o n, o bt ai n e d fr o m 
C R F as f oll o wi n g (g a p  2 ): 

a.  ‘Dr u g A d mi n istr ati o n’ r e c or ds w h er e " N o d os e ", wit h r e as o n " A d v ers e e v e nt " or 
" Ot h er ", is s el e ct e d i n r es p o ns e t o t h e q u esti o n "Is t h er e a c h a n g e i n d os e ? " (g a p  2 a ).  

b.  ‘A E ’ r e c or ds w h er e " Dr u g I nt err u pt e d " or " Dr u g Wit h dr a w n " is s el e ct e d f or 
" A cti o n t a k e n wit h st u d y tr e at m e nt " (g a p  2 b ).  
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G a p st art f or c at e g or y 1 (i. e. g a p 1) is E n d  of  Tr e at m e nt  d at e a n d g a p e n d d at e will b e i m p ut e d as 
S af et y  F oll o w -u p  V isit e n d d at e e v e n t h ou g h dr u g is n ot a d mi nist er e d d uri n g t hi s visit. T o 
d et er mi n e n o n -o v erl a p pi n g g a ps, g a p st art f or c at e g or y 2 (i. e. g a p  2) is d efi n e d as t h e e arli est of 
" N o d os e " d at e (i. e. g a p  2 a) a n d A E st art d at e (i. e. g a p  2 b) a n d e n ds wit h first st u d y i nt er v e nti o n  
a d mi n istr ati o n r e c or d aft er t h e g a p st art d at e. I n c as e g a p  1 a n d g a p  2 o c c ur o n t h e s a m e d a y, 
i nf or m ati o n f or g a p 1 will b e pr es e nt e d. M ulti pl e n o n -o v erl a p pi n g g a ps c a n o c c ur f or c at e g or y  g a p 
2, all g a ps fr o m c at e g or y 2 a a n d all g a ps fr o m c at e g or y 2 b will b e p r es e nt e d. 

P arti ci p a nts  i n t h e s u b gr o u p of i nt er est will h a v e t h e g a p d ur ati o n i n d a ys c al c ul at e d as t h e 
diff er e n c e b et w e e n st art a n d st o p d at es pl us 1 ( g a p d ur ati o n [d a ys ] = g a p e n d d at e - g a p st art d at e 
+ 1). O nl y g a ps wit h d ur ati o n l o n g er t h a n 7 d a ys a n d  d ur ati o n s h ort er or e q u al t o 3 0 d a ys will b e 
pr es e nt e d.  

R e as o n f or g a p is pr e m at ur e E n d  of  Tr e at m e nt  r e a s o n f or g a p 1 a, tr e at m e nt c o m pl eti o n f or g a p 1 b, 
n o d os e a d mi nistr ati o n r e as o n f or g a p 2 a a n d A E  f or g a p 2 b. I n c as e g a p 2 a a n d g a p 2 b st art o n t h e 
s a m e d a y, A E  is pr es e nt e d as t h e r e as o n f or g a p. 

Effi c a c y ass ess m e nts ( e. g. r el a ps e, E D S S a n d M RI) at st art of g a p a n d at e n d of g a p will b e 
pr es e nt e d f or t h e p arti ci p a nts  i n t h e s u b gr o u p of i nt er est. F or r el a ps e/ E D S S ass ess m e nt/ M RI r es ult 
at st art of g a p, t h e l ast n o n -mi ssi n g r el a ps e/ E D S S ass ess m e nt/ M RI r es ult o n or b ef or e t h e st art of 
g a p is s el e ct e d. F or r el a ps e/ E D S S ass ess m e nt/ M RI r es ult at e n d of g a p, t h e first n o n -mis si n g 
r el a ps e/ E D S S ass ess m e nt/ M RI r es ult o n or aft er t h e e n d of g a p is s el e ct e d.   

D et ails of tr e at m e nt g a ps a n d c orr es p o n di n g effi c a c y i nf or m ati o n b ef or e/ aft er tr e at m e nt g a p will 
b e pr es e nt e d i n a li sti n g b as e d o n t h e S A F. S u m m ar y t a bl es will als o b e pr o d u c e d t o d es cri b e 
n u m b er of g a ps a n d r e as o n, as w ell as tr e at m e nt g a p i m p a ct o n effi c a c y ass ess m e nt.   

Effi c a c y E v al u ati o n of P a rti ci p a nts w h o R est a rt e d St u d y I nt e r v e nti o n  aft e r I nt e r r u pti o n d u e 
t o A L T/ A S T El e v ati o n  

T h es e a n al ys es ar e m e a nt t o i n v esti g at e t h e eff e ct of i nt err u pti o n of tr e at m e nt o n A R R a n d E D S S 
pr o gr essi o n, b y pr es e nti n g 3 s u b gr o u ps si d e b y si d e:   

( 1) P arti ci p a nts w h o i nt err u pt e d I M P d u e t o A L T/ A S T el e v ati o ns a n d r est art e d tr e at m e nt aft er 
t h e r e c h all e ngi n g crit eri o n w er e m et;  

( 2) T h e c o m pl e m e nt ar y F A S  s u b gr o u p ( p arti ci p a nts i n F A S  t h at ar e n ot i n ( 1)); 

(2 a ) A  s u bs et of ( 2) w h o di d n ot e x p eri e n c e L F T el e v ati o ns.  

T h e a n al ys es will b e p erf or m e d usi n g t h e F A S. A R R ( d es cri pti v e st atisti cs a n d r es ult s of n e g a ti v e 
bi n o mi al m o d el) a n d E D S S ( d es cri pti v e st atisti cs a n d ti m e t o 1 2 -w e e k  c o nfir m e d pr o gr essi o n ) will 
b e dis pl a y e d b y st u d y i nt er v e nti o n  gr o u p.  F urt h er d et ails r e g ar di n g t h e m o d elli n g will b e i n cl u d e d 
i n t h e St atisti c al M et h o d ol o g y d o c u m e nt ( A p p e n di x 1 8. 9 ). 

D uri n g t h e D B T P, t erifl u n o mi d e l e v el d et er mi n ati o n mi g ht b e c o m pl et e d f or s af et y r e as o ns o nl y, 
t h es e t erifl u n o mi d e l e v el s will b e pr es e nt e d i n a li sti n g. 
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1 5. 4  Vit al Si g ns   

Vit al si g ns ( h ei g ht ( c m), w ei g ht ( k g), B MI ( k g/ m²), b o d y t e m p er at ur e ( ° C), S B P  ( m m H g), D B P  
( m m H g), r es pir at or y r at e ( br e at hs/ mi n) a n d p ul s e r at e ( b e ats/ mi n)) will b e s u m m ari z e d b y 
i nt er v e nti o n gr o u p usi n g d es cri pti v e st atisti cs (s e e S e cti o n  9 ).  

T h e d es cri pti v e st atisti cs will b e pr es e nt e d as f oll o ws:  

•  T h e b as eli n e  will b e pr es e nt e d first   

•  T h e n e a c h s c h e d ul e d ti m e p oi nt will b e pr es e nt e d o n p arti ci p a nt s w h o h a v e r e a c h e d t hi s 
ti m e p oi nt: a bs ol ut e v al u es a n d C F B will b e dis pl a y e d ( e x c e pt f or h ei g ht a n d B MI as 
t h e y ar e o nl y pr es e nt at S cr e e ni n g  visit).  

B MI (k g/ m² ) = 
𝐷 𝑢𝑟 𝑎 ℎ 𝑡  [𝑖 𝑜 ] 

ℎ 𝑛𝑜 𝑓 ℎ 𝐸 [𝑣 𝑜 ]2
× 1 0 0 0 0  

B o d y t e m p er at ur e, S B P, D B P, r es pir at or y r at e a n d p uls e r at e will b e a n al y z e d wit h s hift t a bl es of 
m a xi m u m C F B usi n g t h e c at e g ori es d efi n e d i n  T a bl e 1 7 : 

T a bl e 1 7  Vit al Si g n s C at e g o ri es   

P a r a m et e r  U nit  S hift  B a s eli n e  c at e g o ri e s  P o s t b a s eli n e  c at e g o ri e s 
( a b s ol ut e c h a n g e) 

T e m p er at ur e  ° C  I n cr e a s e < 3 7 / ≥ 3 7 - < 3 8 / ≥ 3 8 - 
< 3 9 / ≥ 3 9 - < 4 0 / ≥ 4 0  

≤ 0* / > 0 - < 1 / ≥ 1 - < 2 / ≥ 2 - < 3 / 
≥ 3  

P ul s e r at e  b p m  I n cr e a s e 
a n d d e cr e a s e  

< 1 0 0 / ≥ 1 0 0  ≤ 0* / > 0 - ≤ 2 0 / > 2 0 - ≤ 4 0 / > 4 0  

S B P  m m H g  I n cr e a s e 
a n d d e cr e a s e  

< 1 4 0 / ≥ 1 4 0  ≤ 0* / > 0 - ≤ 2 0 / > 2 0 - ≤ 4 0 / > 4 0  

D B P  m m H g  I n cr e a s e 
a n d d e cr e a s e  

< 9 0 / ≥ 9 0  ≤ 0* / > 0 - ≤ 2 0 / > 2 0 - ≤ 4 0 / > 4 0  

R e s pir at or y r at e  br e at h s/ mi n  I n cr e a s e 
a n d d e cr e a s e  

< 2 0 / ≥ 2 0  ≤ 0* / > 0 - ≤ 5 / > 5 - ≤ 1 0 / > 1 0  

* T hi s c at e g or y will i n cl u d e t h e p arti ci p a nt s wit h n o c h a n g e s or d e cr e a s e/i n cr e a s e i n t h e i n cr e a s e/ d e cr e a s e p art of t h e 
t a bl e r e s p e cti v el y. 

A listi n g of m a xi m u m C F B a n d a li sti n g of all vit al si g ns d at a will b e pr o vi d e d.  

1 5. 5  1 2 -L e a d E C G   

O nl y l o c al  E C G r e a ds w er e c oll e ct e d at t h e st u d y st art, h o w e v er all l o c al r e a ds will n o w b e s e nt t o 
b e r e a d c e ntr all y. H e n c e f or a n al ys es p ur p os es  (i n cl u di n g c h a n g e fr o m b as eli n e  c o m p ut ati o n), 
c e ntr al r e a d d at a will b e us e d as s o ur c e d at a.  

D es cri pti v e st atisti cs ( a b s ol ut e a n d c h a n g e fr o m b as eli n e ) o v er ti m e f or 1 2-l e a d E C G p ar a m et ers 
will b e pr o vi d e d. P ar a m et ers t o b e i n cl u d e d ar e: Q T c F, H R, P R a n d Q R S. B as eli n e  ass ess m e nt s as 
d efi n e d i n S e cti o n  9. 4  will b e c o nsi d er e d t o b e pr e -d os e.  
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A d diti o n all y, a s u m m ar y t a bl e of a b n or m al v al u es ( o utli ers) f or 1 2 -l e a d E C G p ar a m et ers will b e 
pr es e nt e d:  

•  H R:  

o  A bs ol ut e <  5 0 b p m, <  4 0 b p m, <  3 0 b p m  

o  C h a n g e fr o m b as eli n e  >  2 0 b p m, >  3 0 b p m, >  4 0 b p m  

o  A bs ol ut e < 5 0 b p m a n d d e cr e as e fr o m b as eli n e  > 2 5 %  

o  A bs ol ut e > 1 0 0 b p m a n d i n cr e as e fr o m b as eli n e  > 2 5 %  

•  P R:  

o  A bs ol ut e >  2 0 0 ms e c a n d >  2 2 0 ms e c  

o  I n cr e as e fr o m b as eli n e  > 3 0 ms e c  

o  A bs ol ut e > 2 0 0 ms e c a n d i n cr e ase fr o m b as eli n e  > 2 5 %  

•  Q R S:  

o  A bs ol ut e >  1 1 0 ms e c  

o  A bs ol ut e > 1 2 0 ms e c a n d i n cr e as e fr o m b as eli n e  > 2 5 %  

•  Q T c F:  

o  A bs ol ut e ≤ 4 5 0 ms e c, >  4 5 0 ms e c  a n d ≤ 4 8 0 ms e c , > 4 8 0 ms e c  a n d ≤ 5 0 0 ms e c , a n d > 5 0 0 
ms e c  

o  I n cr e as e fr o m b as eli n e  ≤ 3 0 ms e c, >  3 0 ms e c a n d ≤ 6 0 ms e c, a n d >  6 0 ms e c  

B y -visit fr e q u e n c y t a bl es b y di a g n osis t er m will b e pr o vi d e d, dis pl a yi n g all t er ms, o nl y t h e first 
t er m a n d o nl y t h e s e c o n d t er m s e p ar at el y. T h e p er c e nt a g e of di a g n osis t er ms will b e b as e d o n t h e 
t ot al n u m b er of p arti ci p a nts wit h r es ult s at th e visit.  

A s hift t a bl e of m or p h ol o gi c al ass ess m e nts, fr o m b as eli n e  t o t h e w or st o bs er v ati o n of t h e 
o n -tr e at m e nt p eri o d, 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 f or e a c h i nt er pr et ati o n c at e g or y 
( N or m al, A b n or m al-I nsi g nifi c a nt, A b n or m al-Si g nifi c a nt , Missi n g, a n d T ot al) will als o b e 
pr o vi d e d.  R es ult s r e c or d e d as "i n c o m pl et e a n al ysis " or " u ni nt er pr et a bl e " will b e c o u nt e d u n d er t h e 
" Mis si n g " c at e g or y.  

Listi n gs of E C G q u a ntit ati v e v al u es, m or p h ol o gi c al a n d r h yt h m r es ult s will b e pr o d u c e d i n cl u di n g 
r es ult s fr o m b ot h c e ntr al a n d l o c al r e a ds.  

1 5. 6  P h y si c al E x a mi n ati o n   

N o s u m m ar y t a bl e will b e pr o vi d e d si n c e p h ysi c al e x a mi n ati o n fi n di n gs d uri n g S cr e e ni n g  will b e 
r e c or d e d as m e di c al hi st or y e v e nts a n d fi n di n gs d uri n g t h e st u d y as A Es.  
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1 5. 7  P r e g n a n c y T est   

R es ult s of pr e g n a n c y t est ( uri n e or s er u m) will b e li st e d.  

1 5. 8  S af et y/ P h a r m a c o d y n a mi c  E n d p oi nts: I m m u n o gl o b uli n l e v el s   

B o x pl ot s of S er u m I g G, I g A a n d I g M l e v els ( g/ L) b 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 
pr o vi d e d, as w ell as li n e pl ot s of m e di a n v al u e a n d  m e di a n p er c e nt c h a n g e fr o m b as eli n e  b y ti m e 
p oi nt a n d i nt er v e nti o n gr o u p.  

D es cri pti v e st atisti cs ( a bs ol ut e v al u e, c h a n g e fr o m b as eli n e  a n d p er c e nt c h a n g e fr o m b as eli n e ) b 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 pr es e nt e d as w ell.  

L i n e pl ot s of m e di a n v al u e a n d m e di a n p er c e nt c h a n g e fr o m b as eli n e b y ti m e p oi nt a n d 
i nt er v e nti o n gr o u p will als o b e pr o vi d e d f or s er u m I g E a n d I g G s u b cl ass l e v els  ( w h er e a p pli c a bl e). 

S er u m I g G, I g A, I g M , I g E a n d I g G s u b cl ass l e v els  ( w h er e a p pli c a bl e) will b e li st e d b y i nt er ve nti o n 
gr o u p, p arti ci p a nt a n d ti m e p oi nt ( w h er e a p pli c a bl e) . I g G v al u e s < 3 g/ L (s e v er e 
h y p o g a m m a gl o b uli n e mi a) a n d I g G v al u es < 6 g/ L ( h y p o g a m m a gl o b uli n e mi a) will b e fl a g g e d i n 
t h e listi n g. 

1 5. 9  U ri n al y si s Mi c r o s c o pi c E v al u ati o n   

Uri n al ysis Mi cr os c o pi c E v al u ati o n d at a will b e li st e d b y i nt er v e nti o n gr o u p a n d ti m e p oi nt ( w h er e 
a p pli c a bl e).  

1 5. 1 0  C -S S R S   

T h e C -S S R S is a n u m eri c al s c or e d eri v e d fr o m 1 0 c at e g ori es. T h e C -S S R S ass ess es t h e s ui ci d al 
b e h a vi or a n d s ui ci d al i d e ati o n i n p arti ci p a nt s.  

T h e C -S S R S o ut c o m e c at e g ori es ar e pr o vi d e d b el o w. E a c h c at e g or y h as a bi n ar y r es p o ns e ( y es/ n o) 
a n d ar e n u m b er e d, pr o vi di n g a s c o r e. A s c or e of 0 is assi g n e d if t h er e is n o s ui ci d al i d e ati o n or 
s ui ci d al b e h a vi or pr es e nt.  

I d e ati o n: 

1.  Wis h t o b e D e a d  

2.  N o n -s p e cifi c A cti v e S ui ci d al T h o u g hts  

3.  A cti v e S ui ci d al I d e ati o n wit h A n y M et h o ds ( N ot Pl a n) wit h o ut I nt e nt t o A ct  

4.  A cti v e S ui ci d al I d e ati o n wit h S o m e I nt e nt t o A ct, wit h o ut S p e cifi c Pl a n  

5.  A cti v e S ui ci d al I d e ati o n wit h S p e cifi c Pl a n a n d I nt e nt  
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B e h a vi or:  

6.  Pr e p ar at or y A cts or B e h a vi or  

7.  A b ort e d Att e m pt  

8.  I nt err u pt e d Att e m pt 

9.  A ct u al Att e m pt ( n o n -f at al) 

1 0.  C o m pl et e d S ui ci d e  

O c c urr e n c e of s ui ci d al b e h a vi or is d efi n e d as h a vi n g a ns w er e d “ y es ” t o a l e ast 1 of t h e 4 s ui ci d al 
b e h a vi or s u b c at e g ori es f or B as eli n e /S cr e e ni n g  as s ess m e nt s a n d t o at l e ast 1 of t h e 5 s ui ci d al 
b e h a vi or s u b c at e g ori es f or p os t b as eli n e  “si n c e l ast visit ” ass ess m e nts . N ot e t h at n o n -s ui ci d al s elf -
i nj uri o us b e h a vi or is n ot c o nsi d er e d i n t h e d eri v ati o n of s ui ci d al b e h a vi or a n d o c c urr e n c e will b e 
r e p ort e d s e p ar at el y. 

O c c urr e n c e of s ui ci d al i d e ati o n is d efi n e d as h a vi n g a ns w er e d “ y es ” t o at l e ast o n e of t h e s ui ci d a l 
i d e ati o n s u b-c at e g ori es.  

O c c urr e n c e of s ui ci d alit y is d efi n e d as h a vi n g at l e ast o n e o c c urr e n c e of s ui ci d al i d e ati o n or at 
l e ast o n e o c c urr e n c e of s ui ci d al b e h a vi or. 

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 o c c urr e n c e of s ui ci d al b e h a vi or  at a n y t i m e d uri n g 
tr e at m e nt, o c c urr e n c e of s ui ci d al i d e ati o n at a n y ti m e d uri n g tr e at m e nt, o c c urr e n c e of s ui ci d alit y  
at a n y ti m e d uri n g tr e at m e nt a n d o c c urr e n c e of s elf -i nj uri o us b e h a vi or wit h o ut s ui ci d al i nt e nt at 
a n y ti m e d uri n g tr e at m e nt  will b e s u m m ari z e d.   

S hifts fr o m b as eli n e  ( m a xi m u m s c or e fr o m "B a s eli n e /S cr e e ni n g " ass ess m e nt) t o t h e w orst o n 
tr e at m e nt o ut c o m e ( m a xi m u m s c or e fr o m "si n c e l ast visit " ass ess m e nts) will b e pr es e nt e d. T h e 
f oll o wi n g c at e g ori es will b e s u m m ari z e d:  

•  N o i d e ati o n (s c or e 0)  

•  N o n -s eri o u s s ui ci d al i d e ati o n (s c or e 1 -3)  

•  S eri o us s ui ci d al i d e ati o n (s c or e 4 -5)  

•  S ui ci d al b e h a vi or (s c or e 6 -1 0).  

P arti ci p a nt d at a listi n gs will b e als o pr o vi d e d.  

1 5. 1 1  H B V D N A   

H B V D N A P C R t esti n g r es ult s will b e li st e d b y i nt er v e nti o n gr o u p a n d ti m e p oi nt ( w h er e 
a p pli c a bl e). A s hift t a bl e fr o m b as eli n e  t o hi g h est p ost b as eli n e  v al u es i n cl u di n g t h e c at e g ori es < 
2 0  I U/ m L v ers us ≥ 2 0 I U/ m L will b e pr o vi d e d. T his s u m m ar y will b e b a s e d o n p arti ci p a nts  wit h 
n e g ati v e H e p atiti s B s urf a c e a nti g e n at S cr e e ni n g b ut p ositi v e H e p atiti s B s urf a c e a nti b o d y or  
H e p atiti s B c or e a nti b o d y.  
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1 5. 1 2  L o c al L a b o r at o r y R es ults   

L o c al l a b or at or y r es ult s t h at ar e n ot d es cri b e d i n S e cti o n  1 5. 3  will b e list e d b y i nt er v e nti o n gr o u p 
a n d ti m e p oi nt ( w h er e a p pli c a bl e).  

1 5. 1 3  A nti -S A R S -C o V -2 A nti b o di es L e v el s   

All p arti ci p a nts i n t h e F A S  a n al ysis s et wit h a f ull C O VI D -1 9  v a c ci n ati o n  a n d si g n e d  i nf or m e d 
c o ns e nt  f or Pr ot o c ol Ver si o n  5 will b e i n cl u d e d i n t h e a n al ysis r e g ar dl ess of t h e v a c ci n e t y p e. 
C o mi rn at y, S pi k e v a x, V al n e v a C O VI D -1 9  V a c ci n e or V L A 2 0 0 1, N u v a x o vi d or C o v o v a x, 
V a x z e vri a or C o vis hi el d r e q uir e 2 d os es t o b e c o n si d er e d f ull y v a c ci n at e d w hil e J c o v d e n r e q uir es 
o nl y 1.  

I n a d diti o n, p arti ci p a nts n e e d t o h a v e e x p os ur e t o e v o br uti ni b or t erifl u n o mi d e ≥ 2  w e e ks at t h e 
ti m e of first C O VI D-1 9 v a c ci n ati o n a n d t o r e m ai n o n tr e at m e nt at t h e ti m e of t h e s e c o n d 
C O VI D -1 9 v a c ci n ati o n (if 2 d os es ar e r e q uir e d)  a n d at t h e ti m e a b o ost er d os e is r e c ei v e d ( as 
a p pli c a bl e) . 

Pr e -v a c ci n ati o n ti m e p oi nt c orr es p o n ds t o t h e l ast ass ess m e nt b ef or e t h e d at e of t h e first v a c ci n e 
d os e  a n d c a n o c c ur pri or t o first a d mi nistr ati o n of a cti v e st u d y i nt er v e nti o n . P ost-v a c ci n ati o n 
ti m e p oi nt c orr es p o n ds t o t h e first ass ess m e nt aft er t h e l ast dos e of f ull v a c ci n ati o n +  at l e ast  
2 8  d a ys  f or all C O VI D -1 9  v a c ci n es.  F or J c o v d e n, t hi s is t h e d at e of t h e first v a c ci n e d os e +  at l e ast  
2 8  d a ys.   

P ost -b o ost er ti m e p oi nt c orr es p o n ds t o t h e first as s ess m e nt aft er a b o ost er v a c ci n ati o n + at l e ast  7 
d a ys . 

S A R S -C o V -2 v a c ci n ati o n d at es ar e r e c or d e d o n t h e C o n c o mit a nt M e di c ati o n  e C R F  p a g e. I n c as e 
of m ulti pl e d at es, t h e fir st o n e will b e us e d t o d eri v e t h e first d os e of S A R S -C o V -2 v a c ci n ati o n 
a n d t h e s e c o n d v a c ci n e d at e will b e c o nsi d er e d f or all a n al ys es p ost  v a c ci n ati o n. A d diti o n al 
v a c ci n e d at es aft er t h e f ull v a c ci n ati o n will b e c o n si d er e d as b o ost er d os es.  

V al u es of I g G a nti -S 1/ S 2 l e v els f or S A R S C o V -2 a b o v e a n d b el o w t h e L L R of 3. 8 A U/ m L  will 
b e h a n dl e d as f oll o ws i n t h e a n al ys es:  

•  V al u es > L L R will b e us e d  as o bs er v e d  

•  All n o n -mi ssi n g v al u es ≤ L L R will b e s et as L L R v al u e (i. e. t h e y will b e s et as 3. 8 A U/ m L ) 

•  V al u es of I g G a nti -S 1 /S 2 l e v els r e p ort e d as " > 2, 9 0 0  A U/ m L " (u p p er li mit of r e p orti n g ) will b e 
s et t o a n u m eri c v al u e of “ 2, 9 0 0 + 1 ”.  

T h e f oll o wi n g s u b gr o u ps will b e us e d f or a n al ysis, w h er e s p e cifi e d:  

•  S er ost at us at pr e -v a c ci n ati o n:  

o  S er o n e g ati v e ( pr e -v a c ci n ati o n a nti -I g G a nti b o di es t o S A R S-C o V -2 < 1 5. 0 A U/ m L ) 

o  S er o p ositi v e ( pr e -v a c ci n ati o n a nti -I g G a nti b o di es t o S A R S-C o V -2 ≥ 1 5. 0 A U/ m L ) 
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•  D ur ati o n of ti m e b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n c y cl e a n d t h e p os t-v a c ci n ati o n 
s a m pl e a nti b o d y ass ess m e nt:  

o  >  4  t o ≤  8  w e e ks  

o  >  8 t o ≤  1 2 w e e ks  

o  > 1 2  w e e ks  

W h er e d ur ati o n 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 d at e of t h e f ull C O VI D -1 9  
v a c ci n ati o n a n d t h e d at e of t h e p os t-v a c ci n ati o n s a m pl e pl us 1, di vi d e d b y 7 . 

 
•  D ur ati o n of ti m e b et w e e n t h e b o ost er v a c ci n ati o n a n d t h e p ost -b o ost er  s a m pl e a nti b o d y 

ass ess m e nt:  

o  ≥  1 t o <  4 w e e ks  

o  ≥  4 t o ≤  8 w e e ks  

o  > 8 t o ≤  1 2 w e e ks  

o  > 1 2  w e e ks    

W h er e d ur ati o n 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 d at e of t h e b o ost er C O VI D -1 9 
v a c ci n ati o n a n d t h e d at e of t h e p os t-v a c ci n ati o n s a m pl e pl us 1, di vi d e d b y 7.  

 

•  T y p e of v a c ci n e:  

o  m R N A: i n cl u di n g C o mi rn at y or S pi k e v a x v a c ci n e s  

o  N o n -m R N A: i n cl u di n g V al n e v a C O VI D -1 9  V a c ci n e or V L A 2 0 0 1, N u v a x o vi d or 
C o v o v a x, V a x z e vri a or C o vis hi el d a n d J c o v d e n v a c ci n es  

o  If a n y p arti ci p a nts r e c ei v e a mi x of m R N A a n d n o n -m R N A v a c ci n es f or t h e f ull 
v a c ci n ati o n c y cl e, a t hir d gr o u p will b e cr e at e d: B ot h m R N A a n d n o n -m R N A.  

T h e dis p ositi o n of p arti ci p a nts will b e s u m m ari z e d  b y d es cri pti v e st atisti cs: N u m b er of p arti ci p a nts  
w h o r e c ei v e d t h e c o m pl et e v a c ci n ati o n c y cl e, o v er all, b y c o u ntr y a n d b y t y p e of v a c ci n e, n u m b er 
of p arti ci p a nts w h o r e c ei v e d t h e b o ost er d os e, o v er all a n d b y t y p e  of v a c ci n e.  

T o ass ess t h e d e m o gr a p hi cs a n d b as eli n e  c h ar a ct eristi cs of p arti ci p a nts i n cl u d e d i n t hi s a n al ysis, 
t h e f oll o wi n g t a bl es will b e r e p e at e d o n all p arti ci p a nts i n t h e FA S  a n al ysis s et wit h a f ull 
C O VI D -1 9 v a c ci n ati o n  a n d si g n e d i nf or m e d c o ns e nt f or Pr ot o c ol V ersi o n  5 : 

•  D e m o gr a p hi c c h ar a ct eristi cs  

•  R M S  b as eli n e  d is e as e c h ar a ct eristi cs  

•  Hist or y of D M T  

I n or d er t o ass ess t h e d ur ati o n of tr e at m e nt e x p os ur e at t h e ti m e of C O VI D v a c ci n ati o n , t h e 
d ur ati o n of tr e at m e nt at t h e ti m e of C O VI D -1 9  v a c ci n ati o n  ( w e e ks) is d eri v e d as f oll o ws: 
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𝐷 𝑢 𝑟 𝑎 𝑡𝑖 𝑜 𝑛  𝑜 𝑓  𝐸 𝑣 𝑜 𝑏 𝑟 𝑢 𝑡𝑖 𝑛𝑖 𝑏  𝑜 𝑟  𝑇 𝑒 𝑟𝑖 𝑓𝑙 𝑢 𝑛 𝑜 𝑚𝑖 𝑑 𝑒  ( w e e k s ) = 
( 𝑑 𝑎𝑡 𝑒  𝑜 𝑓  𝑙𝑎 𝑠 𝑡𝑑  𝑜 𝑠 𝑒𝑑 𝑎 -1 9  𝑡 𝑒 𝑜 𝑓𝑓 𝑖 𝑟 𝑠𝑡 𝑑 𝑜  −  𝑠 𝑒𝑑 𝑎  𝑦 𝑠  𝐷𝑎 𝑖 𝑙 𝑦  𝑑 𝑜 𝑠 𝑒  +  1 )

7
 

T h e d ur ati o n of e x p os ur e t o e v o br uti ni b or t erifl u n o mi d e at t h e ti m e of first C O VI D -1 9  v a c ci n ati o n 
will b e a n al y z e d b y s u m m ar y st ati sti cs a n d b y fr e q u e n ci es a c c or di n g t o t h e f oll o wi n g c at e g ori es:  

•  ≥  2  t o 1 2  w e e ks  

•  >  1 2  t o 2 4 w e e ks 

•  >  2 4 t o 3 6 w e e ks  

•  >  3 6 t o 4 8 w e e ks  

•  >  4 8 t o 6 0 w e e ks  

•  >  6 0 t o 7 2 w e e ks  

•  >  7 2 t o 8 4 w e e ks  

•  >  8 4 t o 9 6  w e e ks  

•  >  9 6 t o 1 0 8 w e e ks  

•  >  1 0 8 t o 1 2 0 w e e ks  

•  >  1 2 0 t o 1 3 2 w e e ks  

•  >  1 3 2 t o 1 4 4 w e e ks  

•  >  1 4 4 t o 1 5 6  w e e ks  

•  >  1 5 6  w e e ks  

Wit h r es p e ct t o t h e ti m e b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n c y cl e a n d t h e p os t-v a c ci n ati o n 
s a m pl e a nti b o d y ass ess m e nt (i n w e e ks) t h e f oll o wi n g d eri v ati o n r ul e a p pli e s:  

𝐶𝑢 𝑚 𝑢  𝑙 𝑎 𝑡 𝑖 𝑣 𝑒 𝑎  𝑐 𝑡𝑢𝑎  𝑙 𝑑 𝑜 𝑠𝑒 𝑓 𝑜 𝑟𝐸 𝑣 𝑜  𝑏 𝑟 𝑢𝑡 𝑖  𝑛 𝑖 𝑏  𝑜 𝑟 𝑇𝑒 𝑟 𝑖 𝑓 𝑙  𝑢 𝑛 𝑜 𝑚 𝑖 𝑑 𝑒 𝑚 𝑔 𝑆  ( w e e k s ) = 
( 𝑢 𝑚𝑜 𝑓  𝑑 𝑜  𝑠 𝑒 𝑝𝑒 -𝑟 𝑑 𝑎 𝑦𝑓 𝑜 𝑟 𝐸𝑣 𝑜 𝑏  𝑟 𝑢 𝑡 𝑖𝑛 𝑖  −  𝑏 𝑜 𝑟 𝑇  𝑒 𝑟  𝑖 𝑓𝑙𝑢  𝑛 𝑜 𝑚𝑖 𝑑 -1 9  𝑒 𝑟 𝑒 𝑐𝑜 𝑟 𝑑 𝑠𝐶 𝑢 𝑚  𝑢 𝑙 𝑎𝑡 𝑖  +  1 )

7
 

T h e d ur ati o n of t h e ti m e b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n c y cl e a n d t h e p os t-v a c ci n ati o n 
s a m pl e a nti b o d y ass ess m e nt will b e a n al y z e d b y s u m m ar y st ati sti cs a n d b y fr e q u e n ci es a c c o r di n g 
t o t h e f oll o wi n g c at e g ori es:  

•  >  4 t o ≤  8 w e e ks  

•  >  8 t o ≤  1 2  w e e ks  

•  >  1 2  w e e ks  
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Wit h r es p e ct t o t h e ti m e b et w e e n t h e b o ost er C O VI D -1 9  v a c ci n ati o n a n d p ost -b o ost er  v a c ci n ati o n 
s a m pl e a nti b o d y ass ess m e nt (i n w e e ks) t h e f oll o wi n g d eri v ati o n r ul e a p pli e s:  

𝐷 𝑢 𝑟 𝑎 𝑡 𝑖 𝑜 𝑛 𝑜 𝑓 𝐸  𝑣 𝑜 𝑏 𝑟 𝑢 𝑡 𝑖  𝑛 𝑖 𝑏 𝑜𝑟 𝑇 𝑒 𝑟𝑖 𝑓 𝑙  𝑢 𝑛 𝑜  𝑚 𝑖 𝑑𝑒 𝑑 𝑎 𝑡 𝑒  𝑜 𝑓 𝑙 𝑎 𝑠 𝑡 𝑑 𝑜 𝑠 𝑒  ( w e e k s ) = 
( 𝑑 𝑎𝑡 𝑒  𝑜 𝑓  𝑓 𝑖 𝑟𝑠 -𝑡 𝑑 𝑜 𝑠 𝑒 𝑑 𝑎  𝑦 𝑠 𝐷 𝑎𝑖 𝑙 𝑦 𝑑𝑜 𝑠 𝑒  𝐶 𝑢 𝑚 𝑢𝑙 𝑎  −  𝑡 𝑖𝑣 𝑒  𝑎 𝑐  𝑡 𝑢 𝑎 𝑙𝑑 𝑜 𝑠  𝑒 𝑓 𝑜 𝑟𝐸 𝑣 𝑜 𝑏𝑟 𝑢 𝑡  +  1 )

7
 

T h e d ur ati o n of t h e ti m e b et w e e n t h e b o ost er v a c ci n ati o n a n d t h e p ost -b o ost er  s a m pl e a nti b o d y 
ass ess m e nt will b e a n al y z e d b y s u m m ar y st atisti cs a n d b y fr e q u e n ci es a c c or di n g t o t h e f oll o wi n g 
c at e g ori es:  

•  >  1 t o <  4 w e e ks  

•  >  4 w e e ks t o ≤  8 w e e ks  

•  >  8 t o <  1 2 w e e ks  

•  >  1 2 w e e ks  

A li sti n g will i n cl u d e p arti ci p a nt i d e ntifi er, a g e, s e x, r a c e, st u d y i nt er v e n ti o n st art d at e, 
pr e -v a c ci n ati o n a nti b o d y ass ess m e nt d at e, C O VI D -1 9  v a c ci n ati o n d at es, p os t-v a c ci n ati o n 
a nti b o d y ass ess m e nt d at e, p ost -b o ost er  s a m pl e c oll e cti o n d a t e, d ur ati o n of st u d y i nt er v e nti o n  at 
t h e ti m e of first C O VI D -1 9  v a c ci n ati o n, ti m e b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n c y cl e a n d 
t h e p ost-v a c ci n ati o n s a m pl e a nti b o d y ass ess m e nt, as w ell as ti m e b et w e e n t h e b o ost er v a c ci n ati o n 
a n d t h e p ost -b o ost er  s a m pl e a nti b o d y ass ess m e nt.  

T o c h ar a ct eri z e S A R S -C o V -2 v a c ci n e r es p o ns e, i. e. l e v el of a nti -S 1/ S 2 I g G a nti b o di es, i n 
p arti ci p a nts wit h R M S, s u m m ar y st atisti cs (i n cl u di n g g e o m etri c m e a n a n d c orr es p o n di n g 9 5 % 
CIs) of a nti -S 1/ S 2 I g G a nti b o d y l e v els at pr e-v a c ci n ati o n, p os t-v a c ci n ati o n a n d p ost -b o ost er  
ti m e p oi nts will b e pr o vi d e d b y st u d y i nt er v e nti o n ar m . T h e pr e -v a c ci n ati o n a n d p os t-v a c ci n ati o n 
ti m e p oi nts will b e  s u m m ari z e d s e p ar at el y f or all p arti ci p a nts w h o r e c ei v e d a b o ost er v a c ci n ati o n.  
2 -si d e d 9 5 % CIs f or g e o m etri c m e a n will b e c al c ul at e d as f oll o ws: t h e l o g -tr a nsf or m e d l e v els of 
a nti -S 1/ S 2 I g G a nti b o di e s will b e us e d a n d t h e arit h m eti c m e a n a n d u p p er a n d l o w er li mits of t h e 
2 -si d e d 9 5 % C Is f or t h e arit h m eti c m e a n will b e c o m p ut e d b y us e of p er c e ntil es o f t-distri b uti o n; 
t h e e x p o n e nti at e of t h es e li mits a n d t h e arit h m eti c m e a n it s elf ar e t h e g e o m etri c m e a n a n d li mits 
of t h e CI  f or t h e g e o m etri c m e a n, r es p e cti v el y. 

F or a vis u al r e pr es e nt ati o n of a nti -S 1/ S 2 I g G a nti b o di es pr e -v a c ci n ati o n, p os t-v a c ci n ati o n a n d 
p ost -b o ost er  b o x pl ot s will b e pr o vi d e d i n a d diti o n. T h e fi g ur e will b e r e p e at e d c o nsi d eri n g o nl y 
p arti ci p a nts wit h C O VI D -1 9  v a c ci n ati o n b o ost er.  

A n e x pl or at or y a n al ysis will b e c o n d u ct e d t o i n v esti g at e w h et h er a nti -S 1/ S 2 I g G a nti b o d y l e v els 
aft er a f ull v a c ci n ati o n c y cl e ar e i m p a ct e d b y c o v ari at es. A li n e ar r e gr essi o n m o d el wit h  t h e 
f oll o wi n g i n d e p e n d e nt v ari a bl es will b e esti m at e d: i nt er v e nti o n gr o u p, a g e, g e n d er, a nti -S 1/ S 2 I g G 
a nti b o d y l e v els b ef or e v a c ci n ati o n (i. e. s er o -p ositi v e or s er o -n e g ati v e ), d ur ati o n of e x p os ur e t o 
t erifl u n o mi d e / e v o br uti ni b at t h e ti m e of t h e first C O VI D -1 9  v a c ci n ati o n, ti m e b et w e e n t h e f ull 
v a c ci n ati o n c y cl e a n d a nti b o d y ass ess m e nt. I n c as e di a g n osti c m et h o ds ( e. g.  Q Q -pl ot s) s h o w t h at 
a nti b o d y l e v els ar e n ot n or m all y dis tri b ut e d, l o g-tr a nsf or m e d v al u es of a nti b o d y l e v els will b e us e d 
f or t h e a n al ysis. 
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T h e f ol d c h a n g e is t h e r ati o b et w e e n t h e p os t-v a c ci n ati o n I g G a nti -S 1/ S 2 a nti b o d y l e v els a n d t h e 
pr e -v a c ci n ati o n a nti -S 1/ S 2 I g G a nti b o d y l e v els.  

S u m m ar y st atisti cs of t h e f ol d c h a n g es will b e pr o vi d e d.  

A d diti o n all y, 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 i n e a c h of t h e f oll o wi n g f ol d c h a n g e 
c at e g ori es will b e pr es e nt e d:  

•  ≤ 1 x - p arti ci p a nts h a vi n g a f ol d i n cr e as e ≤ 1  

•  > 1 x - ≤ 1 0 x; p arti ci p a nts h a vi n g a f ol d i n cr e as e gr e at er t h a n 1 a n d l ess or e q u al t h a n 1 0  

•  > 1 0 x - ≤ 3 0 x; p arti ci p a nts h a vi n g a f ol d i n cr e as e gr e at er t h a n 1 0 a n d l ess or e q u al t h a n 3 0  

•  > 3 0 x - ≤ 6 0 x; p arti ci p a nts h a vi n g a f ol d i n cr e as e gr e at er t h a n 3 0 a n d l ess or e q u al t h a n 6 0  

•  > 6 0 x - ≤ 1 0 0 x; p arti ci p a nts h a vi n g a f ol d i n cr e as e gr e at er t h a n 6 0 a n d l ess or e q u al t h a n 1 0 0  

•  > 1 0 0 x ; p arti ci p a nts h a vi n g a f ol d i n cr e as e > 1 0 0  

A li sti n g of a nti -S 1/ S 2 I g G a nti b o d y l e v els wit h pr e - a n d p os t-v a c ci n ati o n , a n d if a v ail a bl e p ost -
b o ost er  s a m pl es will b e pr es e nt e d p er p arti ci p a nt. T h e li sti n g will c o nt ai n p arti ci p a nt n u m b er, 
p ar a m et er n a m e, d at e of s a m pl e t a k e n, visit, s er ost at us at pr e -v a c ci n ati o n, r es ult, f ol d c h a n g e  t o 
p os t-v a c ci n ati o n, f ol d c h a n g e t o p ost -b o ost er  v a c ci n ati o n, f ol d c h a n g e fr o m p os t-v a c ci n ati o n t o 
p ost -b o ost er  v a c ci n ati o n , v a c ci n ati o n d at es of t h e p arti ci p a nt a n d w h et h er t h e s a m pl e is a pr e- or 
p os t-v a c ci n ati o n s a m pl e , t y p e a n d n a m e of v a c ci n e.  

All d es cri b e d a n al ys es will b e r e p e at e d o n t h e s u b gr o u ps “ S er ost at us at pr e -v a c ci n ati o n ”, “ti m e 
b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n c y cl e a n d t h e p os t-v a c ci n ati o n s a m pl e a nti b o d y 
ass ess m e nt ”, “ti m e b et w e e n t h e b o ost er v a c ci n ati o n a n d t h e p ost -b o ost er  v a c ci n ati o n s a m pl e 
a nti b o d y ass ess m e nt ” as w ell as f or “t y p e of v a c ci n e ” as d efi n e d a b o v e.  

P er c e nt a g es  f or t h e s u b gr o u p a n al ys es will b e b as e d o n t h e n u m b er of p arti ci p a nts wit hi n t h e 
s u b gr o u p of i nt er est.  

F or s u b gr o u p a n al ys es b y “ti m e b et w e e n t h e f ull C O VI D -1 9  v a c ci n ati o n a n d t h e p os t-v a c ci n ati o n 
s a m pl e ”, o nl y pr e - a n d p os t-v a c ci n ati o n ti m e p oi nt s will b e  c o nsi d er e d. F or s u b gr o u p a n al ys es b y 
“ti m e b et w e e n b o ost er C O VI D -1 9  v a c ci n e a n d p ost -b o ost er  s a m pl e ”, o nl y pr e -b o ost er  a n d 
p ost -b o ost er  ti m e p oi nts will b e  c o nsi d er e d. F or t h e s u b gr o u p “ S er ost at us at pr e -v a c ci n ati o n ” a 
s c att er pl ot of a nti -S 1 / S 2 I g G a nti b o d y l e v els at pr e -v a c ci n ati o n, p os t-v a c ci n ati o n a n d p ost -b o ost er  
ti m e p oi nts will b e als o pr o vi d e d.  

I m m u n o gl o b uli n l e v els (s er u m I g G, I g A a n d I g M l e v els [g/ L ]) will b e s u m m ari z e d at t h e ti m e of 
t h e first C O VI D -1 9  v a c ci n ati o n d os e, b y st u d y i nt er v e nti o n gr o u p. T h e s u m m ari es will b e s plit b y 
t h e ti mi n g of t h e ass ess m e nt b ef or e t h e first C O VI D -1 9  v a c ci n ati o n: u p t o a n d i n cl u di n g 3  m o nt hs 
b ef or e a n d b et w e e n 3  a n d 6  m o nt hs  b ef or e. T h e ti mi n g will b e d eri v e d as d es cri b e d i n S e cti o n  9. 6 . 
If t h e ass ess m e nt o c c urs o n t h e s a m e d at e as t h e first C O VI D -1 9 v a c ci n ati o n, t h e ass ess m e nt will 
b e i n cl u d e d i n t h e “ u p t o a n d i n c l u di n g 3 m o nt hs b ef or e ” gr o u p. 
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1 5. 1 4  F o c us e d G e n eti c T esti n g   

F or p arti ci p a nts wit h r es ult s of f o c us e d g e n eti c t e sti n g p erf or m e d as p er t h e Pr ot o c ol S e cti o n 7. 1 
f or v ari a nts i n t h e Hi g h Ir o n F e ( h u m a n h e m o c hr o m at osis pr ot ei n; H F E) g e n e ( C 2 8 2 Y, H 6 3 D), 
t h e s u m m ar y of n u m b er of p arti ci p a nts wit h d et e ct e d v ari a nts will b e pr o d u c e d, b as e d o n t h e S A F 
a n al ysis s et. T h e r es ult s will b e als o list e d.  

 

1 6  A n al y s es of Ot h e r E n d p oi nts   

1 6. 1  P K   

1 6. 1. 1  G e n e r al S p e cifi c ati o ns f o r P K C o n c e nt r ati o n a n d P K 
P a r a m et e r D at a   

P K s a m pl es will b e c oll e ct e d a c c or di n g t o t h e S c h e d ul e of A cti viti es ( S e cti o n  1. 3. 1 of t h e pr ot o c ol) 
fr o m all p arti ci p a nts i n t h e m ai n st u di es a n d i n a P K s u bst u d y (  o nl y).  

T h e f oll o wi n g  c h e c ks  f or e v o br uti ni b a n d m et a b olit e M S C 2 7 2 9 9 0 9 A c o n c e ntr ati o ns will b e 
p erf or m e d . T his i s n ot a c o m pr e h e nsi v e list a n d a d diti o n al c h e c ks m a y b e r e q uir e d. 

•  If a n e pis o d e of v o miti n g o c c urs o n t h e d a y of P K c oll e cti o n, t h e c o n c e ntr at i o n r es ult s f or t h at 
d a y will b e fl a g g e d a n d i d e ntifi e d i n a li sti n g. If it is k n o w n t h at t h e ti m e of v o miti n g is aft er 
t h e ti m e of e v o br uti ni b d osi n g , a n d pri or t o c oll e cti o n of a P K s a m pl e o n t h e d a y of t h e P K 
c oll e cti o n, t h e c o n c e ntr ati o n r es ult s f oll o wi n g t h e ti m e of v o miti n g will b e e x cl u d e d fr o m t h e 
c al c ul ati o n of s u m m ar y st atisti cs  a n d esti m ati o n of P K p ar a m et ers . 

•  M e al i nf or m ati o n i n r el ati o n t o e v o br uti ni b d osi n g o n t h e d a y of P K c oll e cti o n : If e v o br uti ni b 
is n ot t a k e n wit h a m e al o n t h e d a y of t h e P K c oll e cti o n, c o n c e ntr ati o n r es ult s will b e fl a g g e d 
a n d i d e ntifi e d i n a li sti n g, b ut n o d at a will b e e x cl u d e d fr o m t h e c al c ul ati o n of s u m m ar y 
st atisti cs  or t h e esti m ati o n of P K p ar a m et ers . C o n c e ntr ati o n r es ult s will  als o  b e fl a g g e d  w h e n 
t h e d os e is t a k e n > 1  h o ur pri or t o a m e al or t h e d o s e is t a k e n  2  h o urs aft er a m e al.  

•  M e al i nf or m ati o n i n r el ati o n t o e v o br uti ni b d osi n g o n t h e pr e vi o us d a y of P K c oll e cti o n: If 
e v o br uti ni b is n ot t a k e n wit h a m e al o n t h e pr e vi o us d a y of t h e P K c oll e cti o n, pr e -d os e 
c o n c e nt r ati o n r es ult s will b e fl a g g e d a n d i d e ntifi e d i n a li sti n g, b ut n o d at a will b e e x cl u d e d 
fr o m t h e c al c ul ati o n of s u m m ar y st atisti cs. Pr e-d o s e c o n c e ntr ati o n r es ult s will als o b e fl a g g e d 
w h e n t h e pr e vi o us d os e i s t a k e n > 1  h o ur pri or t o a m e al or t h e pr e vi o us  d os e is t a k e n > 2  h o urs 
aft er a m e al.  

•  D osi n g : If t h e m ost r e c e nt e v o br uti ni b d os e w a s t a k e n  1 8  h o urs or  6  h o urs pri or pr e d os e 
s a m pli n g ti m e , t h e pr e d o s e P K s a m pl e will b e fl a g g e d a n d i d e ntifi e d i n a li sti n g , b ut n o d at a 
will b e e x cl u d e d fr o m t h e c al c ul ati o n of s u m m ar y st atisti cs . T h er e will b e n o fl a g f or p ost d os e 
c o n c e ntr ati o ns if t h e d os e o n t h e d a y of P K s a m pl e is t a k e n a c c or di n g t o pr ot o c ol.  

•  C o n c o mit a nt m e di c ati o n : If P K c o n c e ntr ati o n  d at a is c oll e ct e d w hil e a m o d er at e or str o n g 
C Y P 3 A i n d u c er or i n hi bit or is t a k e n , or s h ortl y aft er dis c o nti n u ati o n  of t h e m o d er at e or str o n g 
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C Y P 3 A i n d u c er or i n hi bit or , aff e ct e d c o n c e ntr ati o n r es ult s a n d a n y esti m at e d p ar a m et ers will 
b e fl a g g e d a n d e x cl u d e d fr o m t h e c al c ul ati o n of s u m m ar y st ati sti cs.  If P K c o n c e ntr ati o n d at a 
is c oll e ct e d w he n  a pr ot o n p u m p i n hi bit or, H 2 bl o c k er, or a nt a ci d i s t a k e n, aff e ct e d 
c o n c e ntr ati o n r es ult s a n d a n y esti m at e d p ar a m et er s will b e fl a g g e d  a n d i d e ntifi e d i n a li sti n g 
b ut n o t e x cl u d e d fr o m s u m m ar y st atisti cs. 

•  P K bl o o d c oll e cti o n : D esi g n at e d p r e d os e P K s a m pl es c oll e ct e d j ust aft er d o si n g of e v o br uti ni b 
a n d s a m pl es c oll e ct e d o ut of or d er  ( as s p e cifi e d i n t h e pr ot o c ol) will b e e x cl u d e d fr o m t h e 
c al c ul ati o n of s u m m ar y st atisti cs. T h e 2 n d  d u pli c at e P K s a m pl e  i n a s e q u e n c e  will b e e x cl u d e d 
fr o m t h e c al c ul ati o n  of d es cri pti v e st atisti cs a n d esti m ati o n of P K p ar a m et ers . If a P K s a m pl e 
is c oll e ct e d o utsi d e of t h e c oll e cti o n wi n d o ws d efi n e d b el o w, s e e T a bl e 1 8  a n d T a bl e 1 9 , t h e 
aff e ct e d c o n c e ntr ati o n r es ult s a n d a n y esti m at e d p ar a m et ers will b e fl a g g e d a n d i d e ntifi e d i n a 
li sti n g b ut will n ot b e e x cl u d e d fr o m c al c ul ati o n of s u m m ar y st atisti cs.  

T a bl e 1 8  P K S a m pli n g Ti m e Wi n d o w s  –  M ai n St u d y   

 D a y 1  W e e k 4, 2 4, 
9 6 [ a] 

W e e k 1 2,  4 8, 
7 2 [ a] 

W e e k 1 5 6 [ a] 

S c h e d ul e d 
Ti m e  

Wi n d o w  

Pr e d o s e  M u st b e c oll e ct e d 
pri or t o d o si n g  

M u st b e c oll e ct e d 
pri or t o d o si n g  

M u st b e c oll e ct e d 
pri or t o d o si n g  

M u st b e c oll e ct e d 
pri or t o d o si n g  

0. 5 h  0 –  1 h  N/ A  N/ A  N/ A  

0. 7 5 –  1. 5 h [b ] N o wi n d o w  N o wi n d o w  N/ A  N/ A  

1 h  0. 5 h –  2 h  N/ A  N/ A  N/ A  

1 h –  6 h  N/ A  N/ A  N o wi n d o w  N/ A  

2 h  1 h –  4 h  N/ A  N/ A  N/ A  

4 h  2 h –  1 2  h  N/ A  N/ A  N/ A  

a A s s p e cifi e d i n t h e pr ot o c ol, v i sit wi n d o w i s ±  3 d a y s f or all vi sit s fr o m W e e k  2 t o W e e k  4 4, i n cl u si v e. Vi sit wi n d o w i s 
±  7 d a y s f or all vi sit s fr o m W e e k  4 8 t o W e e k  1 5 6 i n cl u si v e. E x c e pti o n: W e e k  4 h a s a vi sit wi n d o w of ±  2 d a y s.  
b T o b e c oll e ct e d o n D a y  1, W e e k  4, W e e k  2 4, a n d W e e k  9 6. S a m pl e t o b e c oll e ct e d wit hi n 3 0  mi n ut e s aft er E C G 
a s s e s s m e nt w hi c h s h o ul d b e r e c or d e d a p pr o xi m at el y 4 5  mi n ut e s t o 6 0  mi n ut e s aft er d o si n g.  
N/ A = n ot a p pli c a bl e  
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T a bl e 1 9  P K S a m pli n g Ti m e Wi n d o w s –  S u b st u d y   

 D a y 1, W e e k  2, 4, 2 4[ a , b] W e e k 8, 1 2, 4 8, 7 2 [ b] W e e k  9 6 [ b] 

S c h e d ul e d 
Ti m e  

Wi n d o w  

Pr e d o s e  M u st b e c oll e ct e d pri or t o 
d o si n g  

M u st b e c oll e ct e d pri or t o 
d o si n g  

M u st b e c oll e ct e d pri or t o 
d o si n g  

0. 2 5 h  0 –  0. 5 h  N/ A  N/ A  

0. 5 h  0. 2 5 h –  1  h  N/ A  N/ A  

0. 7 5 –  1. 5 h [c ] N o wi n d o w  N/ A  N o wi n d o w  

1 h  0. 5 h –  2 h  N/ A  N/ A  

1 h –  6 h  N/ A  N o wi n d o w  N/ A  

2 h  1 h –  4 h  N/ A  N/ A  

4 h  2 h –  6 h  N/ A  N/ A  

6 h  4 h –  1 2 h  N/ A  N/ A  

a P K s a m pl e s will o nl y b e c oll e ct e d u p t o 4 h p o st d o s e f or W e e k 2 4.  
b A s s p e cifi e d i n t h e pr ot o c ol, v i sit wi n d o w i s ± 3 d a y s f or all vi sit s fr o m W e e k  2 t o W e e k  4 4, i n cl u si v e. Vi sit wi n d o w i s 
±  7  d a y s f or all vi sit s fr o m W e e k  4 8 t o W e e k  1 5 6 i n cl u si v e. E x c e pti o n:  W e e k  4 h a s a vi sit wi n d o w of ±  2  d a y s.  
c T o b e c oll e ct e d aft er E C G a s s e s s m e nt o n D a y  1, W e e k  4, W e e k  2 4, a n d W e e k  9 6. S a m pl e t o  b e c oll e ct e d wit hi n 
3 0  mi n ut e s aft er E C G a s s e s s m e nt w hi c h s h o ul d b e r e c or d e d a p pr o xi m at el y 4 5  mi n ut e s t o 6 0  mi n ut e s aft er d o si n g.  
N/ A = n ot a p pli c a bl e  

D at a li sti n gs , s u m m ari es of e v o br uti ni b a n d M S C 2 7 2 9 9 0 9 A c o n c e ntr ati o ns , a n d ass o ci at e d fi g ur es 
will b e t h e r es p o nsi bilit y of I Q VI A, O v erl a n d P ar k, K a ns as. F or t h e d es cri pti v e st atisti c al 
pr es e nt ati o n of e v o br uti ni b a n d M S C 2 7 2 9 9 0 9 A c o n c e ntr ati o ns, all c o n c e ntr ati o ns t h at ar e B L Q 
will b e assi g n e d a n u m eri c al v al u e of z er o pri or t o c al c ul ati o n of st atisti cs. F o r d a ys w h e n a P K 
s a m pl e is s c h e d ul e d t o b e c oll e ct e d b et w e e n 1 a n d 6  h o urs p ost d os e, t h e st atisti c al pr es e nt ati o n of 
c o n c e ntr ati o ns will us e t h e f oll o wi n g ti m e i nt er v als f or s u m m ari z ati o n:  pr e d os e , ≥ 1 t o 2  h o urs 
p ost d os e, > 2 t o 4  h o urs p ost d os e, a n d > 4 t o 6  h o ur s p ost d os e. Gr a p hi c al dis pl a ys of i n di vi d u al a n d 
m e a n ( ± S D f or li n e ar pr ofil es o nl y) pl as m a c o n c e ntr ati o n -ti m e pr ofil es f or D a y  1 ( m ai n st u di es) 
a n d D a y  1, W e e k  2, W e e k  4, a n d W e e k  2 4  ( P K s u bst u d y) will b e pr es e nt e d o n li n e ar a n d s e mi-
l o g arit h mi c s cal es. I n di vi d u al a n d m e a n (li n e ar o nl y) tr o u g h ( pr e d os e) c o n c e ntr ati o n -d a y pr ofil es 
will b e pr es e nt e d.  

1 6. 1. 2  Esti m ati o n of P K P a r a m et e rs   

E v o br uti ni b a n d M S C 2 7 2 9 9 0 9 A P K p ar a m et ers will b e c al c ul at e d f or D a y 1 a n d W e e k  4 of 
p arti ci p a nts i n t h e P K s u bst u d y usi n g t h e a ct u al el a ps e d ti m e si n c e d osi n g. I n c as es w h er e t h e 
a ct u al s a m pli n g ti m e is mi ssi n g, c al c ul ati o ns m a y b e p erf or m e d usi n g t h e n o mi n al ti m e. D et ails 
( e. g. n u mb er of s a m pl es, p arti ci p a nts aff e ct e d) will b e d es cri b e d i n t h e C S R. I n c as e a ct u al d osi n g 
ti m e is mi ssi n g, s c h e d ul e d ti m e mi g ht b e us e d f or N C A aft er p erf or m a n c e of a d e q u at e pl a usi bilit y 
c h e c ks a n d a gr e e m e nt wit h t h e s p o ns or. D e cisi o n a n d r ati o n al e  s h o ul d b e i n cl u d e d i n t h e C S R. 
Ot h er wis e, t h er e will b e n o f urt h er i m p ut ati o n of mi ssi n g d at a.  

T h e f oll o wi n g pl as m a P K p ar a m et ers will b e c al c ul at e d f or e v o br uti ni b a n d M S C 2 7 2 9 9 0 9 A f or 
D a y  1 a n d W e e k  4 w h er e a p pr o pri at e : 
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S y m b ol  D efi niti o n  C al c ul ati o n  

C m a x  M a xi m u m 
o b s er v e d 
c o n c e ntr ati o n  

 

tm a x  T h e ti m e t o r e a c h 
t h e C m a x i n a 
d o si n g i nt er v al  

I n c a s e of m ulti pl e/i d e nti c al C m a x v al u e s, t h e fir st o c c urr e n c e will b e 
u s e d.  

A U C 0 -6  T h e p arti al A U C 
fr o m ti m e z er o 
( = d o si n g ti m e) t o 
6  h o ur s aft er 
d o si n g  

C al c ul at e d u si n g t h e mi x e d l o g -li n e ar tr a p e z oi d al r ul e (li n e ar u p, l o g 
d o w n).  

I n c a s e s w h er e t h e a ct u al o b s er v ati o n ti m e i s n ot e q u al t o t h e 
s c h e d ul e d o b s er v ati o n ti m e A U C 0 -6 will b e c al c ul at e d b a s e d o n t h e 
e sti m at e d c o n c e ntr ati o n at 6  h o ur s a n d n ot t h e c o n c e ntr ati o n  at t h e 
a ct u al o b s er v ati o n ti m e.  

A U C 0 -1 2  T h e p arti al A U C 
fr o m ti m e z er o 
( = d o si n g ti m e) t o 
1 2  h o ur s aft er 
d o si n g  

C al c ul at e d u si n g t h e mi x e d l o g -li n e ar tr a p e z oi d al r ul e (li n e ar u p, l o g 
d o w n).  

A U C 0 -1 2 will b e c al c ul at e d b a s e d o n t h e e sti m at e d c o n c e ntr ati o n at 
1 2  h o ur s . 

A U C 0 -tl a st T h e A U C fr o m 
ti m e z er o 
( = d o si n g ti m e) t o 
t h e ti m e of t h e l a st 
q u a ntifi a bl e 
c o n c e ntr ati o n 
(tl a st). 

C al c ul at e d u si n g t h e mi x e d l o g -li n e ar tr a p e z oi d al r ul e (li n e ar u p, l o g 
d o w n).  

A U C 0 -∞  T h e A U C fr o m 
ti m e z er o 
( = d o si n g ti m e) u p 
t o i nfi nit y wit h 
e xtr a p ol ati o n of 
t h e t er mi n al 
p h a s e.  

A U C 0 -∞  =  A U C 0 -tl a st +  C l a st pr e d  / λ z , w h er e Cl a st pr e d  i s t h e pr e di ct e d 
c o n c e ntr ati o n at t h e t l a st, c al c ul at e d fr o m t h e l o g-li n e ar r e gr e s si o n li n e 
f or λz  d et er mi n ati o n.  

t½  T h e t er mi n al h alf -
lif e. 

t½  =  l n ( 2) / λ z , w h er e λz  i s t h e t er mi n al fir st or d er ( eli mi n ati o n) r at e 
c o n st a nt d et er mi n e d fr o m t h e t er mi n al sl o p e of t h e l o g -tr a n sf or m e d 
c o n c e ntr ati o n c ur v e u si n g li n e ar r e gr e s si o n o n t er mi n al d at a p oi nt s of 
t h e c ur v e. 

C L/ F  T h e a p p ar e nt t ot al 
b o d y cl e ar a n c e 
f oll o wi n g 
e xtr a v a s c ul ar 
a d mi ni str ati o n.  

C L/ F  =  D o s e  / A U C 0 -∞  F or D a y  1  

C L s s / F T h e a p p ar e nt 
b o d y cl e ar a n c e at 
st e a d y st at e 
f oll o wi n g 
e xtr a v a s c ul ar 
a d mi ni str ati o n.  

C L s s / F =  D o s e  / A U C 0 -1 2  F or W e e k  4.  
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S y m b ol  D efi niti o n  C al c ul ati o n  

V z / F T h e a p p ar e nt 
v ol u m e of 
di stri b uti o n d uri n g 
t h e t er mi n al p h a s e 
f oll o wi n g 
e xtr a v a s c ul ar 
a d mi ni str ati o n.  

V z / F =  D o s e  / (A U C 0 -∞  ×  λ z ) F or D a y 1  

V z / F =  D o s e  / (A U C 0 -1 2  ×  λ z ) F or W e e k 4  

M/ P( C m a x ) M ol e c ul ar w ei g ht -
c orr e ct e d r ati o of 
m et a b olit e 
( M S C 2 7 2 9 9 0 9 A) 
C m a x  t o p ar e nt 
( e v o br uti ni b) Cm a x . 

M/ P( C m a x ) =  ( Cm a x m et a b olit e  ×  M W p ar e nt)  / ( Cm a x p ar e nt  ×   
M W m et a b olit e)  

M/ P( A U C 0 -6 ) M ol e c ul ar w ei g ht -
c orr e ct e d r ati o of 
m et a b olit e 
( M S C 2 7 2 9 9 0 9 A) 
A U C 0 -6  t o p ar e nt 
( e v o br uti ni b) 
A U C 0 -6  

M/ P( A U C 0 -6 ) =  ( A U C0 -6 m et a b olit e  ×  M W p ar e nt)  / ( A U C0 -6 p ar e nt  ×   
M W m et a b olit e)  

M/ P( A U C 0 -1 2 ) M ol e c ul ar w ei g ht -
c orr e ct e d r ati o of 
m et a b olit e 
( M S C 2 7 2 9 9 0 9 A) 
A U C 0 -1 2  t o p ar e nt 
( e v o br uti ni b) 
A U C 0 -1 2  

M/ P( A U C 0 -1 2 ) =  ( A U C0 -6 m et a b olit e  ×  M W p ar e nt)  / ( A U C0 -1 2 p ar e nt  ×   
M W m et a b olit e)  

M/ P( A U C 0 -∞ ) M ol e c ul ar w ei g ht -
c orr e ct e d r ati o of 
m et a b olit e 
( M S C 2 7 2 9 9 0 9 A) 
A U C 0 -∞  t o p ar e nt 
( e v o br uti ni b) 
A U C 0 -∞  

M/ P( A U C 0 -∞ ) =  ( A U C0 -∞ m et a b olit e  ×  M W p ar e nt)  / ( A U C0 -∞ p ar e nt  ×   
M W m et a b olit e)  

A d diti o n al P K p ar a m et er s m a y b e c al c ul at e d w h er e a p pr o pri at e.  

U nits f or P K p ar a m et er o ut p ut will b e b as e d o n c o n c e ntr ati o n a n d d os e u nit s us e d i n t h e st u d y, 
u nl ess ot h er wis e s p e cifi e d. I n c as e c o n c e ntr ati o n d at a u nit s c h a n g e wit hi n t h e st u d y, P K p ar a m et ers 
will b e r e p ort e d usi n g c o nsist e nt u nit s t hr o u g h o ut st u d y o ut p ut s.  

T h e p ar a m et ers C m a x  a n d t m a x  will b e o bt ai n e d dir e ctl y fr o m t h e c o n c e ntr ati o n -ti m e pr ofil es.  

I n c as es w h er e t h e a ct u al o bs er v ati o n ti m e is n ot e q u al t o t h e s c h e d ul e d o bs er v ati o n ti m e , A U C 0 -6  
will b e c al c ul at e d b y esti m at e d c o n c e ntr ati o n  at  6  h , pr o vi d e d λ z is esti m a bl e. I n c as e s uit a bl e 
r e gr essi o n c a n n ot b e p erf or m e d, p arti al ar e as m a y b e c al c ul at e d usi n g t h e c o n c e ntr ati o n at a ct u al 
s a m pli n g ti m e if a ct u al s a m pli n g ti m e is wit hi n 1 0 % of t h e n o mi n al s a m pli n g ti m e. 
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At st e a d y st at e, if A U C 0 -1 2 is n ot esti m a bl e vi a e xtr a p ol ati o n, t h e pr e -d os e c o n c e ntr ati o n m a y b e 
d u pli c at e d a n d us e d as t h e tr o u g h c o n c e ntr ati o n f or c al c ul ati o n of A U C 0 -1 2 . I n s u c h c as es, A U C0 -tl a st 
s h all b e esti m at e d b as e d o n o bs er v e d C l a st. 

•  I n c as es B L Q c o n c e ntr ati o ns o c c ur at t h e e n d of t h e c oll e cti o n i nt er v al, t h es e c o n c e ntr ati o ns 
mi g ht b e s et t o mi ssi n g f or c al c ul ati o ns of p arti al A U Cs aft er a gr e e m e nt wit h t h e S p o ns or. T his 
is a n e x e m pti o n t o t h e g e n er al B L Q h a n dli n g r ul e a n d s h o ul d b e a p pli e d i n c as e it s a p pli c ati o n 
w o ul d r es ult i n esti m ati o n of i m pl a usi bl e p arti al A U C v al u es. I m pl a usi bilit y is c o nsi d er e d i n 
c as es p arti al A U Cs ar e  gr e at er t h a n A U C 0 -∞.   

T h e f oll o wi n g P K p ar a m et ers will b e c al c ul at e d f or di a g n osti c p ur p os es a n d li st e d, b ut will n ot b e 
s u m m ari z e d:  

•  First ( λ z l o w) a n d l ast ( λz u p) t i m e p oi nt of t h e ti m e i nt er v al of t h e l o g-li n e ar r e gr essi o n t o 
d et er mi n e λ z.  

•  N u m b er of d at a p oi nt s ( N λ) i n cl u d e d i n t h e l o g -li n e ar r e gr essi o n a n al ysis t o d et er mi n e λz. 

•  G o o d n ess of fit st atisti c ( a dj ust e d Rs q) f or c al c ul ati o n of λ z. 

•  A U C fr o m ti m e t l a st e xt r a p ol at e d t o i nfi nit y gi v e n as p er c e nt a g e of A U C 0 - . ( A U Ce xtr a % ) 

•  S p a n r ati o of i nt er v al o v er w hi c h t ½  w as esti m at e d  / t½  

T h e r e gr essi o n a n al ysis s h o ul d c o nt ai n d at a fr o m at l e ast 3 diff er e nt ti m e p oi nt s i n t h e t er mi n al 
p h as e c o nsist e nt wit h t h e ass ess m e nt of a str ai g ht li n e o n t h e l o g -tr a nsf or m e d s c al e. P h o e ni x 
Wi n N o nli n “ b est fit ” m et h o d ol o g y will b e us e d as st a n d ar d. If w arr a nt e d, f urt h er a dj ust m e nt m a y 
b e m a d e b y t h e p h ar m a c o ki n eti cist, aft er a gr e e m e nt wit h t h e S p o ns or. T h e l ast q u a ntifi a bl e 
c o n c e ntr ati o n > L L O Q s h o ul d al w a ys b e i n cl u d e d i n t h e r e gr essi o n a n al ysis, w hil e t h e 
c o n c e ntr ati o n at t m a x  a n d a n y c o n c e ntr ati o ns B L Q w hi c h o c c ur aft er t h e l ast q u a ntifi a bl e d at a p oi nt 
> L L O Q s h o ul d n ot b e us e d.  

If A U Ce xtr a % > 2 0 %  a n d/ or  t h e c o effi ci e nt of c orr el ati o n ( Rs q a dj ) of λz is < 0. 8 a n d/ or t h e o bs er v ati o n 
p eri o d o v er w hi c h t h e r e gr essi o n li n e is esti m at e d (s p a n r ati o) is l ess t h a n 2 -f ol d t h e r es ulti n g t½ , 
t h e r at e c o nst a nts a n d all d eri v e d p ar a m et ers ( e. g. t½ , A U C0 - , C L et c.) will b e li st e d, fl a g g e d a n d 
i n cl u d e d i n t h e p ar a m et er o ut p ut s. S h o ul d m or e t h a n 1 0 % of p arti ci p a nts b e fl a g g e d f or A U Ce xtr a %  
a n d/ or Rs q a dj  (f or a p arti c ul ar a n al yt e), a s e nsiti vit y a n al ysis e x cl u di n g fl a g g e d p ar a m et ers m a y b e 
p erf or m e d aft er dis c ussi o n wit h t h e S p o ns or.  

T h e m ol e c ul ar w ei g hts  of e v o br uti ni b  a n d M S C 2 7 2 9 9 0 9 A t o b e us e d i n t h e c al c ul ati o n of M/ P 
r ati os ar e as f oll o ws:  

•  e v o br uti ni b = 4 2 9. 5 2 1 3  

•  M S C 2 7 2 9 9 0 9 A = 4 6 3. 5 2 8 9  

T h e P K of e v o br uti ni b will als o b e c h ar a ct eri z e d usi n g p o p ul ati o n m o d eli n g. Pl e as e s e e 
S e cti o n  1 6. 3  f or d et ails. 
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1 6. 1. 3  P r es e nt ati o n of P K P a r a m et e r D at a   

D at a li sti n gs a n d s u m m ari es of e v o br uti ni b a n d M S C 2 7 2 9 9 0 9 A P K p ar a m et ers will b e t h e 
r es p o nsi bilit y of I Q VI A, O v erl a n d P ar k, K a ns as. A t a bl e of d es cri pti v e st atisti cs of P K p ar a m et ers 
will b e pr o d u c e d a n d dis pl a y e d b y a n al yt e a n d d a y usi n g P K S U B a n al ysis s et. I n a d diti o n, li sti n g s 
of i n di vi d u al P K p ar a m et ers a n d di a g n osti cs will b e pr o d u c e d a n d dis pl a y e d b y a n al yt e a n d 
d a y / w e e k usi n g S A F a n al ysis s et. T h e P h o e ni x Wi n N o nli n N C A C or e O ut p ut will b e i n cl u d e d. N o 
fi g ur es will b e pr o d u c e d f or P K p ar a m et ers. 

1 6. 2  P D   

1 6. 2. 1  B T K O c c u p a n c y  at B as eli n e a n d W e e ks 2, 4, 8, 1 2 a n d 2 4  

M e as ur e m e nt of B T K (fr e e a n d t ot al) will b e ass ess e d as p art of t h e P D s u bst u d y as i n di c at e d i n 
t h e pr ot o c ol f or , S c h e d ul e of Ass ess m e nts. D at a o n t h es e v ari a bl es will b e 
s u m m ari z e d d es cri pti v el y i n t a b ul ar a n d/ or gr a p hi c f or m at a n d li st e d as a p pr o pri at e f or t h e d at a  
b as e d o n t h e P D B T K O a n al ysis s et .  

B T K e n d p oi nt s (fr e e B T K, t ot al B T K, a n d %  B T K  o c c u p a n c y  as c al c ul at e d wit h t h e f or m ul a 
b el o w) will b e s u m m ari z e d usi n g t h e P D B T K O a n al ysis s et. D es cri pti v e st atisti cs f or B T K 
e n d p oi nt s will b e pr es e nt e d as d es cri b e d i n S e cti o n  9. 2 .  

P er c e nt B T K o c c u p a n c y i s c al c ul at e d as f oll o ws  a n d will b e r etri e v e d fr o m e xt er n al d at a : 

%  𝐷 𝑢 𝑟 𝑎 𝑡 𝑖 𝑜 𝑛 𝑜 𝑓 𝐸 𝑣 = ( 1 −
(
𝑜 𝑏 𝑟 𝑢
𝑡 𝑖 𝑛 𝑖

)

𝑏 𝑜 𝑟 𝑇 𝑒 𝑟 𝑖 𝑓𝑙𝑢 𝑛 𝑜
𝑚 𝑖 𝑑 𝑒 𝑑 𝑎 𝑡 𝑒𝑜𝑓 𝑙 𝑎

) ∗ 1 0 0  

wit h B T K F d e n oti n g fr e e B T K, B T K T d e n oti n g t ot al B T K, a n d b as eli n e  d efi n e d as l ast 
n o n -mi ssi n g m e as ur e m e nt pri or t o t h e first d os e of st u d y i nt er v e nti o n.  

Gi v e n t h at B T K  o c c u p a n c y  is a v al u e l yi n g i n t h e u nit i nt er v al ( 0, 1), it is pr ef er a bl e t o m o d el t h e 
d at a as b et a -distri b ut e d, r at h er t h a n n or m al -distri b ut e d. T h e m e a n a n d 9 5 %, 9 0 %, a n d 8 0 % CIs f or 
t h e m e a n will b e esti m at e d usi n g a b et a m o d el f or B T K o c c u p a n c y  at e a c h ti m e p oi nt. As a 
s u p p orti v e a n al ysis, t h e c o n v e nti o n all y esti m at e d m e a n a n d CIs, i n w hi c h B T K  o c c u p a n c y  v al u e s 
ar e tr e at e d as n or m all y  distri b ut e d, will als o b e pr o vi d e d.  

T h e B T K  o c c u p a n c y  m e di a n ( 5t h a n d 9 5t h p er c e ntil es ) v al u es will b e pl ott e d v ers us ti m e p oi nt. 

T h e B T K  o c c u p a n c y  d at a m a y als o b e i n cl u d e d i n e x p os ur e -r es p o ns e a n al ys es (r ef er t o S e cti o n 
1 8. 3 ). 
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1 6. 2. 2  Nf L C o n c e nt r ati o n at B a s eli n e a n d  W e e ks 2 4, 4 8, 7 2 , 9 6 , a n d 
1 2 0   

T h e a n al ysis of Nf L c o n c e ntr ati o n s at  W e e ks 2 4, 4 8, 7 2 , 9 6  a n d 1 2 0  will f oll o w t h at of Nf L at 
W e e k  1 2  d es cri b e d i n S e cti o n  1 4. 2. 5  a n d will b e pr es e nt e d i n t h e s a m e o ut p ut . F or p arti ci p a nts 
dis c o nti n ui n g tr e at m e nt, all a v ail a bl e Nf L c o n c e ntr ati o n d at a will b e i n cl u d e d i n t h e a n al ysis u p t o 
1 5 6  w e e ks p ost r a n d o mi z ati o n .  

1 6. 2. 3  O t h e r P D E n d p oi nt A n al y s e s  at B as eli n e a n d W e e ks 2, 4, 8, 1 2 
a n d 2 4  

P D e n d p oi nt s i n cl u di n g c ell ul ar f u n cti o n ( i.e.  B -c ell a cti v ati o n  a n d  F c  RI II sti m ul ati o n ), 
i m m u n o p h e n ot y pi n g (i.e., T B N K , a n d B -c ell & pl as m a c ell s u bs et  p a n el s) a n d s er u m c yt o ki n es  
(N = 1 6) ) will b e ass ess e d i n a s u bs et of p arti ci p a nt s fr o m s el e ct e d sit es i n t h e P D s u bst u d y as 
i n di c at e d i n t h e pr ot o c ol S c h e d ul e of Ass ess m e nts .  

T h e A bs ol ut e v al u es, a n d A bs ol ut e a n d P er c e nt a g e C h a n g e fr o m b as eli n e  of e a c h bi o m ar k er 
p ar a m et er will b e s u m m ari z e d d es cri pti v el y f or P D a n al ysis s et b y visit. I n a d diti o n, t h e n u m b er 
of p arti ci p a nts wit h a v al u e b el o w L L O Q will b e pr es e nt e d b y visit t o g et h er wit h t h e L L O Q li mit, 
if a v ail a bl e. N o i m p ut ati o n will b e p erf or m e d f or v al u es b el o w L L O Q. D es cri pti v e st atisti cs f or 
t h es e v ari a bl es will b e pr es e nt e d as d es cri b e d i n S e cti o n  9. 2 . 

T h e m e di a n ( 5 t h a n d  9 5 t h p er c e ntil es ) o bs er v e d v al u es f or e a c h i nt er v e nti o n gr o u p will b e pl ott e d 
v ers us ti m e p oi nt i n a li n e pl ot f or m at f or t h e P D e n d p oi nt s. M e di a n p er c e nt c h a n g e fr o m b as eli n e  
li n e pl ot s will als o b e pr o vi d e d. 

G e n e e x pr essi o n will n ot b e a n al y z e d as p art of t h e P A b ut m a y  b e a n al y z e d l at er. T h e 
c orr es p o n di n g a n al ysis will t h er ef or e b e d es cri b e d i n a s e p ar at e IA P.  

1 6. 3  P o p ul ati o n P K M o d eli n g  a n d E x p os u r e -R es p o ns e A n al y s es  

T h e p o p ul ati o n P K  m o d eli n g a n d e x p os ur e -r es p o ns e a n al ys es will b e t h e r es p o nsi bilit y of t h e 
S p o ns or  ( m a y b e c o n d u ct e d b y a diff er e nt e xt er n al v e n d or). T h e pri m ar y o bj e cti v es of t h e  
p o p ul ati o n P K  m o d eli n g  a n d e x p os ur e -r es p o ns e a n al ys e s ar e: 1) t o d es cri b e t h e P K c o n c e ntr ati o n 
ti m e pr ofil e f oll o wi n g t h e a d mi nistr ati o n of e v o br uti ni b i n p ati e nts wit h r el a psi n g M S , a n d 2 ) t o 
e x pl or e t h e r el ati o ns hi p b et w e e n e v o b r uti ni b e x p os ur e a n d s el e ct e d effi c a c y/s af et y e n d p oi nt s. 
S e c o n d ar y o bj e cti v es  i n cl u d e: 

•  T o esti m at e t y pi c al p o p ul ati o n p ar a m et ers a n d m a g nit u d e of t h e i nt er - a n d i ntr ai n di vi d u al 
v ari a bilit y f or e v o br uti ni b P K p ar a m et ers i n p ati e nts wit h r el a psi n g m ulti pl e s cl er osis  

•  T o i d e ntif y i ntri nsi c a n d e xtri nsi c c o v ari at e s (e. g.  d e m o gr a p hi c  f a ct ors, m e al  et c.)  t h at ar e 
si g nifi c a nt pr e di ct ors of v ari a bilit y i n P K.  

T h e a n al ysis will i n cl u d e : a) p o p ul ati o n P K m o d eli n g a n d b) e x p os ur e -r es p o ns e a n al ys es 
c o n d u ct e d o n t h e pri m ar y effi c a c y e n d p oi nt  A R R  a n d ot h er s el e ct cli ni c all y r el e v a nt effi c a c y a n d 
s af et y e n d p oi nt s.  
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T h e P K d at a of t h e c urr e nt st u d y will b e c o m bi n e d wit h t h e c orr es p o n di n g d at a of ot h er st u di es 
(i. e. t h e alr e a d y c o m pl et e d st u di es M S 2 0 0 5 2 7 _ 0 0 1 9, M S 2 0 0 5 2 7 _ 0 0 1 7, M S 2 0 0 5 2 7 _ 0 0 8 6,  a n d  
ot h er s), d uri n g t h e m o d el d e v el o p m e nt pr o c ess ( e. g. t o h el p esti m at e t h e p ar a m et ers of a n a d e q u at e 
str u ct ur al m o d el) .  

R el e v a nt e v o br uti ni b P K p ar a m et ers a n d e x p os ur es  ( e. g. st e a d y st at e A U C) will b e pr e di ct e d f or 
all p ati e nts wit h e v al u a bl e P K usi n g t h e p o p ul ati o n P K m o d eli n g a p pr o a c h.  N ot all P K p ar a m et ers 
( e. g. Vz/ F) m a y b e c o m p ut e d f or e v er y p ati e nt.  

T h er e will b e a n i nt e gr at e d e x p os ur e -r es p o ns e a n al ysis of t h e c o m bi n e d d at a of t h e 2  P h as e  3  
st u di es f or all e n d p oi nt s a n al y z e d . T h e r e s ult s will b e s u m m ari z e d s e p ar at el y  i n d e di c at e d 
p h ar m a c o m etri c r e p ort/s.  D et ails of t h e pl a n n e d M & S w or k f or st u di es  a n d 
M S 2 0 0 5 2 7 _ 0 0 8 2 will b e d e v el o p e d i n P h ar m a c o m etri c M o d eli n g A n al ysis Pl a n s b y t h e e xt er n al 
v e n d or  t h at will p erf or m t h es e M & S t as ks  u n d er M er c k Cli ni c al P h ar m a c o m etr y g ui d a n c e a n d 
s u p er visi o n.  T h e P h ar m a c o m etri c M o d eli n g A n al ysis Pl a n s will b e fi n ali z e d a n d si g n e d -off b ef or e 
t h e P A D B l o c k of t h e  2  P h as e  3  st u di es.  

E arl y a c c ess of t h e P K d at a usi n g m as k e d p ati e nt I Ds fr o m t h e St u d y  a n d 
M S 2 0 0 5 2 7 _ 0 0 8 2 b y a n e xt er n al v e n d or is pl a n n e d pri or t o t h e d at a b as e l o c k t o f a cilit at e p o p ul ati o n 
P K m o d el d e v el o p m e nt. T h e S p o ns or will r e m ai n bli n d e d t o t h e d at a d uri n g t hi s p eri o d. Pri or t o 
e n a bli n g e arl y d at a a c c es s, t hi s p r o c ess will b e d o c u m e nt e d i n a n u n bli n di n g m e m o. 

1 6. 4  P R O  –  E x pl o r at o r y E n d p oi nts   

T his s e cti o n dis c uss es o nl y t h os e P R O e n d p oi nt s t h at ar e e x pl or at or y. P R O e n d p oi nt s t h at ar e 
s e c o n d ar y ar e dis c uss e d i n S e cti o n  1 4. 2 . F or t h e a n al ysis i n t h e f oll o wi n g s u bs e cti o ns, d at a 
s el e cti o n f or P A will b e h a n dl e d as i n di c at e d i n  T a bl e 8 . A n al ys es pr es e nt e d at p o ol e d l e v el will 
als o b e pr o d u c e d f or e a c h st u d y.  

1 6. 4. 1  C h a n g e f r o m B a s eli n e  i n P R O MI S S c o r e at W e e k  4 8 , W e e k  9 6  
a n d W e e k 1 4 4   

T h e a n al ysis of c h a n g e fr o m b as eli n e  i n P R O MI S s c or e ( P F or f ati g u e) at W e e k 4 8  
(W e e k  9 6 /W e e k  1 4 4)  will b e i m pl e m e nt e d vi a t h e s a m e m o d el ( b as e d o n p o ol e d d at a) us e d f or t h e 
a n al ysis of c h a n g e fr o m b as eli n e  i n P R O MI S s c or e ( P F or f ati g u e) o v er 9 6  w e e ks (S e cti o n  1 4. 2. 3 ), 
b y s el e cti n g a n a p pr o pri at e c o ntr ast fr o m t h e m o d el s p e cifi c t o W e e k  4 8  (W e e k  9 6/ W e e k  1 4 4) , 
a n d r e p orti n g t h e tr e at m e nt eff e ct m e as ur e, 9 5 % 2 -si d e d CI, a n d p -v al u e. T h e h a n dli n g of I C Es 
wil l b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, d es cri b e d i n S e cti o n 1 4. 2. 3. 1 . 

F or e a c h P R O MI S s c or e  C F B at W e e k  4 8  (W e e k  9 6/ W e e k  1 4 4) , a fi g ur e will b e pr o vi d e d 
d es cri bi n g t h e distri b uti o n of C F B at W e e k  4 8  (W e e k  9 6/ W e e k  1 4 4) , o n e c ur v e p er i nt er v e nti o n 
gr o u p , as d es cri b e d i n S e cti o n  1 4. 2. 3 . 
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1 6. 4. 2  C h a n g e  f r o m B as eli n e  i n S F-3 6 v 2 s c o r e at W e e k  4 8 , W e e k  9 6  
a n d W e e k 1 4 4   

T h e a n al ysis of c h a n g e fr o m b as eli n e  i n S F-3 6 v 2 s c or e at W e e k s 4 8,  9 6  a n d 1 4 4  will b e b as e d o n 
p o ol e d d at a, a n d f oll o w t h e s a m e a p pr o a c h us e d f or t h e a n al ysis of c h a n g e fr o m b as eli n e  i n 
P R O MI S s c or e at W e e k  9 6  (S e cti o n  1 4. 2. 3 ). T his a p pli es t o t h e i n di vi d u al d o m ai n s c or es, as w ell 
as t h e M C S a n d P C S. T h e h a n dli n g of I C Es will als o b e a n al o g o us t o t h e P R O MI S s e c o n d ar y 
e n d p oi nt, d es cri b e d i n S e cti o n  1 4. 2. 3. 1 . 

T h e a n al ysis of c h a n g e fr o m b as eli n e  i n S F-3 6 v 2 s c or e at W e e k s 4 8 , 9 6 a n d 1 4 4 will b e 
i m pl e m e nt e d vi a t h e s a m e m o d el d es cri b e d a b o v e, b y s el e cti n g a n a p pr o pri at e c o ntr ast fr o m t h e 
m o d el s p e cifi c t o W e e k s 4 8 , 9 6 a n d 1 4 4, a n d r e p orti n g t h e tr e at m e nt eff e ct m e as ur e, 9 5 % 2-si d e d 
CI, a n d p -v al u e .  

F or e a c h i nt er v e nti o n gr o u p, d es cri pti v e st atisti cs will b e pr es e nt e d f or a bs ol ut e (r a w) v al u e, C F B, 
a n d p er c e nt C F B v al u e f or e a c h visit, fr o m b as eli n e  t o W e e k 1 5 6  ( S af et y F oll o w -u p  V isits 
i n cl u d e d).  

F or t h e S F -3 6 M C S a n d P C S e n d p oi nt s, a fi g ur e will b e pr o vi d e d d es cri bi n g t h e distri b uti o n of 
C F B at W e e k  4 8 , o n e c ur v e p er i nt er v e nti o n gr o u p. T his will b e r e p e at e d f or W e e k 9 6  a n d 
W e e k  1 4 4 . T his will f oll o w t h e s a m e a p pr o a c h d e s cri be d i n S e c ti o n 1 4. 2. 3 . 

F or e a c h S F -3 6 e n d p oi nt ( d o m ai n s c or es, M C S, P C S ), t h e n u m b er ( pr o p orti o n) of p arti ci p a nts n ot 
w ors e ni n g, a n d n u m b er ( pr o p orti o n) of p arti ci p a nts w ors e ni n g ( d e cr e as e ≥ 5), b et w e e n b as eli n e  
a n d W e e k  4 8 , b as eli n e  a n d W e e k  9 6 a n d b as eli n e  a n d W e e k  1 4 4 will b e s u m m ari z e d b y 
i nt er v e nti o n gr o u p.  

M e a n s c or e C F B will b e pr es e nt e d as a b y -visit li n e pl ot f or e a c h i nt er v e nti o n gr o u p, wit h b ot h 
i nt er v e nti o n gr o u ps i n cl u d e d i n a si n gl e fi g ur e, a n d h ori z o nt al a xis e xt e n di n g t o W e e k 1 4 4 . 

A  b ar  c h art fi g ur e of M e a n s c or e C F B at W e e k  4 8 pr es e nti n g e a c h S F -3 6 s u b -d o m ai n s c or e ( P F, 
R P, B P, G H, V T, S F, R E, M H) f or e a c h i nt er v e nti o n will  b e pr o vi d e d. T his will b e r e p e at e d f or 
W e e k  9 6  a n d W e e k  1 4 4 . 

1 6. 4. 3  C h a n g e f r o m B as eli n e  i n E Q 5 D -5 L V A S a n d I n d e x at 
W e e k  4 8 , W e e k  9 6  a n d W e e k 1 4 4   

T h e a n al ysis of c h a n g e fr o m b as eli n e  i n E Q 5 D-5 L V A S at W e e k  4 8 , W e e k  9 6  a n d W e e k 1 4 4 will 
b e b as e d o n p o ol e d d at a a n d f oll o w t h e s a m e a p pr o a c h us e d f or a n al ysis of C F B i n S F -3 6 v 2 at 
W e e k s 4 8 , 9 6  a n d 1 4 4  (S e cti o n  1 6. 4. 2 ), i n cl u di n g t h e h a n dli n g of I C Es. T h e a n al ysis of E Q  5 D -5 L 
I n d e x at W e e k  4 8 , W e e k  9 6  a n d W e e k 1 4 4 will als o f oll o w t his a p pr o a c h.  
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F or e a c h i nt er v e nti o n gr o u p, d es cri pti v e st atisti cs will b e pr es e nt e d f or a bs ol ut e (r a w) v al u e, C F B, 
a n d p er c e nt C F B v al u e f or e a c h visit, fr o m b as eli n e  t o W e e k 1 5 6  ( S af et y F oll o w -u p  V isits 
i n cl u d e d).  

1 6. 4. 4  Ti m e t o F i rst O c c u r r e n c e of 1 2 -w e e k  C o nfi r m e d P F 
D et e ri o r ati o n C o m p a r e d t o B a s eli n e  u p t o 1 5 6  W e e ks   

T h e M CI D f or t h e P R O MI S n q P F( M S) 1 5 a is r e p ort e d t o b e 2. 3 –  2. 7 ( K a m u d o ni 2 0 2 2 ). A M CI D 
c ut off  of 2. 7 will b e us e d. P F d et eri or ati o n is d efi n e d  as a r e d u cti o n i n P R O MI S P F T -s c or e ≥  2. 7 
c o m p ar e d t o b as eli n e P R O MI S P F T -s c or e. C o nfir m e d P F d et eri or ati o n is a d et eri or ati o n s ust ai n e d 
f or at l e ast 1 2 w e e ks.  

C o nfir m ati o n of d et eri or ati o n m ust o c c ur at t h e r e g ul arl y s c h e d ul e d visit t h at is at l e ast 1 2  w e e ks 
(8 4  d a ys) aft er i niti al d et eri or ati o n. If a p arti ci p a nt  h as a mi ssi n g P F s c or e at t h e s c h e d ul e d visit 
o c c urri n g at l e ast 8 4 d a ys aft er a n i niti al d et eri or ati o n or t h e s c h e d ul e d vi sit o c c urs s e v er al d a ys 
b ef or e t h e 8 4 -d a y wi n d o w aft er a n i niti al d et eri or ati o n, c o nfir m ati o n of t h e d et eri or ati o n m ust b e 
o n t h e b a sis of t h e ass ess m e nt at t h e n e xt s c h e d ul e d visit.  

P F s c or e ass ess m e nts at u ns c h e d ul e d or s c h e d ul e d visits t h at ar e l ess t h a n 8 4  d a ys aft er t h e i niti al 
d et eri or ati o n ar e c o nsi d er e d n o n -c o nfir m at or y P F s c or e ass ess m e nts . F or d et eri or ati o n t o b e 
c o nfir m e d a t a r e g ul arl y s c h e d ul e d visit at l e ast 1 2  w e e ks aft er i niti al d et eri or ati o n, a n y 
n o n -c o nfir m at or y P F s c or e ass ess m e nts s h o ul d b e at l e ast as m u c h w ors e ni n g as t h at r e q uir e d f or 
d et eri or ati o n.  

T h e a n al ysis of ti m e t o first o c c urr e n c e of 1 2 -w e e k  c o nfir m e d P F  d et eri or ati o n c o m p ar e d t o 
b as eli n e  will b e b as e d o n p o ol e d d at a a n d f oll o w t h e s a m e a p pr o a c h us e d f or t h e a n al ysis of ti m e 
t o 1 2 -w e e k  C D P ( S e cti o n  1 4. 2. 1. 1 ).  

T h e h a n dli n g of I C Es will als o b e a n al o g o us t o t h e s e c o n d ar y e n d p oi nt, ti m e t o 1 2 -w e e k C D P, 
d es cri b e d i n S e cti o n  1 4. 2. 1. 1 . I n a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str at e g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as 
c o nfir m ati o n of d et eri or ati o n. I n  a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h u n attri b ut a bl e t o M S or tr e at m e nt, p arti ci p a nts will b e c e ns or e d at ti m e 
of d e at h. (i. e. d e at h will n ot b e c o u nt e d as c o nfir m ati o n of d et eri or ati o n).  

D es cri pti v e st atist i cs will f oll o w t h e s a m e a p pr o a c h us e d f or t h e 1 2 -w e e k  C D P.  

1 6. 4. 5  Ti m e t o Fi rst O c c u r r e n c e of 2 4 -w e e k C o nfi r m e d P F 
I m p r o v e m e nt C o m p a r e d t o B a s eli n e  u p t o 1 5 6  W e e ks   

P R O MI S P F i m pr o v e m e nt is d efi n e d as a n i n cr e as e of at l e ast 2. 7 p oi nt s o n P R O MI S P F s c or e 
r el ati v e t o b as eli n e . C o nfir m e d P F s c or e i m pr o v e m e nt e v e nts ar e d efi n e d as P R O MI S P F 
i m pr o v e m e nt s ust ai n e d f or at l e ast 2 4 w e e ks.   

C o nfir m ati o n of i m pr o v e m e nt m ust o c c ur at t h e r e g ul arl y s c h e d ul e d visit t h at i s at l e ast 2 4  w e e ks 
(1 6 8  d a ys) aft er i niti al i m pr o v e m e nt. If a p arti ci p a nt h as a mi ssi n g P F s c or e at t h e s c h e d ul e d visit 
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o c c urri n g at l e ast 1 6 8  d a ys aft er a n i niti al i m pr o v e m e nt or t h e s c h e d ul e d visit o c c urs s e v er al d a ys 
b ef or e t h e 1 6 8 -d a y wi n d o w aft er a n i niti al i m pr o v e m e nt, c o nfir m ati o n of t h e i m pr o v e m e nt m ust 
b e o n t h e b asis of t h e ass ess m e nt at t h e n e xt s c h e d ul e d visit.  

P F s c or e ass ess m e nts at u ns c h e d ul e d or s c h e d ul e d visits t h at ar e l ess t h a n 1 6 8 d a ys aft er t h e i niti al 
i m pr o v e m e nt ar e c o nsi d er e d n o n -c o nfir m at or y P F s c or e ass ess m e nts. F or i m pr o v e m e nt t o b e 
c o nfir m e d at a r e g ul arl y s c h e d ul e d visit at l e ast 2 4 w e e ks aft er i niti al i m pr o v e m e nt, a n y 
n o n -c o nfir m at or y P F s c or e ass ess m e nts s h o ul d b e at l e ast as l o w as t h e mi ni m al c h a n g e r e q uir e d 
f or i m pr o v e m e nt. 

T h e a n al ysis of ti m e t o first o c c urr e n c e of 2 4 -w e e k c o nfir m e d P F i m pr o v e m e nt c o m p ar e d t o 
b as eli n e  will b e b as e d o n p o ol e d d at a a n d f oll o w t h e s a m e a p pr o a c h us e d f or t h e a n al ysis of ti m e 
t o 2 4-w e e k C DI ( S e cti o n  1 4. 2. 2 ). T h e h a n dli n g of I C Es will als o b e a n al o g o us t o t h e s e c o n d ar y 
e n d p oi nt.  

D es cri pti v e st atisti cs will f oll o w t h e s a m e a p pr o a c h us e d f or t h e 2 4 -w e e k C DI.  

1 6. 4. 6  Ti m e t o Fi rst O c c u r r e n c e of 1 2 -w e e k  C o nfi r m e d F ati g u e 
D et e ri o r ati o n C o m p a r e d t o B a s eli n e  u p t o 1 5 6  W e e ks    

T h e M CI D f or t h e P R O MI S F ati g u e ( M S) 8 a is r e p ort e d t o b e 3. 4 - 4 ( K a m u d o ni 2 0 2 1 ). A M CI D 
c ut off  of 4 p oi nt s will b e us e d. P R O MI S fati g u e d et eri or ati o n  is d efi n e d as a n i n cr e as e of at l e ast 
4 p oi nt s o n P R O MI S fati g u e s c or e r el ati v e t o b as eli n e . C o nfir m e d fati g u e s c or e d et eri or ati o n 
e v e nts ar e d efi n e d as d et eri or ati o ns i n P R O MI S f ati g u e s ust ai n e d f or at l e a st 1 2  w e e ks.  

T h e a n al ysis of ti m e t o first o c c urr e n c e of 1 2 -w e e k  c o nfir m e d f ati g u e d et eri or ati o n c o m p ar e d t o 
b as eli n e  will b e b as e d o n p o ol e d d at a a n d f oll o w t h e s a m e a p pr o a c h us e d f or t h e a n al ysis of ti m e 
t o 1 2 -w e e k  c o nfir m e d P F d et eri or ati o n ( S e cti o n  1 6. 4 . 4).  

T h e h a n dli n g of I C Es will als o b e a n al o g o us t o t h e ti m e t o 1 2-w e e k c o nfir m e d P F d et eri or ati o n  
( S e cti o n 1 6. 4. 4 ). I n a c c or d a n c e wit h t h e C o m p osit e V ari a bl e str at e g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h attri b ut a bl e t o M S or tr e at m e nt, t h e d e at h will b e c o u nt e d as 
c o nfir m ati o n of d et eri or ati o n. I n a c c or d a n c e wit h t h e W hil e Ali v e str at e g y, f or p arti ci p a nts 
e x p eri e n ci n g t h e I C E d e at h u n attri b ut a bl e t o M S or tr e at m e nt, p arti ci p a nts will b e c e ns or e d at ti m e 
of d e at h. (i. e. d e at h will n ot b e c o u nt e d as c o nfir m ati o n of d et eri or ati o n).  

D es cri pti v e st ati sti cs will f oll o w t h e s a m e a p pr o a c h us e d f or t h e 1 2 -w e e k  c o nfir m e d P F 
d et eri or ati o n.  

1 6. 4. 7  Ti m e t o Fi rst O c c u r r e n c e of 2 4 -w e e k C o nfi r m e d F ati g u e 
I m p r o v e m e nt C o m p a r e d t o B a s eli n e  u p t o 1 5 6  W e e ks   

P R O MI S fati g u e i m pr o v e m e nt is d efi n e d as a d e cr e as e of at l e ast 4 p oi nt s o n P R O MI S fati g u e 
s c or e r el ati v e t o b as eli n e . C o nfir m e d fati g u e s c or e i m pr o v e m e nt e v e nts ar e d efi n e d as 
i m pr o v e m e nts i n P R O MI S f ati g u e s ust ai n e d f or at l e ast 2 4 w e e ks. 
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T h e a n al ysis of ti m e t o first o c c urr e n c e of 2 4 -w e e k c o nfir m e d f ati g u e i m pr o v e m e nt c o m p ar e d t o 
b as eli n e  will b e b as e d o n p o ol e d d at a a n d f oll o w t h e s a m e a p pr o a c h us e d f or t h e a n al ysis of ti m e 
t o 2 4-w e e k c o nfir m e d P F i m pr o v e m e nt ( S e cti o n  1 6. 4. 5 ). T h e h a n dli n g of I C Es will als o b e 
a n al o g o us.  

D es cri pti v e st atisti cs will f oll o w t h e s a m e a p pr o a c h us e d f or t h e 2 4 -w e e k c o nfir m e d P F 
i m pr o ve m e nt.  

1 6. 4. 8  P R O MI S F ati g u e S c o r e C F B o v e r 9 6  W e e ks I n d e p e n d e nt of 
R el a ps e A cti vit y   

T h e pri m ar y a n al ysis of C F B i n P R O MI S F ati g u e s c or e o v er 9 6  w e e ks d efi n e d i n S e cti o n  1 4. 2. 3. 2  
will b e r e p e at e d c o nsi d eri n g t h e h y p ot h eti c al s c e n ari o f or t h e I C E ‘r el a ps e’.  

T h e h a n dli n g of I C Es will b e a n al o g o us t o t h e pri m ar y (f or r el a ps es) a n d s e c o n d ar y  (f or P R O MI S 
f ati g u e) e n d p oi nt s, d es cri b e d i n S e cti o ns 1 4. 1. 1  a n d 1 4. 2. 3. 1 , r es p e cti v el y. 

P arti ci p a nts wit h q u alifi e d r el a ps e will b e c e ns or e d at t h e ti m e of t h e o ns et of t h e first q u alifi e d 
r el a ps e. D es cri pti v e st ati sti cs a n d i nf er e nti al a n al ysis ( M M R M) will b e pr es e nt e d.  

T h e a n al ysis will b e r e p e at e d c o nsi d eri n g all r el a p s es, n ot o nl y q u alifi e d.  

1 6. 4. 9  P R O MI S R es p o ns e u p t o W e e k  1 5 6   

R es p o ns e i n P R O MI S ( P F or f ati g u e) will b e a n al y z e d b as e d o n diff er e n c es i n pr o p orti o ns of 
r es p o n d ers b et w e e n i nt er v e nti o n gr o u ps.  

R es p o n d er d efi niti o ns will b e b as e d o n M CI D crit eri a f or i m pr o v e m e nt or d et eri or ati o n fr o m 
b as eli n e  as d es cri b e d i n S e cti o ns 1 6. 4. 4 , 1 6. 4. 5 , 1 6. 4. 6  a n d 1 6. 4. 7 . T h e h a n dli n g of I C Es will als o 
b e a n al o g o us.  

T h e f oll o wi n g a n al ysis will b e r e p e at e d f or t h e 4  d efi niti o ns of r es p o ns e ( P F i m pr o v e m e nt, P F 
d et eri or ati o n, f ati g u e i m pr o v e m e nt a n d f ati g u e d et eri or ati o n):  

A l o gisti c r e gr essi o n m o d el wit h r e p e at e d m e as ur es will b e a p pli e d, wit h t er ms f or i nt er v e nti o n 
gr o u p, visit, i nt er v e nti o n gr o u p b y visit i nt er a cti o n, b as eli n e  s c or e, b as eli n e  s c or e b y visit 
i nter a cti o n, r a n d o mi z ati o n str at a a n d st u d y I D, a n d w h er e t h e d at a ar e p o ol e d fr o m t h e F A S of 
st u di es   a n d 0 0 8 2. T h e u nstr u ct ur e d c o v ari a n c e m atri x will b e c o nsi d er e d. T h e esti m at e d o d ds 
r ati o at W e e k  4 8, W e e k  9 6 , W e e k  1 4 4  a n d W e e k  1 5 6 , t o g et h er wit h a n ass o ci at e d 2 -si d e d 9 5 % CI 
of t h e esti m at e d o d ds r ati o  will b e pr es e nt e d.   
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1 6. 5  H R U   

H R U p ar a m et er d at a will b e p o ol e d fr o m b ot h P h as e  3  st u di es a n d s u m m ari z e d b y visit vi a 
d es cri pti v e st atisti cs ( m e a n, S D, m e di a n, mi ni m u m/ m a xi m u m, 2 5 t h a n d 7 5 t h p er c e ntil e; 9 5 % CI) 
f or t h e o n -tr e at m e nt p eri o d. T h e f oll o wi n g p ar a m et ers will b e s u m m ari z e d : 

•  N u m b er of d o ct or/ cli ni c visits  

•  N u m b er of h o m e visits  

•  N u m b er of e m er g e n c y r o o m vi sit s  

•  N u m b er of d a ys i n h os pit al  

•  N u m b er of p arti ci p a nt s w h o p ai d s o m e o n e t o assist t h e m, n ( %) : 

o  A v er a g e n u m b er of d a ys p er w e e k of p ai d assi st a n c e (r estri ct e d o n p arti ci p a nt s w h o 
p ai d s o m e o n e t o assist t h e m)  

o  A v er a g e n u m b er of h o urs p er d a y of p ai d assi st a n c e (r estri ct e d o n p art i ci p a nts w h o 
p ai d s o m e o n e t o assist t h e m)  

•  N u m b er of p arti ci p a nt s wit h a r el ati v e or fri e n d w h o miss e d w or k b e c a us e of M S , n ( %): 

o  N u m b er of d a ys of miss e d w or k (r estri ct e d o n p arti ci p a nt s wit h a r el ati v e or fri e n d 
w h o miss e d w or k b e c a us e of M S ) 

•  N u m b er of p a rti ci p a nts w h o miss e d at l e ast o n e f ull d a y of w or k b e c a us e of M S , n ( %): 

o  N u m b er of d a ys of mi ss e d w or k (r estri ct e d o n p arti ci p a nt s w h o mi ss e d at l e ast o n e 
f ull d a y of w or k b e c a us e of M S ) 

•  N u m b er of p arti ci p a nt s w h o mi ss e d at l e ast o n e p arti al d a y of w or k b e c a us e of M S , n ( %): 

o  A v er a g e n u m b er of h o urs p er d a y mi ss e d fr o m w or k (r estri ct e d o n p arti ci p a nt s w h o 
mi ss e d at l e ast o n e p arti al d a y of w or k b e c a us e of M S ) 

•  N u m b er of p arti ci p a nt s w h o a c c o m plis h e d l ess at w or k  d u e t o M S , n ( %)  

•  P er c e nt t h at b est i n di c at es t h e a m o u nt of w or k t h e p arti ci p a nt  w as a bl e t o a c c o m plis h 
d es pit e M S  

H R U d at a will als o b e li st e d.  
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1 7  R ef e r e n c es   

B e n e di ct R H B, T o mi c D, Cr e e B A, et al. Si p o ni m o d a n d C o g niti o n i n S e c o n d ar y Pr o gr essi v e 
M ulti pl e S cl er osis: E X P A N D S e c o n d ar y A n al ys es. N e ur ol o g y. 2 0 2 1; 9 6( 3): e 3 7 6 -e 3 8 6. 
d oi: 1 0. 1 2 1 2/ W N L. 0 0 0 0 0 0 0 0 0 0 0 1 1 2 7 5   

Br et z F, M a ur er W, Br a n n at h W, et al. A gr a p hi c al a p pr o a c h t o s e q u e nti all y r ej e cti v e m ulti pl e t est 
pr o c e d ur es. St at M e d. 2 0 0 9; 2 8: 5 8 6 -6 0 4.   

Br et z F, M a ur er W, Xi D. R e pli c a bilit y,  r e pr o d u ci bilit y, a n d m ulti pli cit y i n dr u g d e v el o p m e nt. 
C H A N C E. 2 0 1 9; 3 2: 4, 4 -1 1.  Cli ni c al St u d y M e a s ur es: htt ps:// w w w. n ati o n al m ss o ci et y. or g/ F or -
Pr of essi o n als/ R es e ar c h er s/ R es o ur c es -f or-R es e ar c h ers/ Cli ni c al -St u d y -M e a s ur es   

Cr o w e BJ, Xi a H A, B erli n J A, et al. R e c o m m e n d ati o ns f or s af et y pl a n ni n g, d at a c oll e cti o n, 
e v al u ati o n a n d r e p orti n g d uri n g dr u g, bi ol o gi c a n d v a c ci n e d e v el o p m e nt: a r e p ort of t h e s af et y 
pl a n ni n g, e v al u ati o n, a n d r e p orti n g t e a m. Cli n Tri als. 2 0 0 9; 6( 5): 4 3 0 -4 0.   

Elli ott C, B el a c h e w S, W oli ns k y J S, H a us er S L, K a p p os L, B ar k h of F, B er n as c o ni C, F e c k er J, 
M o d el F, W ei W ei, Ar n ol d D L.  C hr o ni c w hit e m att er l esi o n a cti vit y pr e di cts cli ni c al pr o gr essi o n 
i n pri m ar y pr o gr essi v e m ulti pl e s cl er osis. Br ai n 2 0 1 9: 1 4 2; 2 7 8 7 -2 7 9 9  

Fili p pi M, R o c c a M A, B ar k h of F, Br u c k W, C h e n J T, C o mi G, et al.  Ass o ci ati o n b et w e e n 
p at h ol o gi c al a n d M RI fi n di n gs i n m ulti pl e s cl er osis.  L a n c et N e ur ol 2 0 1 2; 1 1: 3 4 9 -6 0.   

Fri e d e  T, P o hl m a n n H, S c h mi dli H. Bli n d e d s a m pl e si z e r esti m ati o n i n e v e nt -dri v e n cli ni c al tri als: 
M et h o ds a n d a n a p pli c ati o n i n m ulti pl e s cl er osis. P h ar m St at. 2 0 1 9; 1 8: 3 5 1 -6 5.   

H u n g H M J a n d W a n g S. M ulti pl e c o m p aris o ns i n c o m pl e x cli ni c al tri al d esi g ns. Bi o m etri c al 
J o ur n al. 2 0 1 3; 5 5( 3): 4 2 0 -9.   

K a m u d o ni P, A mt m a n n D, J o h ns J, et al. T h e v ali dit y, r es p o nsi v e n ess, a n d s c or e i nt er pr et ati o n of 
t h e P R O MI S n q P h ysi c al F u n cti o n –  M ulti pl e S cl er osis 1 5 a s h ort f or m i n m ulti pl e s cl er osis. 
M ulti pl e  S cl er osis  a n d  R el at e d  Dis or d ers  .  2 0 2 2; V ol.  6 2 :1 0 3 7 5 3 
[ htt ps:// d oi. or g/ 1 0. 1 0 1 6/j. m s ar d. 2 0 2 2. 1 0 3 7 5 3]  

K a m u d o ni P, H e n k e C, B arr ett A, et al. A n e w P R O MI S p h ysi c al f u n cti o n s h ort f or m f or us e i n 
r el a ps e a n d pr o gr essi v e m ulti pl e s cl er osis t y p es. Q u al Lif e R es. 2 0 1 8; 2 7( 1): S 1 – S 1 9 0.   

K a m u d o ni P, J o h ns J, C o o k K F et al. St a n d ar di zi n g f ati g u e m e as ur e m e nt i n m ulti pl e s cl er osis: t h e 
v ali dit y, r es p o nsi v e n ess a n d s c or e i nt er pr et ati o n of t h e P R O MI S S F v 1. 0 –  F ati g u e ( M S) 8 a . 
M ulti pl e  S cl er osis  a n d R el at e d  Dis or d ers  .  2 0 2 1 ; V ol. 5 4 : 1 0 31 1 7  
[htt ps:// d oi. or g/ 1 0. 1 0 1 6/j. m s ar d. 2 0 2 1. 1 0 3 1 1 7 ]  

K e e n e O. N., R o g er J. H., H artl e y B. F., K e n w ar d M. G. Mis si n g d at a s e nsiti vit y a n al ysis f or 
r e curr e nt e v e nt d at a u si n g c o ntr oll e d i m p ut ati o n. P h ar m. St at. 2 0 1 4; 1 3: 2 5 8 -2 6 4 [ D OI : 
1 0. 1 0 0 2/ pst. 1 6 2 4]   

K e n w ar d, M. G., & R o g er, J. H. ( 1 9 9 7). S m all S a m pl e I nf er e n c e f or Fi x e d Eff e c ts fr o m R estri ct e d 
M a xi m u m Li k eli h o o d . Bi o m etri cs , 5 3 ( 3), 9 8 3 – 9 9 7. htt ps:// d oi. or g/ 1 0. 2 3 0 7/ 2 5 3 3 5 5 8   

Li p k o vi c h I., R atit c h B., O' K ell y M. S e nsiti vit y t o c e ns or e d -at -r a n d o m ass u m pti o n i n t h e a n al ysis 
of ti m e -t o-e v e nt e n d p oi nt s. P h ar m. St at. 2 0 1 6; 1 5( 3): 2 1 6 -2 9 [ D OI : 1 0. 1 0 0 2/ pst. 1 7 3 8].   
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Littl e R, Y a u L. I nt e nt -t o-tr e at a n al ysis f or l o n git u di n al st u di es wit h dr o p -o uts. Bi o m etri cs 
1 9 9 6; 2( 4): 1 3 2 4 -3 3.   

L u bli n F, H äri n g D, G a nj g a hi H et al. H o w p ati e nts wit h m ulti pl e s cl er osis a c q uir e dis a bilit y . 
Br ai n,  2 0 2 2; 1 4 5 (9 ), 3 1 4 7– 3 1 6 1  [htt p s:// d oi. or g/ 1 0. 1 0 9 3/ br ai n/ a w a c 0 1 6 ].  

O’ K ell y M, R atit c h B. Cli ni c al tri als wit h mi ssi n g d at a: a g ui d e f or pr a ctiti o n ers. 
1 0. 1 0 0 2/ 9 7 8 1 1 1 8 7 6 2 5 1 6.   

M er z, M., L e e, K. R., K ull a k -U bli c k, G. A. et al. M et h o d ol o g y t o Ass ess Cli ni c al Li v er S af et y D at a. 
Dr u g S af 3 7 ( S u p pl 1), 3 3 – 4 5 ( 2 0 1 4).   

Mi etti n e n O, N ur mi n e n M. C o m p ar ati v e a n al ysis of t w o r at es. St at M e d 1 9 8 5; 4( 2): 2 1 3 -2 6  R atit c h 
B, O’ K ell y M, T osi ell o B. Mis si n g d at a i n cli ni c al tri als: fr o m cl ni c al ass u m pti o ns t o st atisti c al 
a n al ysis usi n g p att er n mi xt ur e m o d els. P h ar m. St at. 2 0 1 3; 1 2( 6): 3 3 7 -3 4 7 [ D OI : 1 0. 1 0 0 2/ pst. 1 5 4 9].  

V a n W al d er v e e n M A, K a m h orst W, S c h elt e ns P, v a n W a es b er g h e J H, R a vi d R, V al k J, et al. 
Hist o p at h ol o gi c c orr el at e of h y p oi nt e ns e l esi o ns o n T 1 -w e i g ht e d s pi n-e c h o M RI i n m ulti pl e 
s cl er osis.  N e ur ol o g y 1 9 9 8; 5 0: 1 2 8 2 -8.   

W ar e J, K osi ns ki M, Bj or n er J., T ur n er -B o w k er D, G a n d e k B, M er uis h M. I n Us er’s m a n u al f or 
t h e S F-3 6 v 2 h e al t h s ur v e y, Li n c ol n, RI, Q u alit y M etri c I n c or p or at e d, 2 0 0 7.  

W ar e J, S h er b o ur n e C. T h e M O S 3 6 -lt e m S h ort-F or m H e alt h S ur v e y ( S F -3 6) I. C o n c e pt u al 
Fr a m e w or k a n d It e m S el e cti o n. M e d C ar e. 1 9 9 2; 3 0( 6): 4 7 3 -8 3.    
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1 8  A p p e n di c es   

1 8. 1  P R O MI S S c o r es   

P R O MI S P F( M S) 1 5 a  

T h e P R O MI S n q S h ort F or m v 2. 0 - P h ysi c al F u n cti o n - M ulti pl e S cl er osis 1 5 a [ P R O MI S n q 
P F( M S) 1 5 a]  is s c or e d o n a T s c or e m etri c, wit h a m e a n of 5 0 a n d a S D of 1 0. Hi g h er s c or es 
i n di c at e hi g h er p h ysi c al f u n cti o n. T h e T s c or e m etri c all o ws f or e as y i nt er pr et ati o n of s c or es b y 
f a cilit ati n g c o m p aris o ns t o t h e “ a v er a g e ” pers o n, a s r ef er e n c e d t o t h e U S g e n er al p o p ul ati o n. F or 
e x a m pl e, a p ers o n wit h a T s c or e of 6 0 is o n e S D a b o v e a v er a g e p h ysi c al f u n cti o n. T his s h ort f or m 
h as a n M CI D of 2. 3 t o 2. 7.  

P R O MI S F ati g u e ( M S) 8 a  

T h e P R O MI S S h ort F or m v 1. 0 - F ati g u e - M ulti pl e S cl er o sis 8 a [ P R O MI S F ati g u e ( M S) 8 a]  is 
s c or e d o n a T s c or e m etri c, wit h a m e a n of 5 0 a n d a st a n d ar d d e vi ati o n ( S D) of 1 0. Hi g h er s c or es 
i n di c at e hi g h er f ati g u e. T h e T s c or e m etri c all o ws f or e as y i nt er pr et ati o n of s c or es b y f a cilit ati n g 
c o m p aris o ns t o t h e “ a v e r a g e ” p ers o n, as r ef er e n c e d t o t h e U S g e n er al p o p ul ati o n. F or e x a m pl e, a 
p ers o n wit h a T s c or e of 6 0 is o n e S D a b o v e a v er a g e f ati g u e. T his s h ort f or m h as a n M CI D of 3. 4 
t o 4 (K a m u d o ni 2 0 2 1 ) 

T -s c or es f or t h e P R O MI S P F  ( M S) an d t h e P R O MI S F ati g u e  ( M S) ar e c al c ul at e d usi n g/ a p pl yi n g 
a n it e m-r es p o ns e t h e or y (i. e. gr a d e d r es p o ns e m o d el) a p pr o a c h, b as e d o n “r es p o ns e p att er n 
s c ori n g ”, w hi c h utili z es i n di vi d u als’ it e m r es p o ns es a n d t h e P R O MI S it e m b a n k gr a d e d r es p o ns e 
m o d el p ar a m et er s f or e a c h it e m. T h es e i n cl u d e a dis cri mi n ati o n (sl o p e) p ar a m et er a n d a n it e m -
r es p o ns e diffi c ult y p ar a m et er (l e v el of u n d erl yi n g tr ait v al u e at w hi c h a r es p o ns e o pti o n h as a 5 0 % 
c h a n c e of b ei n g s el e ct e d), f or e a c h it e m, r es p e cti v el y.  

T h e s c ori n g will b e p erf or m e d usi n g t h e H e alt h m e as ur es Ass ess m e nt C e ntr e A p pli c ati o n 
Pr o gr a m mi n g I nt erf a c e ( a c c essi bl e at: htt p:// w w w. h e alt h m e as ur es . n et), w hi c h e v al u at es t h e 
p att er n of i n di vi d u als’ r es p o ns es t o t h e a d mi nist er e d it e ms a n d g e n er at es a n esti m at e d s c or e b as e d 
o n t hi s p att er n (t h us t h e n a m e “r es p o ns e p att er n s c ori n g ”). R es p o ns e p att er n s c ori n g is es p e ci all y 
us ef ul w h e n t h er e ar e mi ssi n g r es p o ns es ( i. e. s ki p p e d it e ms) ; a p ers o n’s s c or e (i. e. P F/f ati g u e l e v el) 
c a n b e esti m at e d usi n g a v ail a bl e r es p o ns e. O nl y q u esti o n n air es wit h at l e ast 8 it e ms (f or P F) or 4 
it e ms (f ati g u e) r e pr es e nti n g 5 0 % of r es p o ns es will b e e v al u a bl e.  
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1 8. 2  3 6 -It e m S h o rt F o r m S u r v e y ( S F -3 6) S c o ri n g I nst r u cti o ns   

T h e S F -3 6 is a v ali d at e d 3 6 -it e m, p arti ci p a n t-r e p ort e d i n di c ati o n of o v er all h e alt h st at us n ot 
s p e cifi c t o a n y a g e, dis e a s e, or i nt er v e nti o n gr o u p ( W ar e  1 9 9 2 ).  

T h e S F -3 6 i n cl u d es m ulti -it e m s c al es m e as uri n g e a c h of t h e f oll o wi n g 8 h e alt h 
c o n c e pts:  ( 1) p h ysi c al f u n cti o ni n g; ( 2)  r ol e li mit ati o ns b e c a us e of p h ysi c al h e alt h pr o bl e ms; 
( 3) b o dil y p ai n; ( 4)  s o ci al f u n cti o ni n g; ( 5)  g e n er al m e nt al h e alt h ( ps y c h ol o gi c al distr es s a n d 
ps y c h ol o gi c al w ell b ei n g); ( 6)  r ol e li mit ati o ns b e c a us e of e m oti o n al pr o bl e ms; ( 7) vit alit y 
( e n er g y/f ati g u e); a n d ( 8) g e n er al h e alt h p er c e pti o ns (s e e T a bl e 2 0 ). T h es e ar e s u m m ari z e d i n 
2  s u m m ar y m e as ur es of p h ysi c al a n d m e nt al h e alt h: t h e P C S a n d M C S.  

Q u esti o ns i n t h e st a n d ar d v ersi o n of t h e S F -3 6 r ef er t o a 4 -w e e k ti m e p eri o d. S c al es ar e s c or e d 
a c c or di n g t o t h e Li k ert m et h o d. L o w er s c or es e q u at e t o  hi g h er dis a bilit y a n d hi g h er s c or es e q u at e 
t o l o w er dis a bilit y. 

T h e S F -3 6 v 2 m ulti -it e m s c al es yi el d a h e alt h pr ofil e ( 8 s c or es) or c a n b e a g gr e g at e d i nt o 
2  s u m m ar y s c or es, t h e P C S s c or e a n d M C S s c or e o bt ai n e d t hr o u g h a li n e ar c o m bi n ati o n of 
w ei g ht e d tr a nsf or m e d s c or es fr o m t h e 8 s u bs c al es. P C S a n d M C S ar e st a n d ar di z e d, wit h a n a v er a g e 
of 5 0 a n d a st a n d ar d d e vi ati o n of 1 0 i n t h e g e n er al A m eri c a n p o p ul ati o n. P C S a n d M C S ar e 
c o m p ut e d o nl y if all of t h e 8 s c al e s c or es ar e a v ail a bl e. T his A p p e n di x d et ails h o w t h es e 2  s c or es 
s h o ul d b e c al c ul at e d , as d es cri b e d i n W ar e ( 2 0 0 7) . 

T a bl e 2 0  S F -3 6 –  A b b r e vi at e d It e m C o nt e nt f o r t h e S F -3 6 v 2 H e alt h D o m ai n 
S c al es   

S c al e  
Ori gi n al 
it e m # 

It e m # i n t h e 
 

st u d y  
A b b r e vi at e d It e m C o nt e nt  

P h y si c al 
F u n cti o ni n g ( P F)  

3 a  3  
Vi g or o u s a cti viti e s, s u c h a s r u n ni n g, lifti n g h e a v y o bj e ct s, or 
p arti ci p ati n g i n str e n u o u s s p ort s  

3 b  4  
M o d er at e a cti viti e s, s u c h a s m o vi n g a t a bl e, p u s hi n g a 
v a c u u m cl e a n er, b o wli n g, or pl a yi n g g olf  

3 c  5  Lifti n g or c arr yi n g gr o c eri e s  

3 d  6  Cli m bi n g s e v er al fli g ht s of st air s  

3 e  7  Cli m bi n g o n e fli g ht of st air s  

3f  8  B e n di n g, k n e eli n g, or st o o pi n g  

3 g  9  W al ki n g m or e t h a n a mil e  

3 h  1 0  W al ki n g s e v er al h u n dr e d y ar d s  

3i  1 1  W al ki n g o n e h u n dr e d y ar d s  

3j  1 2  B at hi n g or dr e s si n g o n e s elf  

R ol e -P h y si c al ( R P)  

4 a  1 3  
C ut d o w n t h e a m o u nt of ti m e s p e nt o n w or k or ot h er 
a cti viti e s  

4 b  1 4  A c c o m pli s h e d l e s s t h a n y o u w o ul d li k e  

4 c  1 5  Li mit e d i n ki n d of w or k or ot h er a cti viti e s  

4 d  1 6  
H a d diffi c ult y p erf or mi n g w or k or ot h er a cti viti e s ( e .g . it t o o k 
e xtr a eff ort)  
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S c al e  
Ori gi n al 
it e m # 

It e m # i n t h e 
 

st u d y  
A b b r e vi at e d It e m C o nt e nt  

B o dil y P ai n ( B P)  
7  2 1  I nt e n sit y of b o dil y p ai n 

8  2 2  E xt e nt p ai n i nt erf er e d wit h n or m al w or k  

G e n er al H e alt h 
( G H) 

1  1  I s y o ur h e alt h: e x c ell e nt, v er y g o o d, g o o d, f air, p o or 

1 1 a  3 3  S e e m t o g et si c k a littl e e a si er t h a n ot h er p e o pl e  

1 1 b  3 4  A s h e alt h y a s a n y b o d y I k n o w  

1 1 c  3 5  E x p e ct m y h e alt h t o g et w or s e  

1 1 d  3 6  H e alt h i s e x c ell e nt  

Vit alit y ( V T)  

9 a  2 3  F e el f ull of lif e  

9 e  2 7  H a v e a l ot of e n er g y  

9 g  2 9  F e el w or n o ut  

9i  3 1  F e el tir e d  

S o ci al F u n cti o ni n g 
( S F) 

6  2 0  
E xt e nt h e alt h pr o bl e m s i nt erf er e d wit h n or m al s o ci al 
a cti viti e s  

1 0  3 2  Fr e q u e n c y h e alt h pr o bl e m s i nt erf er e d wit h s o ci al a cti viti e s  

R ol e -E m oti o n al 
( R E) 

5 a  1 7  
C ut d o w n t h e a m o u nt of ti m e s p e nt o n w or k or ot h er 
a cti viti e s  

5 b  1 8  A c c o m pli s h e d l e s s t h a n y o u w o ul d li k e  

5 c  1 9  Di d w or k or ot h er a cti viti e s l e s s c ar ef ull y t h a n u s u al  

M e nt al H e alt h ( M H)  

9 b  2 4  B e e n v er y n er v o u s  

9 c  2 5  F elt s o d o w n i n t h e d u m p s t h at n ot hi n g c o ul d c h e er y o u u p  

9 d  2 6  F elt c al m a n d p e a c ef ul  

9f  2 8  F elt d o w n h e art e d a n d d e pr e s s e d  

9 h  3 0  B e e n h a p p y  

S elf -E v al u at e d 
Tr a n siti o n ( S E T)  

2  2  H o w h e alt h i s n o w c o m p ar e d t o 1 y e ar a g o  

St e p 1: R e c o di n g It e m R es p o n s e V al u es  

S o m e of t h e S F -3 6 v 2 it e ms will b e r e-c o d e d s o t h at a cr oss all q u esti o ns, a hi g h er s c or e will i n di c at e 
a b ett er h e alt h st at e. Q u esti o ns 2, 3 a -3j, 4 a -4 d, 5 a -5 c, 9 b, 9 c, 9f, 9 g, 9i, 1 0, 1 1 a, 1 1 c will b e s c or e d 
as r e c or d e d; t h e ot h er q u esti o ns will h a v e t h e s c or es tr a nsf or m e d as s h o w n i n  T a bl e 2 1 . If m ulti pl e 
a ns w ers ar e gi v e n t o t h e s a m e it e m, t h e n t h e it e m s c or e will b e l eft as mi ssi n g. 

T a bl e 2 1  S F -3 6 –  R e c o di n g  

 Q u e sti o n  Ori gi n al c o d e a n d r e -c o d e r e s p o n s e  

Q u e sti o n n u m b er: 1  

    Ori gi n al r e s p o n s e  1  2  3  4  5   

    R e -c o d e d r e s p o n s e  5  4. 4  3. 4  2  1   

Q u e sti o n s n u m b er s:  6, 1 1 b, 1 1 d  

    Ori gi n al r e s p o n s e  1  2  3  4  5   

    R e -c o d e d r e s p o n s e  5  4  3  2  1   
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 Q u e sti o n  Ori gi n al c o d e a n d r e -c o d e r e s p o n s e  

Q u e sti o n n u m b er:  7  

    Ori gi n al r e s p o n s e  1  2  3  4  5  6  

    R e -c o d e d r e s p o n s e  6  5. 4  4. 2  3. 1  2. 2  1  

Q u e sti o n n u m b er:  8 (if q u e sti o n n u m b er 7 i s a n s w er e d)  

    Ori gi n al r e s p o n s e t o # 8  1  1  2  3  4  5  

    Ori gi n al r e s p o n s e t o # 7  1  2 -6  1 -6  1 -6  1 -6  1 -6  

    R e -c o d e d r e s p o n s e  6  5  4  3  2  1  

Q u e sti o n n u m b er:  8 (if q u e sti o n n u m b er 7 i s N O T a n s w er e d)  

    Ori gi n al r e s p o n s e  1  2  3  4  5   

    R e -c o d e d r e s p o n s e  6  4. 7 5  3. 5  2. 2 5  1   

Q u e sti o n s n u m b er:  9 a, 9 d, 9 e, 9 h  

    Ori gi n al r e s p o n s e  1  2  3  4  5   

    R e -c o d e d r e s p o n s e  5  4  3  2  1   

St e p 2: D et e r mi ni n g H e alt h D o m ai n S c al e S c o r es ( 0 -1 0 0 S c o r es)  

Aft er it e m r e c o di n g, a t ot al r a w s c or e is c o m p ut e d f or e a c h h e alt h d o m ai n s c al e. T h e t ot al r a w 
s c or e is t h e si m pl e al g e br ai c s u m of t h e fi n al r es p o ns e v al u es f or all it e ms i n a gi v e n s c al e, as 
s h o w n i n  T a bl e 2 2 . T h e t ot al r a w s c or e f or e a c h s c al e is tr a nsf or m e d t o a 0-1 0 0 s c al e s c or e usi n g 
t h e f oll o wi n g f or m ul a: 
 

𝐷 𝑢 𝑟 𝑎𝑡  𝑖 𝑜 𝑛  𝑜 𝑓 𝐸 𝑣 𝑜 = 1 0 0  ×  
( R a w  s c o r e  –  L o w e st  p o s si bl e  r a w  s c o r e )

P o s si bl e  r a w  s c o r e  r a n g e
 

T a bl e 2 2  S F -3 6 –  V al u es u s e d i n T r a n sf o r mi n g S F -3 6 v 2 H e alt h S u r v e y H e alt h 
D o m ai n S c al e T ot al R a w S c o r es o n t h e 0 -1 0 0 S c al e   

S c al e  S u m of Fi n al R e s p o n s e V al u e s  
L o w e st a n d hi g h e st 
p o s si bl e t ot al r a w 
s c or e s  

P o s si bl e t ot al r a w 
s c or e r a n g e  

P F  3 a + 3 b + 3 c + 3 d + 3 e + 3f + 3 g + 3 h + 3i + 3j  1 0, 3 0  2 0  

R P  4 a + 4 b + 4 c + 4 d  4, 2 0  1 6  

B P  7 + 8  2, 1 2  1 0  

G H  1 + 1 1 a + 1 1 b + 1 1 c + 1 1 d  5, 2 5  2 0  

V T  9 a + 9 e + 9 g + 9i  4, 2 0  1 6  

S F  6 + 1 0  2, 1 0  8  

R E  5 a + 5 b + 5 c  3, 1 5  1 2  

M H  9 b + 9 c + 9 d + 9f + 9 h  5, 2 5  2 0  
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R a w a n d tr a nsf or m e d s c al e s c or es ar e n ot c al c ul at e d f or t h e R e p ort e d H e alt h Tr a nsiti o n ( H T) it e m.  

As r e c o m m e n d e d b y t h e d e v el o p ers of t h e q u esti o n n air e, mi ssi n g it e m r es p o ns es will b e tr e at e d 
usi n g t h e “ H alf -s c al e r ul e ”, w hi c h st at es t h at a s c or e c a n b e c al c ul at e d if t h e r es p o n d e nt a ns w ers 
at l e ast 5 0 % of t h e it e ms i n a m ulti -it e m s c al e. I n s u c h c as es, t h e mi ssi n g it e m d at a will b e r e pl a c e d 
b y t h e m e a n of t h e a ns w er e d it e ms of it s s c al e. If m or e t h a n 5 0 % of t h e it e ms ar e mi ssi n g wit hi n a 
s c al e, t h e s c al e s c or e will b e mi ssi n g.  

St e p 3: C al c ul ati n g N o r m ali z e d H e alt h D o m ai n S c o r es  

T h e n or m ali z e d s c al e s c or es will t h e n b e c al c ul at e d usi n g t h e f oll o wi n g f or m ul as:  

𝐷 𝑢 𝑟𝑎 𝑡 ℎ  𝑖 𝑜 𝑛 𝑜𝑓 𝐸  𝑣 s c o r e =  
( 𝑜 𝑏 𝑟𝑢 𝑡 ℎ  𝑖 𝑛 𝑖 𝑏𝑜 𝑟 0 − 1 0 0  𝑇 𝑒 𝑟 𝑖 𝑓   –  𝑙 )

𝑢
⁄  

𝑛 𝑜 𝑚 𝑖 𝑑𝑒𝑑 𝑎 𝑡 𝑒  𝑜 𝑓 𝑙𝑎𝑠 ℎ  𝑡 𝑑 𝑜 𝑠𝑒 𝑑  𝑎 𝑡 𝑒 𝑜 𝑓 = 5 0 + ( 𝑓 𝑖 𝑟𝑠 𝑡 ℎ  𝑑 𝑜 𝑠 𝑒𝑑 𝑎  𝑦 s c o r e × 1 0 )  

w h er e a a n d b ar e t h e M e a n a n d St a n d ar d D e vi ati o n of t h e H e alt h D o m ai n s c al e i n t h e 1 9 9 8 U. S. 
g e n er al p o p ul a ti o n as s h o w n i n T a bl e 2 3 . 

T a bl e 2 3  S F -3 6 –  1 9 9 8 G e n e r al U S P o p ul ati o n M e a n s a n d St a n d a r d D e vi ati o n s 
u s e d t o C al c ul at e N o r m ali z e d H e alt h D o m ai n S c o r es   

H e alt h D o m ai n S c al e s  M e a n  St a n d a r d D e vi ati o n  

P F  8 3. 2 9 0 9 4  2 3. 7 5 8 8 3  

R P  8 2. 5 0 9 6 4  2 5. 5 2 0 2 8  

B P  7 1. 3 2 5 2 7  2 3. 6 6 2 2 4  

G H  7 0. 8 4 5 7 0  2 0. 9 7 8 2 1  

V T  5 8. 3 1 4 1 1  2 0. 0 1 9 2 3  

S F  8 4. 3 0 2 5 0  2 2. 9 1 9 2 1  

R E  8 7. 3 9 7 3 3  2 1. 4 3 7 7 8  

M H  7 4. 9 8 6 8 5  1 7. 7 5 6 0 4  

T h e a d v a nt a g es of t h e n or m ali z ati o n of t h e 8 h e alt h d o m ai n s c al es ar e t h at r es ult s f or o n e h e alt h 
d o m ai n s c al e c a n b e m e a ni n gf ull y c o m p ar e d wit h t h os e fr o m t h e ot h er s c al es a n d t h at d o m ai n 
s c or es h a v e a dir e ct i nt er pr et ati o n i n r el ati o n t o t h e distri b uti o n of s c or es i n t h e 1 9 9 8 U. S. g e n er al 
p o p ul ati o n.  
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St e p 4: S c o ri n g t h e P h y si c al a n d M e nt al C o m p o n e nt S u m m a r y M e as u r es  

T h e P C S a n d M C S m e as ur es ar e s c or e d usi n g a 3 -st e p pr o c e d ur e:  
1.  First, t h e 8 h e alt h d o m ai n s c al e s c or es ar e st a n d ar di z e d usi n g m e a ns a n d st a n d ar ds d e vi ati o ns 

fr o m t h e 1 9 9 8 U. S. g e n er al p o p ul ati o n (s e e T a bl e 2 3 ).  
 

2.  S e c o n d, t h es e Z -s c or es ar e a g gr e g at e d usi n g w ei g hts (f a ct or s c or e c o effi ci e nt) fr o m t h e 1 9 9 0 
U. S g e n er al p o p ul ati o n.  
 

3.  T hir d, a g gr e g at e P C S a n d M C S s c or es ar e st a n d ar di z e d b y m ulti pl yi n g t h e st a n d ar di z e d s c al e 
b y 1 0 a n d a d di n g 5 0.  

U. S. g e n er al p o p ul ati o n st ati sti cs us e d i n t h e st a n d ar di z ati o n a n d i n t h e a g gr e g ati o n of S F -3 6 v 2 
H e alt h S ur v e y h e alt h d o m ai n s c al e s c or es ar e pr e s e nt e d i n  T a bl e 2 4 . 

T a bl e 2 4  S F -3 6 –  F a ct o r S c o r e C o effi ci e nts u s e d t o C al c ul at e P C S a n d M C S 
S c o r es f o r t h e S F -3 6 v 2   

 S u m m a r y c o m p o n e nt m e a s ur e f a ct or s c or e c o effi ci e nt s  

S c al e s  P C S  M C S  

P F  0. 4 2 4 0 2  -0. 2 2 9 9 9  

R P  0. 3 5 1 1 9  -0. 1 2 3 2 9  

B P  0. 3 1 7 5 4  -0. 0 9 7 3 1  

G H  0. 2 4 9 5 4  -0. 0 1 5 7 1  

V T  0. 0 2 8 8 7 7  0. 2 3 5 3 4  

S F  -0. 0 0 7 5 3  0. 2 6 8 7 6  

R E  -0. 1 9 2 0 6  0. 4 3 4 0 7  

M H  -0. 2 2 0 6 9  0. 4 8 5 8 1  

E x a m pl e:  

L et’s c o nsi d er t h e f oll o wi n g a ns w ers fr o m a p arti ci p a nt :  

T a bl e 2 5  S F -3 6 –  N u m e ri c al E x a m pl e –  R a w D at a   

#  It e m d e s c ri pti o n A n s w e r  

1  I n g e n er al, w o ul d y o u s a y y o ur h e alt h i s: 1 –  E x c ell e nt  

2  
C o m p ar e d t o o n e y e ar a g o, h o w w o ul d y o u r at e y o ur h e alt h i n g e n er al n o w ?  

2 –  S o m e w h at b ett er 
n o w t h a n o n e y e ar a g o  

3  Vi g or o u s a cti viti e s, s u c h a s r u n ni n g, lifti n g h e a v y o bj e ct s, p arti ci p ati n g i n 
str e n u o u s s p ort s  

2 –  Y e s, li mit e d a littl e  
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#  It e m d e s c ri pti o n A n s w e r  

4  M o d er at e a cti viti e s, s u c h a s m o vi n g  a t a bl e, p u s hi n g a v a c u u m cl e a n er, 
b o wli n g, or pl a yi n g g olf  

2 –  Y e s, li mit e d a littl e  

5  Lifti n g or c arr yi n g gr o c eri e s  2 –  Y e s, li mit e d a littl e  

6  Cli m bi n g s e v er al fli g ht s of st air s  2 –  Y e s, li mit e d a littl e  

7  Cli m bi n g o n e fli g ht of st air s  2 –  Y e s, li mit e d a littl e 

8  B e n di n g, k n e eli n g or st o o pi n g  1 –  Y e s, li mit e d a l ot  

9  W al ki n g m or e t h a n a mil e  2 –  Y e s, li mit e d a littl e  

1 0  W al ki n g s e v er al h u n dr e d y ar d s  2 –  Y e s, li mit e d a littl e  

1 1  W al ki n g o n e h u n dr e d y ar d s  2 –  Y e s, li mit e d a littl e  

1 2  B at hi n g or dr e s si n g y o ur s elf  2 –  Y e s, li mit e d a littl e  

1 3  C ut d o w n o n t h e a m o u nt of ti m e y o u s p e nt o n w or k or ot h er a cti viti e s  2 –  M o st of t h e ti m e  

1 4  A c c o m pli s h e d l e s s t h a n y o u w o ul d li k e  3 –  S o m e of t h e ti m e  

1 5  W er e li mit e d i n t h e ki n d of w or k or ot h er a cti viti e s  2 –  M o st of t h e ti m e  

1 6  H a d diffi c ult y p erf or mi n g t h e w or k or ot h er a cti viti e s (f or e x a m pl e, it t o o k e xtr a 
eff ort)  

3 –  S o m e of t h e ti m e  

1 7  C ut d o w n o n t h e a m o u nt of ti m e y o u s p e nt o n w or k or ot h er a cti viti e s  2 –  M o st of t h e ti m e  

1 8  A c c o m pli s h e d l e s s t h a n y o u w o ul d li k e  3 –  S o m e of t h e ti m e  

1 9  D o n’t d o w or k or ot h er a cti viti e s a s c ar ef ull y a s u s u al  2 –  M o st of t h e ti m e  

2 0  D uri n g t h e p a st 4 w e e k s, t o w h at e xt e nt h a s y o ur p h y si c al h e alt h or e m oti o n al 
pr o bl e m s i nt erf er e d wit h y o ur n or m al s o ci al a cti viti e s wit h f a mil y, fri e n d s, 
n ei g h b o ur s, or gr o u p s ?  

2 –  Sli g htl y  

2 1  H o w m u c h b o dil y p ai n h a v e y o u h a d d uri n g t h e p a st 4 w e e k s ?  3 –  Mil d  

2 2  D uri n g t h e p a st 4 w e e k s, h o w m u c h di d p ai n i nt erf er e wit h y o ur n or m al w or k 
(i n cl u di n g b ot h w or k o ut si d e t h e h o m e a n d h o u s e w or k) ?  

2 –  A littl e bit  

2 3  Di d y o u f e el f ull of lif e ?  4 –  A littl e of t h e ti m e  

2 4  H a v e y o u b e e n a v er y n er v o u s p er s o n ?  3 –  S o m e of t h e ti m e  

2 5  H a v e y o u f elt s o d o w n i n t h e d u m p s t h at n ot hi n g c o ul d c h e er y o u u p ?  2 –  M o st of t h e  ti m e 

2 6  H a v e y o u f elt c al m a n d p e a c ef ul ?  4 –  A littl e of t h e ti m e  

2 7  Di d y o u h a v e a l ot of e n er g y ?  3 –  S o m e of t h e ti m e  

2 8  H a v e y o u f elt d o w n h e art e d a n d l o w ?  2 –  M o st of t h e ti m e  

2 9  Di d y o u f e el w or n o ut ?  4 –  A littl e of t h e ti m e  

3 0  H a v e y o u b e e n a h a p p y p er s o n ?  3 –  S o m e of t h e ti m e  

3 1  Di d y o u f e el tir e d ?  2 –  M o st of t h e ti m e  

3 2  D uri n g t h e p a st 4 w e e k s, h o w m u c h of t h e ti m e h a s y o ur p h y si c al h e alt h or 
e m oti o n al pr o bl e m s i nt erf er e d wit h y o ur s o ci al a cti viti e s (li k e vi siti n g wit h 
fri e n d s, r el ati v e s, et c.) ?  

4 –  A littl e of t h e ti m e  

3 3  I s e e m t o g et ill m or e e a sil y t h a n ot h er p e o pl e 3 –  D o n’t k n o w  

3 4  I a m a s h e alt h y a s a n y b o d y I k n o w 2 –  M o stl y tr u e  

3 5  I e x p e ct m y h e alt h t o g et w or s e 3 –  D o n’t k n o w  

3 6  M y h e alt h i s e x c ell e nt  2 –  M o stl y tr u e  

Aft er h a vi n g r e c o d e d t h e a ns w ers, t h e 8 d o m ai n s c or es ar e e q u al t o:  
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T a bl e 2 6  S F -3 6 –  N u m e ri c al E x a m pl e –  D o m ai n S c o r es   

 R a w 
S c or e  

R a w S c or e 0 -1 0 0  H e alt h D o m ai n Z -S c or e  
N or m ali z e d H e alt h 
D o m ai n Z -S c or e  

P F  1 9  1 0 0 x ( 1 9 -1 0) / 2 0 = 4 5  4 5 - 8 3. 2 9 0 9 4 / 2 3. 7 5 8 8 3 = -1. 6 1  -1. 6 1 x 1 0 + 5 0 = 3 3. 9  

R P  1 0  1 0 0 x ( 1 0-4) / 1 6 = 3 7. 5  3 7. 5 - 8 2. 5 0 9 6 4 / 2 5. 5 2 0 2 8 = -1. 7 6  -1. 7 6 x 1 0 + 5 0 = 3 2. 4  

B P  8. 2  1 0 0 x ( 8. 2-2) / 1 0 = 6 2  6 2 - 7 1. 3 2 5 2 7 / 2 3. 6 6 2 2 4 = -0. 3 9  -0. 3 9 x 1 0 + 5 0 = 4 6. 1  

G H  1 9  1 0 0 x ( 1 9-5) / 2 0 = 7 0  7 0 - 7 0. 8 4 5 7 0 / 2 0. 9 7 8 2 1 = -0. 0 4  -0. 0 4 x 1 0 + 5 0 = 4 9. 6  

V T  1 1  1 0 0 x ( 1 1-4) / 1 6 = 4 3. 7 5  4 3. 7 5 - 5 8. 3 1 4 1 1 / 2 0. 0 1 9 2 3 = -0. 7 3  -0. 7 3 x 1 0 + 5 0 = 4 2. 7  

S F  8  1 0 0 x ( 8-2) / 8 = 7 5  7 5  - 8 4. 3 0 2 5 0 / 2 2. 9 1 9 2 1 = -0. 4 1  -0. 4 1 x 1 0 + 5 0 = 4 5. 9  

R E  7  1 0 0 x ( 7-3) / 1 5 = 2 7  2 7 - 8 7. 3 9 7 3 3 / 2 1. 4 3 7 7 8 = -2. 8 2  -2. 8 2 x 1 0 + 5 0 = 2 1. 8  

M H  1 2  1 0 0 x ( 1 2-5) / 2 0 = 3 5  3 5 - 7 4. 9 8 6 8 5 / 1 7. 7 5 6 0 4 = -2. 2 5  -2. 2 5 x 1 0 + 5 0 = 2 7. 5  

Fi n all y, P C S a n d M C S ar e pr o vi d e d b el o w usi n g T a bl e 2 4 :  

•  P C S = -1. 6 1 x 0. 4 2 4 0 2 + … + -2. 2 5 x -0. 2 2 0 6 9 = -0. 4 1  

•  N or m ali z e d P C S = 1 0 x P C S + 5 0 = 4 5. 9  

•  M C S =  -1. 6 1 x -0. 2 2 9 9 9 + … + -2. 2 5 x 0. 4 8 5 8 1 = -2. 6 2  

•  N or m ali z e d M C S = 1 0 x M C S + 5 0 = 2 3. 8  
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18.3 EQ-5D-5L
The EQ-5D questionnaire comprises 5 questions (items) relating to current problems in the 
dimensions mobility, self-care, usual activities, pain/discomfort, and anxiety/depression. 
Responses in each dimension are divided into 5 ordinal levels coded: (1) no problems, (2) slight 
problems, (3) moderate problems, (4) severe problems, (5) extreme problems. This part, called the 
EQ-5D descriptive system, provides a 5-dimensional description of health status. 
A unique health state is defined by combining one level from each of the 5 dimensions. A total of 
3125 possible health states is defined in this way. Each state is referred to in terms of a 5-digits 
code. For example, state 11111 indicates no problems on any of the 5 dimensions, while state 
12345 indicates no problems with mobility, slight problems with self-care, moderate problems 
with doing usual activities, severe pain or discomfort, and extreme anxiety or depression.
The EQ-5D-5L descriptive system is followed by a VAS (EQ VAS), similar to a thermometer, 
ranging from 0 (worst imaginable health state) to 100 (best imaginable health state). The EQ VAS 
records the respondent’s self-rated valuation of health state, i.e. a value which is based on the 
respondent's preferences (EQ VAS score).
Based on the EQ-5D-5L, the numeric EQ-5D-5L index can be derived, using validated translations 
provided by EuroQoL presented in the following XLS file. The EQ-5D-5L index is frequently 
used in economic evaluations: it represents societal preference values for the full set of EQ-5D-5L 
health states with the best state (perfect health) and “death” being assigned values of 1 and 0, 
respectively.

The United Kingdom value set of this questionnaire will be used for all participants regardless of 
their country.

EQ-5D-5L_Crosswalk_
Index_Value_Calculator.v2.xls

Example: 

Let’s consider a French participant who answered the questionnaire according to Table 27.

Table 27 EQ-5D-5L – Example

Item # Description Answer

1 MOBILITY 1 – I have no problems in walking about
2 SELF-CARE 3 – I have moderate problems washing or dressing 

myself
3 USUAL ACTIVITIES 4 – I have severe problems doing my usual activities
4 PAIN / DISCOMFORT 2 – I have slight pain or discomfort
5 ANXIETY / DEPRESSION 2 – I am slightly anxious or depressed

The health state is then defined as 13422, and the Index value as 0.403.

Global Version ID: 78691_1358828_6645561
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1 8. 4  A n al y sis Vi sit  Wi n d o w s   

S e e S e cti o n  9. 5  f or t h e d efi niti o n of st u d y d a y 1, w hi c h is u s e d t o d et er mi n e t h e a n al ysis visit d a y 
i n t h e t a bl es b el o w. 

T a bl e 2 8  A n al ysis visit wi n d o w s f o r  N e u r ol o gi c al E v al u ati o n  E D S S , T 2 5-F W, 9 -
H P T, S D M T , C-S S R S , P R O MI S, E Q -5 D -5 L a n d H R U t h r o u g h 
W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 1 2  8 5  [ 2, 1 2 7 ) 

W e e k 2 4  1 6 9  [1 2 7 , 2 1 1 ) 

W e e k 3 6  2 5 3  [2 1 1 , 29 5 ) 

W e e k 4 8  3 3 7  [ 29 5, 3 7 9 ) 

W e e k 6 0  4 2 1  [ 37 9 , 46 3 ) 

W e e k 7 2  5 0 5  [ 46 3 , 54 7 )  

W e e k 8 4  5 8 9  [ 54 7 , 6 3 1 ) 

W e e k 9 6  6 7 3  [6 3 1 , 7 1 5 ) 

W e e k 1 0 8  7 5 7  [ 7 1 5, 7 9 9 ) 

W e e k 1 2 0  8 4 1  [ 7 9 9, 8 8 3) 

W e e k 1 3 2  9 2 5  [ 8 8 3, 9 6 7) 

W e e k 1 4 4  1 0 0 9  [ 9 6 7, 1 0 5 1) 

W e e k 1 5 6  1 0 9 3  [ 1 0 5 1, 1 1 0 0) 

T a bl e 2 9  A n al ysis visit wi n d o ws f o r Vit al Si g n s a n d W ei g ht t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 1 2  8 5  [ 2, 1 2 7) 

W e e k 2 4  1 6 9  [ 1 2 7, 2 1 1) 

W e e k 3 6  2 5 3  [ 2 1 1, 2 9 5) 

W e e k 4 8  3 3 7  [ 2 9 5, 3 7 9) 

W e e k 6 0  4 2 1  [ 3 7 9, 4 6 3) 

W e e k 7 2  5 0 5  [ 4 6 3, 5 4 7)  

W e e k 8 4  5 8 9  [ 5 4 7, 6 3 1) 

W e e k 9 6  6 7 3  [ 6 3 1, 8 8 3 ) 

W e e k 1 5 6  1 0 9 3  [ 8 8 3, 1 1 0 0) 

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 4 6 /1 5 9  
   

T a bl e 3 0  A n al ysis visit wi n d o ws f o r M RI t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

S cr e e ni n g/ B a s eli n e  -2 8 t o 1  ≤ 1  

W e e k 2 4  1 6 9  [ 2, 2 5 3 ) 

W e e k 4 8  3 3 7  [2 5 3 , 5 0 5 ) 

W e e k 9 6  6 7 3  [5 0 5 , 8 8 3 ) 

W e e k 1 5 6  1 0 9 3  [ 8 8 3, 1 1 0 0) 

T a bl e 3 1  A n al ysis visit wi n d o ws f o r S F -3 6 v 2 t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 2 4  1 6 9  [ 2, 2 5 3) 

W e e k 4 8  3 3 7  [ 2 5 3, 4 2 1) 

W e e k 7 2  5 0 5  [ 4 2 1, 5 8 9) 

W e e k 9 6  6 7 3  [ 5 8 9,7 5 7 ) 

W e e k 1 2 0  8 4 1  [ 7 5 7, 9 2 5) 

W e e k 1 4 4  1 0 0 9  [ 9 2 5, 1 0 5 1) 

W e e k 1 5 6  1 0 9 3  [ 1 0 5 1, 1 1 0 0) 

T a bl e 3 2  A n al ysis visit wi n d o ws f o r 1 2 -l e a d E C G t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  [ 1, d o s e ti m e) 

D a y 1 P o st d o s e  1  [ d o s e ti m e, 1] 

W e e k 4  2 9  [ 2, 1 4 9 ) 

W e e k 2 4  2 6 9  [1 4 9 , 47 1)  

W e e k 9 6  6 7 3  [4 7 1 , 8 8 3 ) 

W e e k 1 5 6  1 0 9 3  [ 8 8 3, 1 1 0 0) 

T a bl e 3 3  A n al ysis visit wi n d o w s f o r Bi o c h e mist r y ( e x c e pt t ests n ot e d as 
S u p pl e m e nt L F Ts) a n d H e m at ol o g y  t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 1 2  8 5  [ 2, 1 2 7) 

W e e k 2 4  1 6 9  [ 1 2 7, 2 5 3) 

W e e k 4 8  3 3 7  [ 2 5 3, 4 2 1)  

W e e k 7 2  5 0 5  [ 4 2 1, 5 8 9)  

W e e k 9 6  6 7 3  [ 5 8 9, 7 1 5) 

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 4 7 /1 5 9  
   

W e e k 1 0 8  7 5 7  [ 7 1 5, 8 4 1 ) 

W e e k 1 3 2  9 2 5  [ 8 4 1, 1 0 0 9) 

W e e k 1 5 6  1 0 9 3  [ 1 0 0 9, 1 1 0 0) 

T a bl e 3 4  A n al ysis visit wi n d o w s f o r Bi o c h e mist r y t ests n ot e d as S u p pl e m e nt L F T s 
t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 2  1 5  [ 2, 2 2 ) 

W e e k 4  2 9  [2 2 , 36 ) 

W e e k 6  4 3  [ 36 , 5 0 ) 

W e e k 8  5 7  [5 0 , 6 4 )  

W e e k 1 0  7 1  [6 4 , 7 8 ) 

W e e k 1 2  8 5  [ 7 8, 9 2) 

W e e k 1 4  9 9  [ 9 2, 1 0 6) 

W e e k 1 6  1 1 3  [ 1 0 6, 1 2 0) 

W e e k 1 8  1 2 7  [ 1 2 0, 1 3 4) 

W e e k 2 0  1 4 1  [ 1 3 4, 1 4 8) 

W e e k 2 2  1 5 5  [ 1 4 8, 1 6 2) 

W e e k 2 4  1 6 9  [ 1 6 2, 1 8 3)  

W e e k 2 8  1 9 7  [ 1 8 3, 2 1 1) 

W e e k 3 2  2 2 5  [ 2 1 1, 2 3 9) 

W e e k 3 6  2 5 3  [ 2 3 9, 2 6 7) 

W e e k 4 0  2 8 1  [ 2 6 7, 2 9 5) 

W e e k 4 4  3 0 9  [ 2 9 5, 3 2 3) 

W e e k 4 8  3 3 7  [ 3 2 3, 3 7 9) 

W e e k 6 0  4 2 1  [ 3 7 9, 4 6 3) 

W e e k 7 2  5 0 5  [ 4 6 3, 5 4 7) 

W e e k 8 4  5 8 9  [ 5 4 7, 6 3 1) 

W e e k 9 6  6 7 3  [ 6 3 1, 7 1 5) 

W e e k 1 0 8  7 5 7  [ 7 1 5, 7 9 9 ) 

W e e k 1 2 0  8 4 1  [ 7 9 9, 8 8 3) 

W e e k 1 3 2  9 2 5  [ 8 8 3, 9 6 7) 

W e e k 1 4 4  1 0 0 9  [ 9 6 7, 1 0 5 1)  

W e e k 1 5 6  1 0 9 3  [ 1 0 5 1, 1 1 0 0) 

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 4 8 /1 5 9  
   

T a bl e 3 5  A n al ysis visit wi n d o ws f o r U ri n al ysi s t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi si t wi n d o w ( d a y s) 

B a s eli n e  1  ≤ 1  

W e e k 2 4  1 6 9  [ 2, 2 5 3) 

W e e k 4 8  3 3 7  [ 2 5 3, 4 2 1) 

W e e k 7 2  5 0 5  [ 4 2 1, 5 8 9)  

W e e k 9 6  6 7 3  [ 5 8 9, 8 8 3 ) 

W e e k 1 5 6  1 0 9 3  [ 8 8 3, 1 1 0 0) 

T a bl e 3 6  A n al ysis visit wi n d o w s f o r Bi o m a r k e rs (i n cl u di n g Nf L  a n d I g l e v els ) 
t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 1 2  8 5  [ 2, 1 2 7) 

W e e k 2 4  1 6 9  [ 1 2 7, 2 5 3) 

W e e k 4 8  3 3 7  [ 2 5 3, 4 2 1) 

W e e k 7 2  5 0 5  [ 4 2 1, 5 8 9)  

W e e k 9 6  6 7 3  [ 5 8 9, 7 5 7) 

W e e k 1 2 0  8 4 1  [ 7 5 7, 9 2 5) 

W e e k 1 4 4  1 0 0 9  [ 9 2 5, 1 0 5 1) 

W e e k 1 5 6  1 0 9 3  [ 1 0 5 1, 1 1 0 0) 

T a bl e 3 7  A n al ysis visit wi n d o w s f o r P D/ Bi o m a r k e rs m e as u r e d as p a rt of t h e P D 
s u b st u d y ( B T K O, c ell ul a r f u n cti o n a n d c yt o ki n es) t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 2  1 5  [ 2, 2 2 ) 

W e e k 4  2 9  [2 2 , 4 3 ) 

W e e k 8  5 7  [ 4 3, 7 1) 

W e e k 1 2  8 5  [ 7 1, 1 2 7) 

W e e k 2 4  1 6 9  [ 1 2 7, 1 7 2) 

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 4 9 /1 5 9  
   

T a bl e 3 8  A n al ysis visit wi n d o ws f o r H B V D N A t h r o u g h W e e k  1 5 6   

A n al y si s vi sit  N o mi n al a n al y si s vi sit d a y  A n al y si s vi sit wi n d o w ( d a y s)  

B a s eli n e  1  ≤ 1  

W e e k 4  2 9  [ 2, 4 3) 

W e e k 8  5 7  [ 4 3, 7 1) 

W e e k 1 2  8 5  [7 1 , 1 2 7) 

W e e k 2 4  1 6 9  [ 1 2 7, 2 1 1 ) 

W e e k 3 6  2 5 3  [ 2 1 1, 2 9 5) 

W e e k 4 8  3 3 7  [2 9 5, 3 7 9 ) 

W e e k 6 0  4 2 1  [ 3 7 9, 4 6 3) 

W e e k 7 2  5 0 5  [ 46 3 , 5 4 7 )  

W e e k 8 4  5 8 9  [ 5 4 7, 6 3 1) 

W e e k 9 6  6 7 3  [6 3 1 , 7 5 7)  

W e e k 1 2 0  8 4 1  [ 7 5 7, 9 6 7 ) 

W e e k 1 5 6  1 0 9 3  [9 6 7 , 1 1 0 0)  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 0 /1 5 9  
   

1 8. 5  Ti e r 1 A Es a n d A E SI s   

A r ef er e n c e s pr e a ds h e et c o nt ai ni n g t h e li st of A E t er ms t o pr o gr a m m ati c all y fl a g p arti ci p a nt s wit h 
Ti er 1 A Es a n d A E SI s will b e  s h ar e d  b y t h e S af et y T e a m  a n d r e g ul arl y u p d at e d  as p er  M e d D R A 
v ersi o n u p d at e s. 

T h e l at est v ersi o n of t h e fil e at ti m e of a n al ysis will b e us e d.   

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 1 /1 5 9  
   

1 8. 6  L a b o r at o r y P a r a m et e rs t o b e S u m m a ri z e d i n t h e T L Fs   

T a bl e 3 9  L a b o r at o r y P a r a m et e rs t o b e S u m m a ri z e d i n t h e T L Fs   

 

N a m e s of Cli ni c al S af et y 
L a b o r at o r y E v al u ati o n s i n 
Pr ot o c ol  

If gr a d a bl e p a r a m et e r, 
c orr e s p o n di n g e v al u ati o n 
n a m e s i n N CI -C T C A E 5 . 0 

W o r st o n 
tr e at m e nt 
v al u e b a s e d 
o n n or m al 
r a n g e  

Bi o c h e mi str y  

Al b u mi n  H y p o al b u mi n e mi a  L O W  

A s p art at e a mi n otr a n sf er a s e  
A s p art at e a mi n otr a n sf er a s e 
i n cr e a s e d 

HI G H  

Al a ni n e a mi n otr a n sf er a s e  
Al a ni n e a mi n otr a n sf er a s e 
i n cr e a s e d 

HI G H  

Al k ali n e p h o s p h at a s e  Al k ali n e p h o s p h at a s e i n cr e a s e d  HI G H  

G a m m a -Gl ut a m yl -tr a n sf er a s e G G T i n cr e a s e d  HI G H  

L a ct at e d e h y dr o g e n a s e  
Bl o o d l a ct at e d e h y dr o g e n a s e 
i n cr e a s e d 

HI G H  

Bilir u bi n (t ot al)  Bl o o d bilir u bi n i n cr e a s e d  HI G H  

Pr ot ei n (t ot al)   L O W  

Cr e ati ni n e  Cr e ati ni n e i n cr e a s e d  HI G H  

e G F R  C hr o ni c ki d n e y di s e a s e  L O W  

A m yl a s e  S er u m a m yl a s e i n cr e a s e d  HI G H  

Li p a s e  Li p a s e i n cr e a s e d  HI G H  

Bl o o d ur e a nitr o g e n   HI G H  

Gl u c o s e  H y p o gl y c e mi a  L O W  

S o di u m  H y p er n atr e mi a  HI G H  

S o di u m  H y p o n atr e mi a  L O W  

P ot a s si u m  H y p er k al e mi a  HI G H  

P ot a s si u m  H y p o k al e mi a  L O W  

C hl ori d e   N A  

C al ci u m  H y p er c al c e mi a * HI G H  

C al ci u m  H y p o c al c e mi a * L O W  

M a g n e si u m  H y p er m a g n e s e mi a  HI G H  

M a g n e si u m  H y p o m a g n e s e mi a  L O W  

P h o s p h at e   L O W  

T ot al C ar b o n Di o xi d e  Bl o o d bi c ar b o n at e d e cr e a s e d  L O W  

H e m at ol o g y  

H e m at o crit   L O W/ HI G H  

H e m o gl o bi n  H e m o gl o bi n i n cr e a s e d  HI G H  

H e m o gl o bi n  A n e mi a  L O W  

M e a n c or p u s c ul ar v ol u m e ( M C V)   N A  

M e a n c or p u s c ul ar h e m o gl o bi n  
( M C H) 

 N A  

M e a n c or p u s c ul ar h e m o gl o bi n 
c o n c e ntr ati o n  ( M C H C) 

 N A  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 2 /1 5 9  
   

 

N a m e s of Cli ni c al S af et y 
L a b o r at o r y E v al u ati o n s i n 
Pr ot o c ol  

If gr a d a bl e p a r a m et e r, 
c orr e s p o n di n g e v al u ati o n 
n a m e s i n N CI -C T C A E 5 . 0 

W o r st o n 
tr e at m e nt 
v al u e b a s e d 
o n n or m al 
r a n g e  

R e d bl o o d c ell c o u nt   N A  

R eti c ul o c yt e c o u nt   N A  

Pl at el et c o u nt  Pl at el et c o u nt d e cr e a s e d  L O W  

W hit e bl o o d c ell c o u nt  L e u k o c yt o si s  HI G H  

W hit e bl o o d c ell c o u nt  W hit e bl o o d c ell d e cr e a s e d  L O W  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: B a s o p hil s $  

 N A  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: E o si n o p hil s $  

E o si n o p hili a  HI G H  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: L y m p h o c yt e s $  

L y m p h o c yt e c o u nt i n cr e a s e d  HI G H  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: L y m p h o c yt e s $  

L y m p h o c yt e c o u nt d e cr e a s e d  L O W  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: M o n o c yt e s $  

 N A  

W hit e bl o o d c ell diff er e nti al s a n d 
a b s ol ut e c o u nt s: N e utr o p hil s $  

N e utr o p hil c o u nt d e cr e a s e d  L O W  

Uri n al y si s  

p H   N A  

Nitrit e   N A  

Pr ot ei n   N A  

Bl o o d   N A  

Gl u c o s e   N A  

K et o n e s b o di e s   N A  

Ur o bili n o g e n   N A  

Bilir u bi n   N A  

L e u k o c yt e e st er a s e b y di p sti c k   N A  

S p e cifi c gr a vit y   N A  

Mi cr o s c o pi c e x a mi n ati o n (if bl o o d 
or pr ot ei n i s a b n or m al)  

 N A  

β h C G ( w o m e n o nl y)   N A  

C o a g ul ati o n  
I nt er n ati o n al n or m ali z e d r ati o  N A  

P arti al t hr o m b o pl a sti n ti m e   N A  

R efl e x T e sti n g f or 
H B V D N A  

H B V D N A  P C R   HI G H  

A nti n u cl e ar a nti b o d y, a nti s m o ot h 
m u s cl e a nti b o d y, a nti b o d y t o li v er 
ki d n e y mi cr o s o m e s  

 N A  

Al k ali n e p h o s p h at a s e, Al b u mi n   N A  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 3 /1 5 9  
   

 

N a m e s of Cli ni c al S af et y 
L a b o r at o r y E v al u ati o n s i n 
Pr ot o c ol  

If gr a d a bl e p a r a m et e r, 
c orr e s p o n di n g e v al u ati o n 
n a m e s i n N CI -C T C A E 5 . 0 

W o r st o n 
tr e at m e nt 
v al u e b a s e d 
o n n or m al 
r a n g e  

H e p ati c/ A ut oi m m u n e 
P a n el (t o b e 
p erf or m e d i n t h e 
e v e nt of el e v at e d 
L F T s ) 

A nti -H A V I g M, H B s A g, a nti -H B c, 
a nti - H B s A g, a nti -H C V, a nti -H E V 
I g G a n d I g M, a nti-V C A I g G a n d 
I g M, a nti-E A I g G, a nti -E B N A I g G, 
a nti -C M V I g G a n d I g M, E B V P C R, 
a n d C M V P C R  

 N A  

F erriti n/ Tr a n sf erri n s at ur ati o n   N A  

Fi bri n o g e n, E S R, h s C R P   N A  

F o c u s e d G e n eti c T e sti n g  ( e. g Hi g h 
Ir o n F e) 

 
N A  

* C orr e ct e d c al ci u m ( m m ol/ L) t o b e u s e d i n C T C A E gr a di n g d eri v e d a s ‘ m e a s ur e d t ot al c al ci u m ( m m ol/ L) + 0. 0 2 
( 4 0 –  s er u m al b u mi n [ g/ L]’ . 
$  F or W B C diff er e nti al c o u nt s (t ot al n e utr o p hil [i n cl u di n g b a n d s], l y m p h o c yt e, m o n o c yt e, e o si n o p hil, a n d b a s o p hil 
c o u nt s), t h e a b s ol ut e v al u e will b e u s e d w h e n r e p ort e d.  W h e n o nl y p er c e nt a g e s ar e a v ail a bl e (t hi s i s m ai nl y 
i m p ort a nt f or n e utr o p hil s a n d l y m ph o c yt e s, b e c a u s e t h e C T C A E gr a di n g i s b a s e d o n t h e a b s ol ut e c o u nt s), t h e 
a b s ol ut e v al u e i s d eri v e d a s f oll o w s: D eri v e d diff er e nti al a b s ol ut e c o u nt = ( W B C c o u nt) * ( Diff er e nti al % v al u e / 
1 0 0).  

If t h e r a n g e f or t h e diff er e nti al a b s ol ut e c o u nt i s n ot a v ail a ble ( o nl y r a n g e f or v al u e i n % i s a v ail a bl e) t h e n Gr a d e 1 
will b e attri b ut e d t o a s f oll o w s:  

•  L y m p h o c yt e c o u nt d e cr e a s e d:   

o  d eri v e d a b s ol ut e c o u nt d o e s n ot m e et Gr a d e 2 -4 crit eri a, a n d  

o  % v al u e < % L L N v al u e, a n d  

o  d eri v e d a b s ol ut e c o u nt ≥ 8 0 0/ m m 3  

•  N e utr o p hil c o u nt d e cr e a s e d : 

o  d eri v e d a b s ol ut e c o u nt d o e s n ot m e et Gr a d e 2 -4 crit eri a, a n d  

o  % v al u e < % L L N v al u e, a n d  

o  d eri v e d a b s ol ut e c o u nt ≥ 1 5 0 0/ m m 3  

 

I n N CI-C T C A E v 5. 0 t h e f oll o wi n g p ar a m et ers ar e n ot gr a d a bl e at B as eli n e  as gr a di n g i m pli es 
d e p e n d e n ci es t o B as eli n e  ( e. g. A L T Gr a d e  1: > U L N - 3. 0 x U L N if B as eli n e  w as n or m al; 1. 5 - 3. 0 
x B as eli n e  if B as eli n e  w a s a b n or m al):  

•  E osi n o p hili a ( a d d e d t er m, Gr a d e  1 d e p e n ds o n B as eli n e ) 

•  Al a ni n e a mi n otr a nsf er as e i n cr e as e d  

•  Al k ali n e p h os p h at as e i n cr e as e d  

•  As p art at e a mi n otr a nsf er as e  i n cr e as e d 

•  Bl o o d t ot al bilir u bi n i n cr e as e d  

•  Cr e ati ni n e i n cr e as e d  

•  G G T i n cr e as e d  

•  I N R i n cr e as e d ( d e p e n d e nt o n B as eli n e  als o i n v 4. 0 3)  
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I n a d diti o n, i n v 5. 0 t h e t er m ‘ H y p er gl y c e mi a’ d o es n ot d e p e n d o n gl u c os e l a b or at or y 
m e as ur e m e nts a n y m or e a n d is t h us e x cl u d e d fr o m l a b or at or y a n al ys es a n d p art of A E r e p orti n g 
o nl y.  

F or t h e t er m ‘ H e m o gl o bi n i n cr e as e d’ t h e d e p e n d e n c y t o B as eli n e  is r e m o v e d i n v 5. 0. ‘I N R 
i n cr e as e d’ is d e p e n d e nt o n B as eli n e  v al u es a n d i nt a k e of a nti c o a g ul a nts i n b ot h v ersi o ns.  
  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 5 /1 5 9  
   

1 8. 7  H a n dli n g of l a b o r at o r y r es ults wit h m o difi e rs   

S o m e l a b or at or y p ar a m et ers r es ult s ar e pr es e nt e d wit h m o difi ers i n S D T M. L B ( < x x, > x x, < = x x, 
> = x x). I n or d er e. g. t o us e t h e m i n s u m m ar y st ati sti cs o ut p ut s, l a b or at or y m o difi ers will b e h a n dl e d 
as f oll o ws:  

•  W h e n t h e m o difi er is e q u al t o “ < ” t h e d eri v e d l a b o r at or y v al u e will b e e q u al t o t h e ori gi n al 
v al u e mi n us a q u a ntit y. T h e q u a ntit y will b e e q u al t o:  

•  1 if t h e ori gi n al v al u e is a n i nt e g er  

•  0. 1 if t h e ori gi n al v al u e h as o n e si g nifi c a nt di git aft er t h e d e ci m al pl a c e  

•  0. 0 1 if t h e ori gi n al v al u e h as 2  si g nifi c a n t di git s aft er t h e d e ci m al pl a c e 

•  Et c …  

As t h e d eri v e d v al u e m ust al w a ys b e p ositi v e, t h er e is a n e x c e pti o n f or ori gi n al v al u es e q u al t o 1, 
0. 1, 0. 0 1, a n d s o o n. F or s u c h c as es, t h e q u a ntit y will b e e q u al t o t h e q u a ntit y d efi n e d a b o v e di vi d e d 
b y 1 0.  

E x a m pl e s:  

1.  If t h e ori gi n al v al u e is e q u al t o “ < 1 5 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 1 4  

2.  If t h e ori gi n al v al u e is e q u al t o “ < 0. 5 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 0. 4  

3.  If t h e ori gi n al v al u e is e q u al t o “ < 0. 0 0 1 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 0. 0 0 0 9  

•  W h e n t h e m o difi er is e q u al t o “ > ” t h e d eri v e d l a b or at or y v al u e will b e e q u al t o t h e ori gi n al 
v al u e pl us a q u a ntit y. T h e q u a ntit y will b e  e q u al t o:  

•  1 if t h e ori gi n al v al u e is a n i nt e g er  

•  0. 1 if t h e ori gi n al v al u e h as 1  si g nifi c a nt di git aft er t h e d e ci m al pl a c e 

•  0. 0 1 if t h e ori gi n al v al u e h as 2  si g nifi c a nt di git s aft er t h e d e ci m al pl a c e  

•  Et c …  

E x a m pl es :  

1.  If t h e ori gi n al v al u e is e q u al t o “ > 2 0 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 2 1  

2.  If t h e ori gi n al v al u e is e q u al t o “ > 8. 5 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 8. 6  

3.  If t h e ori gi n al v al u e is e q u al t o “ > 1. 0 4 5 ”, t h e n t h e c orr es p o n di n g n u m eri c v al u e f or s u m m ar y 
st atisti cs will b e e q u al t o 1. 0 4 6  
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E x c e pti o ns:  

1.  F or C yt o m e g al o vir us I g M A nti b o d y, E pst ei n -B arr C a psi d I g M A nti b o d y, E pst ei n -B arr E arl y 
D A nti g e n I g G A b, E pst ei n -B arr N u cl e ar A nti g e n 1 I g G A b, w h e n t h e v al us is “ < y y ” t h e n 
c orr es p o n di n g n u m eri c v al u e f or s u m m ar y st atisti cs will b e e q u al t o “ y y/ 2 ”.  

2.  H e p atiti s B Vir us D N A Q u a nt P C R  : If t h e ori gi n al v al u e is e q u al t o “ < 1 0 ”, t h e n t h e 
c orr es p o n di n g n u m eri c v al u e f or s u m m ar y st ati sti cs will b e e q u al t o 5 (f or ot h er ori gi n al 
v a l u es, t h e g e n er al r ul e a b o v e a p pli es)  
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1 8. 8  M ulti pli cit y G r a p h   

 

A R R  =  A n n u ali z e d R el a p s e R at e, C D P  =  C o nfir m e d Di s a bilit y Pr o gr e s si o n, C F B  =  c h a n g e fr o m B a s eli n e, 
G d +  =  g a d oli ni u m p o siti v e, Nf L = N e ur ofil a m e nt Li g ht C h ai n, P R O MI S  =  P ati e nt R e p ort e d O ut c o m e s M e a s ur e m e nt 
I nf or m ati o n S y st e m, T 1 a n d T 2 =  t y p e of M a g n eti c R e s o n a n c e I m a g e, w k = W e e k.  
  

Gl o b al V ersi o n I D: 7 8 6 9 1 _ 1 3 5 8 8 2 8 _ 6 6 4 5 5 6 1

P P D

P P
D



E v o b r uti ni b  E V O L U TI O N  R M S 2  
 M S 2 0 0 5 2 7 _ 0 0 8 2 2 0  N o v e m b e r  2 0 2 3/ V e rsi o n 8 . 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 5 8 /1 5 9  
   

1 8. 9  St ati sti c al M et h o d ol o g y   

T h e d o c u m e nt d et aili n g st atisti c al m et h o d ol o g y a n d pr o c e d ur es is f o u n d i n ct p -ms 2 0 0 5 2 7 -
0 0 8 2 -st at -m et h o d -v 1 -0. d o c x .  
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1 8. 1 0  S A P f o r I D M C/ S M C   

T h e I D M C S A P i s f o u n d i n  ct p -ms 2 0 0 5 2 7 - -0 0 8 2 -s a p -i d m c-v 7 -0. d o c x.  

B R E E Z E l o c ati o n:  

-St atisti c al A n al ysis Pl a n -I D M C S A P V 7 . 0/ D o c u m e nt I D: V V -C LI N -3 3 3 1 6 4  

-St atisti c al A n al ysis Pl a n -I D M C S A P S h ell s V 7 . 0/ D o c u m e nt I D: V V -C LI N -
3 3 3 1 6 5  
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Si g n at ur e P a g e f or V V- C LI N- 1 7 1 5 6 9 v 1 1. 0

Si g n at ur e P a g e f or V V- C LI N- 1 7 1 5 6 9 v 1 1. 0

A p pr o v al T as k
N o n cli ni c al
2 1- N o v- 2 0 2 3 1 5: 2 5: 0 6 G M T + 0 0 0 0

A p pr o v al T as k
Cli ni c al
2 1- N o v- 2 0 2 3 1 5: 4 4: 3 7 G M T + 0 0 0 0
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