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L I S T  O F  A B B R E VI A TI O N S  
 

A E  a d v er s e  e v ent  
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D E F I NI TI O N S  
 

A d v ers e  E v e nt A n  a d v er s e   ev e nt ( A E)  is t h e d e v el o p m e nt  of  a n  u nt o w ar d 
m e di c al  o c c u rr e nc e   or t h e  d et erior a tio n  of  a  pr e- e x isti n g 
m e di c al  c o n d iti o n f oll o wi n g  or  d uri n g  e x p os u r e t o a n 
i n v esti g atio n al  p r o d u ct,  w h et h er  or  n ot it is c o n si d er e d 
c a us all y r el at e d  t o th e  p r o d u ct.  C ha n g es  i n  a  c hr o ni c 
c o n diti o n  or  di s ea s e t h at  are  c o ns iste nt   with  n at ur al  dis e as e  
p ro g res sio n  a re  N O T  c o n s id e re d  A E s. 

S e rio us  A E A n y  u nt o w ar d  m e di c al  o c c u rre n c e  w hi c h  r es ults i n  d e at h; 
is a  lif e-t hr e at e ni n g  e x p eri e n c e; re q uir es   h os pit aliz ati o n 
( a d missi o n t o  h os pital   wit h  a sta y   >  2 4  h o urs)  or 
pr ol o n g ati o n  of  a n  e x isti n g  h os pit aliz a ti o n  w hic h  is  n ot 
s p e cifi c all y r e q uir e d  b y t h e  pr ot o c ol  or is  el e c tiv e;  r es ults 
i n  per m a n e nt i m p air m e nt  of  a  b o d y f u n c tio n  or  p er m a n e nt  
d a m a g e  t o  a  b o d y stru ct ur e;  or  re q u ires  m e di c al  or s ur gi c al  
i nt er v e ntio n t o  pr e cl u d e   per m a n e n t i mp air m e nt   of  a  b o d y 
fu n c tio n  o r p e rm a n e n t d a m a g e  to  a  b o d y s tru c tu re.  

T re a tm e nt  E m e rg e nt  
A d v er s e E v e n ts  a n d 
Tr e at m e nt  E m er g e nt  S eri o us 
A d v ers e  E v e nts  

A d v ers e  e v e nts  t h at   oc c ur  a fter  d osi n g  a n d  pr e- e x i sti n g 
m e di c a l  c o n diti o ns  t h at    w orse n   f ollo wi n g  e x p os ur e  t o   a n  
i n v estig ati o n a l  pr o d u ct. 
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O bj e ct iv es  E n d p o ints  

 •  C h a n g e  in  th e  m e a ns  of  th e  A D P Ss  fro m  th e  
B P I- D P N fro m t h e  7  d a y s   pri or t o t h e D a y  0 
V isit t o t h e  7  d a ys  pri or t o t h e D a y  9 0  Visit f or 
E n g e nsi s c o m p ar e d t o  Pl a c e b o 

•  C h a n g es i n t h e s e v er ity s c o r es ( A v er a g e  P ai n, 
W orst  P ai n,  L e ast  P ai n,  a n d  P ai n  Ri g ht  N o w) 
fr o m t h e f ull B P I- D PN  fr o m t h e  7  d a y s  pri or t o 
t h e D a y  0  V isit t o t h e  7  d a ys  pri or t o t h e D a y  9 0 
V isit a n d t h e  7  d a ys  pri or t o t h e  D a y  1 8 0  V isit 
f or  E n g e nsis  c o m par e d t o  Pl a c e b o 

•  C h a n g es i n  Mi c hi g a n  N e ur o p at h y  S cr e e ni n g 
I nstr um e nt ( M N SI)  ass e s s m e nts  fro m  B as e lin e 
t o D a y  9 0  a n d t o  D a y  1 8 0 f or  E n g e nsi s 
c o m p ar e d t o  Pl a c e b o 

•  C h a n g e i n t h e  3 6 -It e m  S h ort  F or m  H e alt h 
S ur v e y ( S F- 3 6) fr o m  B as e lin e t o  D a y  9 0  a n d t o 
D a y  1 8 0 f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

•  C h a n g e i n t h e  E ur o Q ol  H e alt h  Utiliti es I n d e x 
( E Q- 5 D) fro m  B as e lin e  t o D a y  9 0  a n d t o  D a y 
1 8 0 f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 
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•  Pr o p or tio n  of  R es p o n d er s ( ≥  2 0,  3 0,  4 0,  6 0  a n d  7 0 %  r ed u cti o n i n t h e  m e a ns  of t h e  A D P S s 

fro m t h e  B PI - D P N) fr o m t h e  7  d a ys  pri or t o t h e  D a y  0  Visit t o t h e  7  d a ys  pri or t o t h e  D a y 

9 0  Visit  a n d t h e  7  d a ys  pri or t o t h e  D a y  1 8 0  Visit f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

•  C h a n g es i n t h e  m e a ns  of  t h e  A ver a g e  D a ily  P ai n  S c o r es ( A D P S s) fro m t h e  B P I- D P N 
fro m t h e  7  d a ys  pri or t o t h e  D a y  0  Visit t o t h e  7  d a ys  pri or t o t h e  D a y  9 0  V isit f or  E n g e nsis 
c o m p ar e d t o  Pl a c e b o 
−  T h is  will  b e c a l c ul at e d t h e s a m e w a y  d es cr i b e d i n S e c tio n  4. 1 . 

•  C h a n g es i n t h e s e v er ity s c o r es ( A v er a g e  P ai n,  W orst  P ai n,  L e ast  P ai n  a n d  P ai n  Ri g ht  N o w) 
fr o m t h e f ull B P I- D P N fro m  t h e  7  d a ys  pri or t o t h e  D a y  0  Visit t o t h e  7  d a ys  pri or t o t h e D a y 
9 0  V isit  a n d t o t h e  7  d a ys  pri or t o t h e D a y  1 8 0  Visit f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

−   T h e  s e ver ity s c or e  c o nsi sts  of f o ur s c o r es ( A v er a g e  P ai n,  W orst  P ai n,  L e ast  P ai n 
a n d  P ai n  Ri g ht  N o w) ,  a n d t h e  o ver a ll  a v er ag e  of t h e s c or es  c a n  b e  c a l c ul at e d.  T h e 
c h a n g e i n  e a c h s c or e  w ill b e  c a l c ul at e d  a n d  a n al yz e d s e p ar at el y. 

•  C h a n g es i n  Mi c hi g a n  N e ur o p at h y  S cr e e ni n g I nstr u m e nt ( M N SI)  fro m  B as e lin e t o  D a y  9 0 
a n d t o  D a y  1 8 0 f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

−   T h e   M N SI  c o m pris es  a  Par tici p a nt  q u es tio n n air e ( 1 5  q u es tio ns)  w it h t w o  d o m ai ns: 
P h ysi c a l  Asse ss m e nt  a n d  Hist or y.  T h e   c h a n g e  will  b e c a l c ul at e d f or e a c h  d o m ai n 
s e par a t el y. 

•  C h a n g es i n  Q u a lity  of  Lif e i n t h e  3 6- ite m  S h ort  F or m  H e a lth  S ur v e y ( S F- 3 6)  fro m 
B as e lin e t o  D a y  9 0  a n d t o  D a y  1 8 0 f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

−   T h e   S F- 3 6 s ur v e y  h as  8  d o m ai ns  a n d  2  c o m p o n e nt s c or es; t h e  8  d o m ai ns i n cl u d e 
P h ysi c a l  F u n ctio ni n g,  S o ci al  F u n c tio ni n g,  R ol e – P h ysi c a l,  R ol e –E m oti o n a l,  B o dily 
P ai n,  G e n er a l H e a lt h,  Vit alit y,  a n d  M e nt al H e a lth,  a n d t h e  2  c o m p o n e nt s c o r es 
i n cl u d e  a  P h ysic a l  C o m p o n e nt s c or e  a n d  M e nt al  C o m p o n e nt s c or e. T h e   c h a n g e  will 
b e  c a l c ul at e d f or e a c h  d o m ai n  a n d  c o m p o n e nt s c or e s e p a r at el y. 

•  C h a n g es i n  Q u a lity  of  Lif e i n t h e  E u r o Q ol  He a lt h  Utilities I n d e x ( E Q- 5 D) fr o m  B as e lin e 
t o D a y  9 0  a n d  D a y  1 8 0 f or  E n g e nsis  c o m p ar e d t o  Pl a c e b o 

−   E Q -5 D  h as  2  m ai n  p ar ts.  Par t  1 is t h e  d escr i ptiv e s yst e m  a n d  P ar t  2 is t h e  vis u al 

a n al o g s c a l e  of s elf-r at e d  he a lth.  P ar t  1  c o nsists  of  5  q u esti o ns ass essi n g : M o bilit y,  
S elf- C ar e,  U s ual  A c ti vitie s,  A n xi et y/D e p r essi o n  a n d  P ai n/ Dis c o mf ort. T h e  o v er all 
h e alt h st at e  v al u e i n d e x  c o m bi ni n g t h e  5  q u esti o ns  of  P art  1 i n  E Q- 5 D  will  b e 
c al c ul at e d.  T h e  o v er all s c or es  a n d  c h a n g e i n  e a c h  P art  will  b e  c al c ul at e d  a n d 
s u m m ari z e d . 

 

4. 4.   S af et y  O ut c o m es  

S af e t y a n al ys es i n t his st u d y  will e v al u at e t h e saf e t y  pr ofile  of  E n g e nsis as  c o m p ar e d  w ith  Pl a c e b o. 
N o f or m al  sta tistic a l t esti n g  will  b e c o n d u ct e d f or t h e saf e t y a n al ys es.    All  par tici p a nts i n t h e s af e t y 
s u bs et  w ill  b e i ncl u d e d  i n t he s e  a n al ys es.   Par tic i pa nts  w ill  b e  gr o u p e d  b y tr e at me nt r e c e i v e d.    All 
s um m ar i es  will  b e  der i v e d  b as e d  o n  a v aila bl e  d a t a.  N o i m p ut atio n  will  b e  p erf or m e d f or  mi ssi n g 
v al u e s.  All saf e t y  a n al ys es  will  b e  m a d e  o n t h e  S af et y  P o p ul atio n. 
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• C h a n g e fr o m  B as eli n e ( D a y  0) i n t h e  c yt o ki n e  pr ofil e t hr o u g h  p ost- d os e t o  D a y  1 0 4  f or 

E n g e nsis  c o m p ar e d t o  Pl a c e b o 

•  P r es e n ce  of  a nti - h e p at o c yt e  gr o wt h f a ct or ( H G F)  a nti b o di es f oll o wi n g  E n g e nsis 
a d mi nistr ati o n  c o m p ar e d t o  Pl a c e b o  

−  H G F  a nti b o di es  will  b e  c oll e ct e d  o n  D a y  0,  6 0,  9 0,  1 5 0  a n d  1 8 0,  a n d t h e  pr es e n c e  will 
b e s u m m ari z e d  a c c or di n g t o  e a c h ti m e  p oi nt.  

•  A d v er s e  e v e nts 

•  I nj e cti o n sit e r ea c ti o n  ass ess m e nt 

•  V ital si g ns 

−   Bl o o d  p r ess ur e 

−   W e i g ht 

−   H e ar t r at e 

−   R e s pir atio n  r at e 

−   O x y g e n s at ur ati o n 

−   T e m p er a t ur e 

•  H b A 1 c  

•  L a b or at or y  v al u es ( S er u m  c h e mi str y  a n d  h e m at ol o g y) 

•  R e tin al f u n d os c o p y 
 

4. 5.   Ot h e r  Cli ni c al  P a r a m et e rs  

•  T o t al a c et a mi n o p h e n  (r es c u e m e di c a tio n)  us e d  d uri n g t h e st u d y 

4. 6.   Pl a n n e d  C o v a ri at es  

A s  def i n e d i n t h e  a n al ysi s  of t h e  pri mar y  a n d s e c o n d ar y  effi c a c y  e n d p oi nt s,  t h e f ollo wi n g  c a n  b e 
i n cl u d e d i n t h e  m o d el  as  c o var i at es af t er t esti n g t he ir si g nific a n c e: 

•  B as e lin e  p ai n s c or e 

•  B as e li n e H b A 1 c  ( <  an d  ≥   m e di a n) 

•  G e n d er ( m al e  a n d  f em a l e) 

•  A g e  ( <6 5  y e ar s  an d  ≥  6 5   ye ar s) 
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5.   S A M P L E  SI Z E  C A L C U L A TI O N  

T h e  s a m pl e si z e f or t his  clini c a l i n v estig a tio n  w a s  b as e d  o n t h e  pr i mar y  ef fic a c y e n d p o i nt. B a s e d  o n 
t h e V M D N- 0 0 2  a n d  V M D N- 0 0 3 b fi n di n gs, t h e st a n d ar d  d e vi a tio n  of t h e  p ai n s c or e  c h a n g e fr o m 
b as e lin e is  a ss um e d t o  b e  2. 1 8.  T a bl e  3  pr o vi d es t h e s u m m ar y  sta tistics f or  t h e c o rr es p o n di n g 
eff i ca c y  e n d p oi nts  b as e d  o n  c h a n g e i n t h e  A v er a g e  D a ily  P ai n  S c or e f or t h e l o w-  d os e  a n d  pl a c e b o 
gr o u ps  fro m t h e I T T   p o p ul atio n  a n d  eff ic a c y  p o p ul a tio n i n t h e  V M D N- 0 0 2 tri al  as  w e ll  as t h e m e a n 
a n d st a n d ar d  d e vi a tio n  of  c h a n g e fr o m  b as e lin e i n t h e I T T   p o p ul atio n i n t h e  V M D N- 0 0 3 b tri al. 

T a b l e 3:   M e a n  a n d  St a n d a r d  D e vi ati o n  of  P a i n  S c o r e  C h a n g es f ro m  B as eli n e  i n 
V M D N- 0 0 2  a n d  V M D N - 0 0 3 b  T ri als 

 

T ri al  
(P o p u l atio n)  Pl a c e b o   E n g e ns is M e a n  

D iffe r e n c e  
Pl a c e b o  

S T D  
V M 2 0 2  

S T D  
P o o le d  S T D  

V M D N -0 0 2  
(IT T  p o p u l atio n)  -1. 6 3   -2. 5 8   0. 9 5   1. 7 6   2. 1 9   2. 0 8  

V M D N -0 0 2 
( Effi ca c y 
p o p u l atio n)  

-1. 5 9   -2. 7 8   1. 1 9   1. 8 9   2. 2 4   2. 1 8  

V M D N -0 0 3 b  
(IT T  p o p u l atio n)  -1. 4 9   -2. 5 2   1. 0 3   1. 7 7   2. 2 3   2. 1 3  

A b br e v i atio n s: I T T, i nt ent-t o-tr e at;   S TD,  st an d ar d d e v i atio n.  
 

T h e   esti mat e s  pr es e nt e d i n T a bl e  4  c o nsi d er  a r a n g e  of s c e n ari os.  F oll o wi n g  a  c ar ef ul r e vi e w, 
t h e  m a xi m u m s a m pl e si z e is  2 5 0  p arti ci p a nts.  T h e t ar g et s a m pl e si z e is  1 5 2  p arti ci p a nts  a n d is 
b as e d  o n t h e f oll o wi n g  as s um p tio ns: 

•  M e a n  di ffe r en c e  b et w e e n  a c tiv e  a n d  c o ntr ol  of  1  p oi nt 

•  C o m m o n st a n d ar d  d e vi a tio n  of  2. 1 8  u n its 

•  R a n d o mi z a ti o n r ati o:  1: 1 

•  2-si d e d t e st  with  a t y p e  1  err or r a t e  of  5%  

T a bl e  4:   S a m pl e  Si z e  S c e n a ri os  
 

S c e n a ri o  P r i ma r y  E n d p oi nt  M e a n 
Di ffe r e n c e  ( En g e n si s mi n us 

Pl a c e b o)  

N o mi n al  P o w e r   A ct u al   P o we r  T ot al   S a m pl e 
Si z e  

1 - 1 8 0 %  0. 8 0 2  1 5 2  

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

3 - 1 9 0 %  0. 9 0 0  2 0 2  

4 - 1 9 5 %  0. 9 5 1  2 5 0  

5 -1. 2  8 0 %  0. 8 0 2  1 0 6  

6 -1. 2  8 5 %  0. 8 5 4  1 2 2  

7 -1. 2  9 0 %  0. 9 0 3  1 4 2  

8 -1. 2  9 5 %  0. 9 5 1  1 7 4  
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W h e n  5 0 %   of t h e mi ni m u m  tar g et s a m pl e  siz e ( 7 6 s u b je c ts)  h as  b e e n  e nr olle d  a n d  c o m pl et e d  or 
w ith d r a wn  p r em at u r el y,  a r e- esti m a ti o n  of t h e s am pl e  siz e  b as e d  o n t h e  c o n d itio n al  p o w e r  will b e  
c o n d u ct e d  b as e d  o n t h e  m et h o d  d es cr i b e d  b y  M e ht a  a n d  P o c o c k.2

 

T h e   m a xi m u m s a m pl e si z e  of  2 5 0  will  pr o vi d e  9 5%   p ow e r f or t h e tre a t me nt  di ff er en c e  of  1. 0  p oi nt 
w h e n  ot h er  a ss um p tio ns  ar e  h el d t h e s a m e.  S i mu lta n e o usl y, t h e  m a xi m u m s a m pl e  siz e  of  2 5 0 is 
c o nsi d er e d  a n  a p pr o pri a t e s am pl e  siz e t o  cl a i m sta tistic a l si g nific a n c e f or  t h e  cli nic a ll y m e a ni n gf ul 
di ffe r en c e  wit h  a n  ef fe c t si z e  of ≥ 0. 3. 

I n d e p e n d e ntl y of  t h e i nt eri m  asse ssm e nt,  a n  ef f e ct si z e  of  0. 3 6 7 0 ( M e a n  Diff er e nc e / SD = 0. 8/ 2. 1 8) 
tr ansl at es i nt o  a n  o v er a ll  p o w er  of  8 2. 4% .  W hile t his is  o n t h e  c us p  of  w h at i s c o nsi d er e d  a s m all t o 
m o d er a t e ef fe c t, t his c a n  als o  b e  d es cr i b e d  as a n  o b s er v e d  di ffe r en c e ( a c tiv e  mi n us  c o ntr ol)  of  
− 0. 8  u n its  with  2 5 0 s u bj e ct s,  b as e d  o n t h e  ori gi n al  pl a n ni n g  esti mat e s. 

A n  ef fe c t si z e  of  0. 3 4 4 0 ( 0. 7 5/ 2. 1 8)  w o ul d still  b e  o n t h e  c us p  of  w h at is  c o nsi der e d  a s m all t o 
m o d er a t e  effe ct; t his t r ansl at es i nt o  a n  o bs er v e d  di ff er e n c e ( a ctiv e  mi n us  c o ntr ol)  of - 0. 7 5  u n its w ith 
2 5 0  s u bj e cts ,  b as e d  o n t h e  ori gi n al  pl a n ni n g  esti mat e s. 

A n  ef fe c t si z e  of  0. 3 2 1 1 ( 0. 7/ 2. 1 8)  w o ul d still  b e  c o nsi der e d  a s m all  y et  m e a ni n gf ul  c lini c a l eff e ct; 
t his tr ansl at es i nt o  a n  o bs er v e d  di ffe r en c e ( a c tiv e  mi n us  c o ntr ol)  of - 0. 7  u n its  with  2 5 0  s u bj e ct s, 
b as e d  o n t h e  ori gi n al  pl a n ni n g  es ti mat e s.  

C li nic a ll y,  a s m a ll eff e c t siz e  of  0. 3  w o ul d  still  off er  b e n efit i n t h e f or m  of  p ai n r elief t o t h e  s u bj e ct s; 
t his eff e c t si z e  ne e ds t o  b e  c o nsi d e r ed r el a tiv e  t o t h e ris k  of t a ki n g t h e  dr u g.  T h eref or e,  m a xi m u m  
s am pl e  siz e  of  2 5 0 s u bj e cts  w o ul d  n ot  a ll o w f or  a sta tistic a l r es ult t hat  is si g ni fic a nt ( p < 0. 0 5)  w it h  a n 
ef fe c t si z e  of  < 0. 3; t his  w o ul d  n ot  b e  c o nsi der e d  c li nic a ll y  me a ni n gf ul. 
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6.   A N A L Y SI S  P O P U L A TI O N S  

R ef er e n c e  S e c tio n  9. 2  Pr ot o c ol  V M D N- 0 0 3- 2 f or t h e  c o m pl et e  d ef i nitio ns  of t h e  p o p ul a tio ns f or 
a n al ysi s.  T h e  se c tio ns  b el o w  a lig n  w ith t h e  d ef i nitio ns i n t h e  pr ot o c ol. 

6. 1.   I nt e nt -t o-T r e at (I T T)  P o p ul ati o n  

T h e  i nt e nt-t o-tr e at (IT T)   p o p ul atio n i n cl u d es  all  p ar tici p a nts  w h o  ar e r a n d o mi z e d.  T h e  IT T  
p o p ul a tio n  w ill  b e t h e  pri mar y  p o p ul a tio n  us e d f or t h e  eff i ca c y  a n al ys e s. 

All  b as e lin e  c h a r a ct eristics  w ill  b e s um m ar iz e d  b a s e d  o n t h e I T T   p o p ul atio n.  T h e   pri mar y  a n al ys es 
of t h e  pr i mar y  a n d s e c o n d ar y  eff ic a c y  e n d p oi nts  w ill  b e  b as e d  o n t h e IT T   p o p ul atio n. 

P ar tici p a nts i n t h e I T T  p o p ul a tio n  w ill  b e  a n al y z e d a c c or di n g t o t h e  r an d o mi z e d t r e at me nt 
a ssi g n m e nt, r eg ar dl e ss  of t h e a c t u al tr e at me nt  a d mi nist er e d. 

6. 2.   S af et y  P o p ul ati o n  

T h e  saf e t y  p o p ul atio n i n cl u d es  all  p ar tici p a nts  w h o  ar e r a n d o mi z e d  a n d r e c ei v e  at l e a st  o n e st u d y 
dr u g i nj e c tio n.  T h e  s af et y  p o p ul atio n  w ill  b e  us e d f or t h e s af et y  a n al ys es. 

P ar tic i pa nts  w ill  b e  a n al yz e d  b y t h e  a c t ual tr e a t m ent  a d mi nist er e d,  n ot  a c c or di n g t o t h ei r 
r an d o mi z a tio n a ssi g nm e nt.  P ar tici p a nts t r e at e d  with  a n y  E n g e nsis  d os e  w ill  b e  gr o u p e d i n th e 
E n g e nsis  gr o u p;  p ar tici p a nts  n e v er tr e at e d  w ith  a n y  E n g e nsis  w ill  b e  gr o u p e d i n t h e Pl a c e b o  gr o u p. 

6. 3.   M o difi e d I nt e nt -t o-T r e at ( mI T T)  P o p ul ati o n  

T h e   m o difi e d IT T  ( mI T T)  p o p ul atio n i n cl u d es  all  p ar tici p a nts t h at  m e e t th e  f ollo wi n g: 

•  U n d er w e nt  ( an y) i nj e cti o ns 

•  C o rr e ctly  c o m pl et e d f or  at l e ast  5  o ut  of  7  d a ys t h e  B P I- D P N  e Diar y  at  b as eli n e  a n d  t h e  6-
m o nt h f o llo w- u p 

P arti ci p a nts  will  b e  gr o u p e d  b as e d  o n t h e r a n d o ml y  assi g n e d tr e at m e nts,  n ot t h e  a ct u al tr e at m e nt 
r e c ei v e d.  T h e  mI T T  p o p ul ati o n  will  b e  us e d i n t h e s e nsiti vit y  a n al ys es f or t h e  pri m ar y  a n d 
s e c o n d ar y  eff ic a c y  e n d p oi nt s. 

6. 4.   P e r  P r ot o c ol ( P P)  P o p ul ati o ns  

T h e   P er  Pr ot o c ol  p o p ul ati o n is  a s u bs et  of  mIT T.  It i n cl u d es  all  mIT T   par ti cip a nts  w h o  m e e t  all  of 
t h e f ollo wi n g  cr iter i a: 

•  T h e   par tici p a nt  m e e ts  m aj or  pr ot o c ol  eli gi bilit y cr iter i a  d et ermi n e d  b y  Cli ni c al  D at a 
R e vi e w  C o m mitt e e ( C D R C)  pri or t o  d at a b a s e l o c k  a n d  bre a ki n g t h e  r an d o mi z a tio n 
c o d e s. 

•  T h e   par tici p a nt r e c ei v e d  all i nj e c tio ns  b as e d  o n t h e  r an d o mi z e d tr e a t me nts  a n d  h a d  a 
D a y  1 8 0  Vis it, in cl u di n g  a  7- d a y  A D P S . 

T h e   C DR C ,  w hi c h is  m as ke d  t o t h e tr e at me nt  i nf or m ati o n  of  e a c h  par tici p a nt,  m a y  d et er mi n e 
a d d itio n al  cr iter i a, if  a n y,  bef or e  u n b lin di n g t h e r a n d o mi z a tio n c o d e. 

T h e   P P  p o p ul atio n  w ill  b e  us e d i n t h e s e nsitiv ity  a n al ys es f or t h e  pr i mar y  a n d s e c o n d ar y  eff ic a c y 
e n d p oi nt s. 
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6. 5.   S u b g r o u p  A n al ysi s  S u bs ets  

T h e  s u b gr o u p  a n al ys es  will  b e  e x pl or at or y i n  n at ur e  a n d  will  b e  c o n d u ct e d i n t h e IT T   p o p ul atio n. 
T h e   pri mar y  a n d s e c o n d ar y  eff i ca c y  e n d p oi nts  w ill  b e  e v al u at e d  b as e d  o n t h e c a t e g ori es  of th e 
c o v ar i at es  d escr i b e d i n S e c ti o n 4. 6  a s w e ll  as t h e str atific a ti o n f a ct or.    T h es e s u b gr o u ps t h at w ill  b e 
r e- e xa mi n e d  a n d  m a y  b e r e c a t e g oriz e d  or  e li min at e d  d u e t o s m all s a m pl e si z e ( if t her e  ar e  < 1 0 %   of 
p ar tici p a nts  w ithi n  e a c h  s ub gr o u p)  b ef or e  u n b lin di n g f or  a n al ysi s.   F or e x a m pl e, if  < 1 0 %   of  o v er all 
p ar tic i pa nts  ar e  ≥ 6 5   ye ar s, t h e n  a n al ys es f or t his s u b gr o u p  will  n ot  b e  perf or m e d.  T h e  tre a t m e nt  b y 
s u b gr o u p i nt er a cti o n  w ill  b e  e x ami n e d  a n d t est e d  as  d es cri b e d i n  S e c tio n  8. 4. 5 . 
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7.   G E N E R A L  P RI N CI P L E S  O F  D A T A  H A N D LI N G  

D a t a s cre e ni n g  w ill  b e  c o n d u ct e d i n  a  blin d e d  f as hi o n  p er i o dic a lly  d uri n g t h e   c o n d u ct  of th e s t u d y. 
T h e   o bje c tiv e  of t h e   d at a s cr e eni n g is t o  as s e ss t h e  q u a ntity,  q u a lity,  a n d st a tistic a l c h ar a ct er istics  of 
t h e  d at a r el ativ e t o t h e  r eq ui r em e nts  of  t h e  pl a n n e d  a n al ys es.  T h e   d esi g n at e d  C o ntr a ct  R ese a r c h 
Or g a ni z a ti o n (C R O)  w ill  b e r es p o nsi bl e f or  d at a  cl e a ni n g  a n d  di c tio n ar y  c o d i n g  of  AEs,   m e dic a l 
hist or y,  a n d  m e di c a tio ns.    A n y  q u es tio n a bl e  v al u e s  or s itu a tio ns  wi ll b e  r ep o rt e d t o t h e  C D R C f or 
fi n al r evi e w  a n d  c o nfir m a tio n. 

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

U nl e ss s pe c ifi e d  ot h er wi s e, t h e  b as elin e  v al u e  f or e a c h  v ar i a bl e is t h e  v al u e r e cor d e d  at t h e l a st  visit 
o n  or  b ef or e st ar t  of  d osi n g. 

F or t h e  p ai n s c o r es fro m t h e  B P I- D PN  e Di ar y, t h e   b as elin e  v al u e is t h e  A v er a g e  D a il y  P ai n  S c or e 
pri or t o t h e  D a y  0  visit. 

N o t e t ha t, f or  eli gi bilit y, t h e m e a n  of  A v er a g e  D a ily  P ai n  S c or es  of t h e  B P I- D P N  e Diar y s h o ul d  b e 
≥   4  d uri n g t h e  7  d a ys  pri or t o  D a y  0.  F or t he  A v er a g e  D a ily  P ai n  S c or e  c a l c ul atio n,  at l e a st fi v e ( 5) 
d a ys  n e e d t o  h a v e t h e  a v ail a bl e s c o r es. 

7. 2.   Visit  Wi n d o ws  

D a t a  at  ea c h s c h e d ul e d f o llo w- u p  visit   will  b e  a n al yz e d  a c c or di n g  t o t h e  n omi n al  visit  i de ntifi e d  o n 
t h e  d at a r e c or d. 

I n c a s e  of m ulti pl e  di ff er e nt visits   wit h t h e s am e  n o mi n al  visit   d esi g n ati o n, t h e visit   wit h t h e visit 
d at e  cl os e st t o t h e tar g et  d a ys  of  e a c h  pr ot o c ol-s p e c ifi e d  visit s c h e d ul e  will  b e  us e d f or th e  eff i ca c y 
a n al ys e s.   F or  visits  with t h e s a m e   dist a n c e t o t h e tar g et  d a ys, t h e l at er  n o mi n al  visit  r e cor d  w ill  b e 
us e d.  D a t a fro m  a ll visits   will  b e  pr o vi d e d i n t h e  d at a listi n gs. 

If  a s u bj e ct f ails t o  c o m pl et e  a st u d y  visit  b ut  pr o vi d es  n e c ess ar y  e Di ar y  d at a  d uri n g t h e ti m e  p eri o d 
e x p e ct e d f or t h at  visit (i. e.  b as e d  o n st u d y  d a y r el ati v e t o t h e  d at e  of t h e fir st  d os e i n  V M D N- 0 0 3- 2), 
t h os e  e Di ar y  d at a  will  b e  us e d t o  d eri v e  a p pli c a bl e  e n d p oi nts.  D a y  9 0  e n d p oi nt  w o ul d  b e  d eri v e d  b y 
t h e  e Di ari es r e c or d e d  7  d a ys  u p t o 9 0  d a ys fr o m t h e  d at e  of first  d os e.  Als o,  D a y  1 0 4  e n d p oi nt 
w o ul d  b e  d eri v e d  b y t h e  e Di ari es r e c or d e d  7  d a ys  u p t o  1 0 4  d a ys fr o m t h e  d at e  of first  d os e. 
Si mil arl y,  D a y  1 8 0  e n d p oi nt  w o ul d  b e  d eri v e d  b y t h e  e Di ari es r e c or d e d  7  d a ys  u p t o  1 8 0  d a ys fr o m 
t h e  d at e  of first  d os e.  Ot h er wis e, if s u bj e ct  c o m pl et es st u d y  visit, t h e n  d at e  of  visit  will  b e  us e d t o 
d eri v e  a p pli c a bl e  e n d p oi nts. 

7. 3.   U n m as ki n g  of  R a n d o mi z ati o n  C o d es  

F o llo wi n g  d at a b a s e l o c k, t h e r an d o mi z a tio n c o d e  w ill  b e  u n m as ke d t o t h e  pr oj e c t te a m.  T h e 
r an d o mi z a tio n c o d e  w ill  b e  u n m as ke d t o t h e  D a t a  Saf e t y  M o nitori n g  B o ar d  ( DS M B;  S e c tio n  7. 5 ) 
m e m b er s  an d t h e  C R O  t h at  will  pr ep ar e t h e  u n m a s ki n g s um m ar y t a bl es f or t h e  D S M B   me e tin gs. 
H o w e v er , t o  pr ev e nt  bi a s, t h e  u n m as ki n g  d et ail ed  d at a  s um m ar i es  will  n ot  b e s har e d  w ith t h e 
s p o ns or  m a n a g e m e nt t ea m, t h e  C D R C ,  or t h e te a m t h at is  m o n itori n g t h e  c li nic a l  d at a  c oll ec tio n. 
T h e   par tici p a nt  a n d st u d y  p er s o n n el, i n cl u di n g  c or e l a b,  pri n ci p a l i n v estig at or,  c o-i n v es tig at or s, 
st u d y  c o or di n at or s, st u d y  m o nitors  a n d st u d y  di r e ct or  will r em ai n  b lin d e d t o i n di vi d u al  d at a  a n d 
gr o u p r e s ults  u ntil  all  d at a  h as  b e e n  e nt er e d i nt o th e   d at a b as e  an d t h e  d at a b a s e is l o c k e d. 

7. 4.   M ulti pli cit y  A dj ust m e nt  

T o   c o ntr ol t h e f amil y - wis e t y p e  1 err or  r at e  at  0. 05  f or m ulti pli c it y a cr oss t h e   pri mar y  a n d s e c o n d ar y 
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e n d p oi nt s,  a  hier a r c hic a l t estin g st r at e g y3  w ill  b e  us e d. T h e   hi er ar chi c a l t esti n g str at e g y star ts  wit h 
t h e  pri mar y  e n d p oi nt f o llo w e d  b y s e q u e nti al t e sti n g  of t h e se c o n d ar y  e n d p oi nt s. T h e  sta tistic a l 
si g nifi c a n c e  w ill b e  e v al u at e d  i n t h e foll o wi n g  or d er : If  a st atistic a l si g nific a n c e  at t h e  0. 0 5 l e v el 
( 2-si d e d) is s h o w n f or t h e first r an ki n g  or d er , t h e n t h e  n e xt  e n d p oi nt i n t h e i m me di at e s u bs e q u e nt 
or d er  w ill  b e  e v al u at e d;  e v al u atio n  of s u bs e q u e nt  e n d p oi nts  w ill c o n tin u e i n t h e s a m e  m a n n er . If  n o 
st atistic a l si g nific a n c e is s h o w n  at  0. 0 5 l e v el  at  a n y   e n d p oi nt, t h e n t h e  e n d p oi nt  a n d  all s u bs e q u e nt 
e n d p oi nt s  will  n ot  b e  c o nsi der e d  sta tistic a ll y si g nific a nt,  r eg ar dl e ss  of t h eir  p- v al u es.  

T h e   hi erar c hi c a l t estin g  or d er f o llo w s: 

1.   C h a n g e i n t h e  m e a ns  of t h e  W or st  P ai n  S c or es fro m t h e  B P I- D P N fro m t h e  7  d a ys  pri or  
t o t h e D a y  0  V isit t o t h e 7  d a ys  pri or t o t h e  D a y  1 8 0  Visit  f or  E n g e nsis  c o m p ar e d t o 
Pl a c e b o 

2.   Pr o p orti o n  of  R es p o n d er s (≥  5 0 %  r ed u c ti o n i n t h e m e a ns  of  A D P S s fro m t h e  B PI - D P N) 
fr o m t h e  7  d a ys  pri or t o t h e  D a y  0  Visit t o t h e  7  d a ys  pri or t o t h e D a y  1 8 0  V isit f or 
E n g e nsi s c o m p ar e d t o  Pl a c e b o 

T h e   p- v al u es f or  ot h er s e c o n dar y  a n d  e x pl o r at or y  e n d p oi nts  will  b e  us e d f or i nf or m ativ e  or 
s u p p ortiv e  p ur p os es  o nl y.  T h er ef o r e, t h er e  will b e  n o  f urt her  a dj ust m e nt f or  m ulti pl e  t ests. 

7. 5.   D at a  S af et y  M o nit o ri n g  B o a r d  

I n  a d diti o n t o t h e i nt eri m  ass ess m e nt  of t h e s a m pl e si z e  b y t h e 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 D M C),  a s e p ar at e i n d e p e n d e nt  D S M B  will  p eri o di c all y r e vi e w  a li mit e d s et  of 
u n bli n d e d t a bl es  a n d/ or listi n gs, i n cl u di n g  all r e p ort e d  A Es.  T h e  o bj e cti v es  of t h e  D S M B  m e eti n gs 
ar e t o r e vi e w t h e s af et y  o ut c o m es  of t h e st u d y  a n d  pr o vi d e  g ui d a n c e t o t h e st u d y s p o ns or r e g ar di n g 
t h e s af et y  of t h e  E n g e nsi s.  T h e  d at a  a n al ys es f or t h e  D S M B  m e eti n gs  will  b e  dir e ctl y  pr o vi d e d t o 
t h e  D S M B  m e m b ers  a n d  n o  d at a  will  b e r el e as e d t o t h e st u d y s p o ns or  a n d  bli n d e d  d esi g n e es. 
T h er e  will  b e  n o  a dj ust m e nt f or  m ulti pl e t esti n g  d u e t o t h e  D S M B  d at a r e vi e w.  T h e  D S M B  m a y  b e 
as k e d t o r e vi e w  a n d  pr o vi d e  g ui d a n c e r e g ar di n g  pr ot o c ol  d e vi ati o ns t h at  m a y  aff e ct t h e 
d et er mi n ati o n  of t h e  P P  p o p ul ati o ns.  F urt h er  d et ails  of  D S M B r es p o nsi biliti es  ar e i n cl u d e d i n t h e 
D S M B   C har ter . 

7. 6.   H a n dli n g  of  Mis si n g  a n d I n c o m pl et e  D at a  

P ar tici p a nts  m a y  h a v e  mi ssi n g s p e cifi c  d at a  p oi nts f or  a  v ari et y  of  r e as o ns. I n  g e n er al,  d at a  m a y  b e 
missi n g  d u e t o  a  p arti ci p a nt’s  e arl y  wit h dr a w al fr o m st u d y,  a  miss e d  visit,  or  a  cli ni c al  p ar a m et er 
n ot  m e as ur e d  at  a  p arti c ul ar  p oi nt i n ti m e.  T h e  g e n er al  pr o c e d ur es  o utli n e d  b el o w  d es cri b e  h o w 
missi n g  d at a  will  b e  a d dr ess e d i n t h e  a n al ys e s.  

7. 6. 1.   Mi ssi ng  P a in  S c o r es  f o r t h e A v e r a g e  S c o r es  f ro m  B PI -D P N  

T h e  m e a n s of  t h e  A v er a g e  D ail y  P ai n  S c or es ( Q u e sti o n  5 fr o m t h e  B PI- D P N) f or  a  visit  will  b e 
c o nsi d er e d  as  missi n g if f e w er t h a n  5  of  7  d a ys  of  B PI- D P N  e Di ar y  e ntri es  ar e  pr o vi d e d.  A n y 
missi n g  m e a n  p ai n s c or e  of  A D P S  w ill  b e i mp ut e d  usi n g t h e  m et h o ds  d es cr i b e d  b el o w. 

•  M ulti pl e  I m p ut atio n ( MI)  m et h o d: 
 

St e p  1: I nt er mitt e nt  missi n g   v al u es  will first  b e i mp ut e d  b y t r e at me nt  gr o u p  usi n g t h e 
M ar k o v  C h ai n  M o nt e  C a rl o ( M C M C)  m et h o d, r es ultin g i n  d at a  w it h  a  m o n ot o n e  p atter n. 

 

St e p  2:  M ulti pl e  i m put ati o n  b y t r e at me nt  gr o u p  usi n g  lin e a r mi x e d  m o d el r e g r essi o n  with 
f a ct ors  of  b as elin e  p ai n s c o r e,  b as elin e  H b A 1 c,  g e n d er ,  a n d  a g e  will  b e  a p plie d  t o t h e  d at a 
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o bt ai n e d  fro m t h e  M C M C  st e p. T h e  i mp ut e d s c or e  w ill  b e r o u n d e d t o t h e first  de c i mal 
p oi nt. 

 

T h e   e ntir e  pr oc e d ur e  w ill  b e r ep e at e d  1 0  ti me s,  a n d  1 0  c o m pl et e  d at as ets  will  b e  us e d for 
t h e  a n al ysis.  

•  M e a n  of t h e  ot h er  gr o u p ( M O T H) :4
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 1.  F or  a  p ar tici p a nt  w it h missi n g   a ver a g e  p ai n  s c or e /th e  w or st  p ai n  s c or e i n t h e f ull 
B P I- D PN  i nstr u m e nt fro m t h e  7  d a ys  pri or t o t h e  D a y  0 t o  D a y  9 0,  a n d  D a y  1 8 0 
visits,  i d e ntif y t h e  par tici p a nt’s f oll o wi n g  b as e li n e  c har a ct er istic s: 

 o   St u d y t r e at me nt  gr o u p 

 o   B as e lin e  A v er a g e   D aily  P ai n  S c or e ( < m e di a n  or ≥ m e di a n) 

 o   H b A 1 c ( < m e di a n  or ≥ m e di a n) 

 o   G e n d er ( m al e  or  f em a l e) 

 o   A g e  ( <6 5  y e ar s  a n d ≥ 6 5  y e ar s) 

2.  T h e  mi ssi n g  me a n  p ai n s c or e fr o m t h e  7  d a ys  pri or t o t h e  D a y  0,  D a y  9 0,  a n d 
D a y  1 8 0  vis its  will  b e i m p ut e d  b y  usi n g t h e  me a n  p ai n s c or e  o bt ai n e d  at t h e  s a me 
ti me  p oi nt  of t h os e  p ar tici p a nts i n t h e  ot h er t r e at m e nt  gr o u p  w h o  m at c h th e 
p ar tici p a nt’s  b as e lin e  c h a r a ct eristic s.  F or  e x a m pl e, f or t h e mi ssi n g  p ai n s c or es  of t h e 
E n g e nsis  p ar tici p a nt s, t h e  me a n  p ai n s c o r es  of t h e  pl a c e b o  p ar tici p a nts  w ithi n t h e 
s a m e  c o v ari at e  gr o u ps  will  b e  us e d t o  i mp ut e t h e  mi ssi n g  p ai n s c or es. 

3.  T h e   b as elin e  c h ar a c ter isti cs  will  b e r e- e x ami n e d f or  a p pr o pri at e n e ss  a n d m a y  b e 
r e-c a t e g ori ze d ( d u e t o s m all s a m pl e si z e )  b ef or e  u n bli n di n g t h e st u d y. 

4.  T h e  i mp ut e d s c or e  w ill  b e r o u n d e d t o t h e first  d e ci mal  p oi nt.  T h e  i m p ut e d s c or es  will 
b e i n cl u d e d i n t h e  c o n tin u o us  R e p e a t e d  M e as ur es  M o d el (S e c tio n  8. 4. 1 )  a n al ysis. 

7. 6. 2.   A d d r essi n g  Missi n g  D at a f o r t h e  S e c o n d a r y  a n d  E x pl o r at o r y  Effi c a c y 

Mi ssi n g i n di vi d u al it e m s c or es  of t h e f ull B P I- D P N  will  b e i m p ut e d f or t h e c a l c ul atio n  of t h e 
a v er a g e s c or e  w ithi n  a  d o m ai n  usi n g t h e  a v er a g e s c or e  a cr oss t h e  n o n- missi n g  ite ms   wit hi n t h e 
d o m ai n  at  a s u bj e c t’s  visit  pr o vi d e d t h at t h e  pr o p ortio n  of  missi n g  ite ms  s c or es  wit hi n t hat  d o m ai n is 
l ess t h a n  2 5% ;  ot her w is e, t h e  d o m ai n s c or e  at t hat  visit  is missi n g. 

T h e  s a m e  m et h o d  as t h e f ull B P I- D P N  will  b e  us e d  w h e n  a d dr essi n g t h e mi ssi n g  d at a f or  S F- 3 6  a n d 
E Q -5 D.  

I n di vi d u al ite m  s c or es  o n t h e  M N SI ( b ot h  p h ysic a l a sse ssm e nt  a n d  hist or y)  q u es tio n n air e  w ill  n ot  b e 
i mp ut e d.  T h e  t ot al  M N SI s c or es  will  b e i m p ut e d  usi n g  a “ w orst- c a s e ” i m p ut ati o n  a p pr o a c h.  Mi ssi n g 
i n di vi d u al ite ms  w ill b e  i mp ut e d  as t h e  c a t e g or y  c orr es p o n di n g t o t h e l ar g e st  n u m b er  of  p oi nts i n t h e 
t ot al s c or e  c al c ul atio n.  T his  e q u at es t o  a  r es p o ns e  of “ Y e s ” t o  q u es tio ns  1- 3,  5- 6,  8- 9,  1 1- 1 2,  a n d  1 4-
1 5  a n d  “ N o ” t o  q u es tio ns  7  a n d  1 3  o n t h e  hist or y  a sse ssm e nt.  O n t h e  p h ysi c a l  asse ssm e nt, it  e q u at es 
t o  a r es p o ns e  of  “ N o ”   o n t h e “ A p p e a r an c e  of  F e et ”  q u es tio n,  a  r esp o ns e  of  “ P r es e nt ”  o n t h e 
“ U l c er ati o n ”  q u estio n,  a n d  a  r es p o ns e  of  “ A bs e nt ”  o n t h e “ A n kl e  R ef l e x es ”, “ V i br atio n  p e r c ep tio n 
at  gr e a t t oe ” ,  a n d  “ M o n ofila m e nt ”  q u esti o ns. 

Missi n g   P GI C  a n d B S T  s c or es  a n d t h e  us e  of  r es c u e  m e di c a tio n  w ill  n ot  b e i mp ut e d. 

Mi ssi n g  v al u es fro m t h e  c yt o ki n e  pr of iles  a n d  a n ti- h e p at o c yt e  gr o wt h f a ct or ( HG F)  a n tib o d y  r es ults 
wi ll  n ot  b e i mp ut e d  as t h e y  ar e  a  p art  of t h e s af e t y  asse ssm e nt. 
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7. 6. 3.   Mi ssi ng  D at es  

If  a star t  or st o p  d at e f or  a n  a d ver s e  e v e nt  or  a  c o n c o mit a nt  m e di c a tio n  us e  is  c o m pl et el y  missi n g, it 
will  n ot  b e i m p ut e d.  If  it is  par tia ll y missi n g,  i m p ute d  d at es  i n a c c or d a n c e  w ith   T a bl e  5 w ill  b e  us e d 
t o  der i v e t h e  d ur atio n  of t h e  a d v er s e  e v e nt  or t h e  d urati o n  of t h e   m e dic a tio n  us e.    Mi ssi n g  ye ar s  will 
n ot  b e  es ti mat e d  u n d er  a n y  c o n d itio ns.    Mi ssi n g  d at es  of  m e dic a l  hist ory  wi ll  n ot  b e i mp ut e d. 
 

T a bl e  5:    I m p ut ati o n  Rul es f o r  P a rt i al  A d ve r s e  E v e nt  or  C o n c o mit a nt  M e di c ati o n  
St a rt  a n d  St o p  D a t es  

 

 Mi ssi n g   I m p u t atio n  E x c e p tio n  

St art  D a t e  D a y   0 1  D ef a ult t o  St u d y  D a y  0  (d a y  of  first i nj e ctio n 
pr o c e d u re)  if  an  e v e nt  st arts in  th e  s a m e y e ar  a n d 
m o nt h  as   St u dy  D a y  0  

D a y / M o nt h  0 1 J A N D ef a ult t o  St u d y  D a y  0  if  an  e v e nt st arts i n t h e 
s a m e  y e ar   as  Da y  0  

St art  D at e    If t h e  st art  d at e i s  c o m pl et el y  mi s si n g  a n d  st o p  d at e 

i s  eit h er  aft er t h e  d at e  of t h e fir st  d o s e  of  st u d y 

dr u g  or  c o m pl et el y  mi s si n g, t h e n t h e  st art  d at e  will 

b e  e sti m at e d t o  b e  e q u al t o t h e  d at e  of t h e fir st 

d o s e  of  st u d y  dr u g.  Ot h er wi s e, t h e  st art  d at e  will  b e 

e sti m at e d t o  b e t h e fir st  d a y  of t h e  s a m e  y e ar  a s t h e 

st o p  d at e.  

St o p  D at e  D a y  L ast   da y  of t h e 
m o n t h 

D ef a ult t o  th e  E n d  of   Stu d y   D at e if th e  i mp u te d  e v e nt  
sto p  d at e i s  aft er  th e  E n d  of   Stu d y  D at e  o r  b ef or e st art 
d a y  of t h e  e v e nt  

D a y / M o nt h  3 1 D E C  
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8.   S T A TI S TI C A L  M E T H O D S  

8. 1.   G e n e r al  P ri n ci pl es  of  D at a  A n al ys es  

T h e   pri mar y  a n al ysis f or t his st u d y  w ill  b e  perf or m e d  a n d  s um m ar iz e d  af t er  all r an d o mi z e d 
p ar tic i pa nts  h a v e  h a d  a n  o p p ort u n ity t o  c o m pl et e t h eir  6- m o nt h f o llo w- u p  v isit. 

T h e   Saf e t y  A n al ysis  will  b e  b as e d  o n t h e S a f et y  p o p ul atio n.  T h e   pri mar y  a n al ys es  of t h e  eff i ca c y 
e n d p oi nts  w ill  b e  b as e d  o n t h e IT T   p o p ul atio n.    A d d itio n al s e ns iti vity  a n al ys es f or t h e  p ri mar y  a n d 
s e c o n d ar y  effi c a c y  e n d p oi nts  w ill  b e  perf or m e d t o f urt h er  a sse ss t h e eff e cts  of t h e tr e a t me nt 
(S e c tio n  8. 4. 2  a n d  8. 4. 4 ). 

T h e  sta tistic a l  a n al ys es  will  b e r ep ort e d  usi n g  s um m ar y t a bl e s, fi g ur es  a n d listin gs.    C o nti n u o us 
v ar i a bl es  will  b e s u m m ariz e d  w it h  me a ns,  sta n d ar d  d e vi ati o ns,  m e di a ns,  mi ni m u ms,   m a xi m u ms, 
2 5 t h p er c e n tile s,  7 5t h p er c e n tile s,  a n d  n u m b er  of  n o n-mi ssi n g  o bser v a tio ns f or  e a c h t r e at me nt  gr o u p. 

C at e g ori c a l  v ari a bl es  will  b e s um m ar iz e d  b y  c o u nt s  a n d  b y t h e  p er c e nt a g e  of   par tic i pa nts i n 
c o rr es p o n di n g c a t e g ori es. 

A ll i nf er enti al  sta tistic a l  a n al ys es  will  b e  p erf or m e d  wit h  a t w o-si d e d  c o nfi d e n c e l e v el  of 9 5 %  or  a  
t w o-si d e d si g nific a n c e l e v el  of  0. 0 5  u nl e ss  ot h er wis e  n ot e d. 

All  a n al ys es  a n d t a b ul ati o ns  w ill  b e  perf or m e d  usi n g  S A S  V er si o n  9. 4  or  hi g h er  o n  a  S er v e r 
pl atf or m.  

8. 2.   P a rti ci p a nt  E n r oll m e nt  a n d  Dis p o siti o n  

T h e r e as o ns f or  p arti ci p a nt  e nr oll e d  b ut  n ot r a n d o mi z e d (i n cl u di n g s cr e e n f ail ur es)  will  b e 
s u m m ari z e d  b y t h e s p e cifi c i n cl usi o n/ e x cl usi o n  n ot  m et f or s cr e e n f ail ur es  a n d  a n y  ot h er r e as o ns 
pr o vi d e d.  P arti ci p a nt  dis p ositi o n  will  b e s u m m ari z e d f or  all r a n d o mi z e d  p arti ci p a nts.  T h e 
s u m m ar y 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 ( b as e d  o n t ot al  n u m b er  of  p arti ci p a nts 
r a n d o mi z e d)  of  par tici p a nts i n  e a c h  of t h e f o llo wi n g  c a t e g ori es  will  b e  pr e par e d: 

•  A v a ila bl e  at  e a c h  of t h e  pr ot o c ol- s pe c ifi e d  visits  b as e d  o n t h e IT T   p o p ul atio n 

•  C o m pl e tin g  6- m o nt h  b lin d e d  a sse ssm e nt  b as e d  o n t h e I T T   p o p ul atio n 

•  E ar l y  Ter mi n a tio n  b as e d  o n t h e I T T   p o p ul atio n 

•  S af e t y  p o p ul atio n, I T T,   mIT T,   a n d  P P  p o p ul atio n s 

M aj or  pr ot o c ol  d e vi a tio n s f or  p ar tici p a nts  n ot i n t h e  P P  p o p ul ati o ns  w ill  b e liste d.    M aj or 
pr ot o c ol  d e vi a tio ns  w ill b e  s um m ar iz e d f or t h e I T T  p o p ul a tio n. 

8. 3.   D e m o g r a p hi cs  a n d  B a s eli n e  C h a r a ct e risti cs  

T h e  f ollo wi n g  o ut c o m es  w ill  b e s um m ar iz e d  b y t h e st a n d ar d  m et h o ds f or  c o n tin u o us  a n d  c a t e g ori cal 
v ar i a bl es  d escr i b e d i n S e c tio n  8. 1 . 

T h e   d e m o gr ap hi cs i n cl u d e t h e f o llo wi n g  p ar a m e t ers: 

•  A g e  at i nf or m e d  c o ns e nt 

•  S e x  

•  R a c e  

•  Et h ni c it y 
 

T h e   b as elin e  c h ar a c ter isti cs i n cl u d e t h e f ollo wi n g: 
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8. 5.   S af et y  A n al ys es  

S af e t y  a n al ys es i n t his st u d y  will  e v al u at e t h e s afet y  pr of ile  of  E n g e nsis  as  c o m p ar e d  w ith  c o ntr ol. 
N o f or m al st a tis tic a l t estin g  w ill  b e  c o n d u ct e d f or t h e saf e t y  a n al y s es.  T h e  f ollo wi n g s e c tio ns 
s um m ar i z e th e   d escr i ptiv e   a n al ysis  m et h o ds for  t h es e s af et y  e n d p oi nts.    All  par tic i pa nts  i n t h e 
S af e t y  p o p ul atio n  w ill  b e i n cl u d e d i n t h es e  a n al ys es.   Par tic i pa nts  will  b e  gr o u p e d  b y t r e at me nt 
a d mi nist er e d.    A ll s u m mar i es  will  b e  der i ve d  b as e d  o n  a v a ila bl e  d at a.    N o i m p ut ati o n  w ill  b e 
p erf or m e d f or  mi ssi n g  v al u es. 

8. 5. 1.   St u d y  D r u g  E x p os u r e  

St u d y  dr u g  e x p os ur e ( n u m b er  of i nj e c tio ns, t ot al  v ol u m e  a n d t ot al  milli gr a ms  a d mi nist er e d  p er  c a lf) 
w ill b e s u m m ar iz e d  b y tr e a t me nt  gr o u p  b y  m g  of  E n g e nsis f or  D a y  0,  D a y  1 4,  D a y  9 0,  D a y  1 0 4,  a n d  
o v er a ll  usi n g  d escr i pti v e sta tistics f or  c o n tin u o us  v ar i a bl es. 

8. 5. 2.   I n j e ctio n  Si t e R e a cti o n  Ass ess m e n ts 

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  a n i nj e cti o n sit e  A E  will  b e s u m m ari z e d 
d es cri pti v el y  o v er all  a n d  b y t y p e (i nj e cti o n sit e r e a cti o n,  ul c er ati o n,  all er gi c r e a cti o n / 
h y p ers e nsiti vit y)  b y tr e at m e nt  gr o u p  a n d st u d y  visit.  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  a  gi v e n t y p e  of i nj e cti o n sit e  A E  will  b e s u m m ari z e d  b y  gr a d e  a n d tr e at m e nt  gr o u p f or t h e 
pr e -  a n d  p ost-i nj e cti o n  as s ess m e nts  o n  D a ys  0,  1 4,  9 0,  a n d  1 0 4;  o nl y  p arti ci p a nts  w h o r e c ei v e  a n 
i nj e cti o n  at  a  gi v e n  o n e  of t h es e  visits  will b e  c o u nt e d i n t h e  p ost- i nj e cti o n  ass ess m e nt r es ults f or 
t h at  visit.  P arti ci p a nts  wit h o ut  a n i nj e cti o n sit e  A E  of  a  p arti c ul ar t y p e  will  b e  assi g n e d  a  gr a d e  of 
0 f or t h es e s u m m ari e s. 

8. 5. 3.   A d v e rs e   E v e nts 

A ll  a d ver s e  e v e nt s um m a ri es  will  b e r estri ct e d t o  T r e at me nt  E m er g e nt  A d v er s e E v e nts ( T E A E), 
w hi c h  ar e  d ef i n e d  as  AEs  t h at  oc c ur  aft er  d osi n g  a n d  p r e- e xistin g  m e di c a l  c o n ditio ns t h at  w ors e n 
f ollo wi n g  e x p os ur e t o  a n i n v es tig a tio n al  pr o d u ct.    A n  A E  w ith  a  mi ssi n g star t  d at e  a n d  a st o p  d at e 
t hat  is  eit her  missi n g   or  o n  or af t er t h e tr e at me nt  star t  d at e will   b e  c o nsi der e d  as  a  T E A E.  F or 
s um m ar y  p ur p os e s,  ver b a tim t er ms  r ep ort e d  b y t h e st u d y  c e nt er s  will  b e  m a p p e d t o  M e d D R A ( v 2 1. 0 
or l a t er) s yst e m  or g a n  cl asses ( S O C)  a n d  pr e f err ed t er ms  b y t h e  C R O  a n d  a p pr o v e d  b y t h e  C D R C . 
It s h o ul d  b e  n ot e d t h at  o nl y  AEs  t h at  oc c urr e d  af t er t h e first i nje c tio n  w ill b e   c olle c t e d  d uri n g t h e 
st u d y. 

T h e   a d v ers e  e ve nt  listin g s  w ill  b e  dis pl a y e d  b y tr e at me nt  gr o u p.  T h e  n u m b er  of  p ar tic i pa nt s 
e x p er i e n ci n g  a  p artic ul ar  e v e nt, t h e  p er c e nt a g e  of  p ar tic i pa nts  e x p eri e n ci n g t h e  e v e nt,  a n d t h e  t ot al 
n u m b er  of  e v e nts  will  b e  p r es e nt e d.    T h e f oll o wi n g  s um m ar i es  will  b e cr e a t e d: 

•  T E A E  b y  S O C  a n d  p r ef err ed t er m 

•  T E A E  b y  S O C,  p r efe rr ed t er m  a n d  pr ot o c ol  v ersi o n  

•  T E A E  b y  S O C,  p r efe rr ed t er m  a n d  m a x i mu m s e v er ity.    At t h e  a cr oss- S O C  a n d  p r efer re d 
ter m l e v e ls  of  p artici p a nt s u m m ar iz a ti o n,  a  par tici p a nt is  cl a ssifi e d  a c c or di n g t o th e 
hi g h e st s e ver ity if t h e   p artici p a nt  r ep ort e d  o n e  or  m or e  e v e nt s; s e v erity  w ithi n  a n  S O C i s 
n ot s u m m ar iz e d.    A Es   wit h missi n g  s e ver it y  will  b e  c o nsi d er e d s e v er e f or t his s u m mar y. 
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•  T E A E  b y  S O C,  p r efe rr ed t er m  a n d  cl os e st r el atio ns hi p t o st u d y t r e at me nt ( R el at e d/ N ot  
R el at e d).    At  e a c h l e v el  of  p ar tici p a nt s u m m ar i z ati o n,  a  par tici p a nt is  cl a ssifi e d a c c or di n g 
t o t h e  cl os est r el ati o ns hi p if t h e  par tici p a nt r e p or t ed  o n e  or  m or e  e v e nt s.    AEs   with  a 
missi n g  r el ati o ns hi p  will  b e  c o nsi d er e d r el at e d f or t his s u m mar y;   e v e nts  cl assi fi e d  as 
“ p ossi bl y, ”  “ pr o b a bl y, ”  or  “ d ef i nitel y ”  w ill  b e  c o nsi der e d  “r el at e d . ” 

•  S er i o us T E A Es   b y  S O C  a n d  pr efer r e d ter m 

•  T E A Es  le a di n g t o st u d y  dis c o n tin u a tio n  b y  S O C  a n d  p r efer r e d ter m 

•  A d v er s e  e v ents  of  s pe c i al i nter e st ( AE SI)  b y  pr ef e rr ed t er m.    

•  I nj ec tio n  Sit e  R e a c tio ns (I S R s) i n cl u d e d  u n d er  A E SI  will i n cl u d e  d esi g n ati o ns of 
r el at e d n ess  a n d s e v erity 

A E SI  s um m ar y t a bl es  will  al s o  b e  pr es e nt e d s e p ar at el y f or  e a c h l e v el  of t h e  r an d o mi z a tio n 
str atific a ti o n f a ct or. 

8. 5. 4.   C yt o ki n e  P r ofil e  

T h e   a bs ol ut e  v al u es  a n d t h e  c h a n g e fro m  b as e lin e  v al u e  w ill b e  s um m ar i z e d  usi n g  d escr i ptiv e 
sta tistics f or  e a c h tr e a t me nt  gr o u p. 

8. 5. 5.   A nti- H e p at o c yt e  G r o w t h  F a ct o r (H G F)   A nti bo d i es 

T h e   pr es e n c e  of  a n ti- H G F  a ntib o di es  w ill b e  s um m ar iz e d  b y  its fr e q u e n c y  a n d  p er c e nt a g e f or  e a c h 
tre a t me nt  gr o u p. 

8. 5. 6.   Vit al  S i gn s 

V ital si g ns  a n d  c h a n g e  fro m  b as e li n e  will  b e s u m m ar iz e d  d es cr i pti ve l y  at e a c h  visit   b y tr e at me nt 
gr o u p.  A d diti o n all y , t h e  n u m b er  of s u bj e cts  wit h t h e f oll o wi n g  vit al si g ns  of s p e ci al i nt er est  will  b e 
s u m m ari z e d  d es cri pti v el y  b y tr e at m e nt  gr o u p: 

•   S yst oli c  B P l e v els  ≥ 1 8 0  m m H g  

•   Di ast oli c  B P l e v els  ≥ 1 0 0  m m H g  

•   H e art r at e  ≥ 1 8 0  b e ats/ mi n   

•   H e art r at e  ≤ 6 0  b e ats/ mi n  

8. 5. 7.   H b A 1 c,   Se r u m  C h e mist r y ,  a n d  H e mat o lo g y  

C e ntr al l a b or at or y r es ults  will  b e s u m m ari z e d  usi n g I nt er n ati o n al  S yst e m ( SI)  of  u nits.  T h e 
l a b or at or y r es ults  will  b e s u m m ari z e d  b y tr e at m e nt  a n d  visit.  T h e  p ar a m et er s  wit hi n  e a c h  p a n el  ar e 
o utli n e d i n  S e cti o n  8. 4. 6. 1  of t h e tri al  pr ot o c ol,  a n d l a b  p a n els f or  h e m at ol o g y  a n d s er u m  c h e mistr y 
will  b e i n cl u d e d.  

S hift t a bl es (i. e., l o w,  n or m al,  hi g h  a t  bas e lin e  v er s us l o w,  n or m al, hi g h   at f ollo w- u p i n  a  3- b y- 3 
c o n tin g e n c y t a bl e)  w ill b e   pr o vi d e d t o  asse ss  c h an g es i n l a b o r at or y  v al u es fro m  b as e li n e t o foll o w-
u p  r es ult  at  e a c h s c h e d ul ed f o llo w- u p  visit.   T h e   c o u nts  a n d  per c e nt a g e  of  p ar tici p a nts  w ith  e a c h  of 
t h e  9  p ossi bl e  “s hift ”  o ut c o m es w ill  b e c a l c ul at e d  b y tr eat m e nt  gr o u p. I n di vi d u al l a b o r at or y  d at a 
fro m s c h e d ul e d  a n d  u ns c h e d ul e d  visits   will  b e liste d. 

A d diti o n all y , t h e  n u m b er  of s u bj e cts  wit h t h e f oll o wi n g l a b  p ar a m et ers  of s p e ci al i nt er est  will  b e 
s u m m ari z e d  d es cri pti v el y  b y tr e at m e nt  gr o u p: 
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8. 5. 8.   R et i nal  F u n d os c o p y  

R e tin al f u n d os c o p y fi n di n gs i n  e a c h  e y e ( pr es e n c e  or  a bs e n c e  of  pr o lifer a ti v e r etin o p at h y,  ot h e r 
fi n di n g)  at scr e e ni n g ( B a s eli ne)  a n d t h e  D a y  1 8 0  visit  a n d  a n y  c h a n g es fr o m t h e  b as e lin e   at th e 
f ollo w- u p  vis its  will  b e s um m ar iz e d  d es cr i ptiv el y  b y t r e at me nt  gr o u p. 

8. 5. 9.   El e ct r o c a r di o g r a m ( E C G)  

T h e   c olle c t e d  E C G  v al ue s  w ill  b e liste d. 

8. 6.   Ot h e r  Cli ni c al  P a r a m et e rs  

8. 6. 1.   T ot al  A c et a mi n o p h e n  ( R es cu e  M e di c at i o n) D os e  

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 t a ki n g  a c et a mi n o p h e n  b et w e e n  b as eli n e  a n d  D a y  9 0, 
D a y  9 0  a n d  D a y  1 8 0  a n d  b as eli n e  a n d  D a y  1 8 0  will  b e  c al c ul at e d  b y t h e tr e at m e nt  gr o u p.  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 t a ki n g  a c et a mi n o p h e n  b et w e e n  b as eli n e  a n d  D a y  9 0,  D a y  9 0 
a n d  D a y  1 8 0  a n d  b as eli n e  a n d  D a y  1 8 0  will  b e s u m m ari z e d  b y t h e tr e at m e nt  gr o u p.  T h e  m e a n, 
st a n d ar d  d e vi a tio n,  mi n i mu m,  m a x i mu m,  m e di a n,  a n d  1 st a n d  3 r d q u ar tiles  of  d a ys  t o t h e first star t 
d at e  of t h e  a c et a mi n o p h e n   will  b e s um m ar iz e d  b y t h e  tr e at me nt  gr o u p  usi n g  o b s er v e d  d at a; 
p ar tic i pa nts  n ot t a ki n g  a c et a mi n o p h e n  will   n ot  b e i n cl u d e d i n t h es e  des cr i ptiv e st a tistic s.  T h e  t ot al 
d os e  of  a c et a mi n o p h e n  of  e a c h  p ar tici p a nt  b et w e e n  b as eli n e  a n d  D a y  9 0,  D a y  9 0  a n d  D a y  1 8 0  a n d 
b as eli n e  a n d  D a y  1 8 0  w ill  b e s um m ar iz e d  b y t h e t r e at me nt  gr o u p.  T h e s e  a n al ys es  will  b e  b as e d  o n 
t h e IT T   a n d P P  D osi n g  p o p ul a tio n. 
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8. 7.   I nt e ri m  As s ess m e nt  

T h e  i nter i m  asse ssm e nt  w ill  b e  c o n d u ct e d  b y t h e I DM C; t h e  d et a ils  of t h e  pr o c e d ur e  ar e  d es cr i b e d i n 
t h e I DM C   C har ter .    Gi v e n t h at  m u c h  of t h e  pr o gr am mi n g t o  d eri v e  th e   esti mat e s w ill  c o m e fro m t his 
S A P,  a  s um m ar y  of t h e   pr oc e s s is  o u tlin e d  b el o w. 

Af t er  7 6 s u bj e ct s eit her  di s c o n tin u e  or  c o m pl et e t h e st u d y,  r epr es e n tin g  5 0 %   of t h e  ori gi n al s a m ple 
siz e , t h e i nter i m  a n al ysis  will  b e  perf or m e d.  T h e  i nter i m  a n al ysis  will  b e  us e d t o r e- esti m a t e t h e 
s a m pl e s i z e  b as e d  o n t h e f ollo wi n g  d e c isi o n r ul e; t h e tri al  m a y  b e  h alte d f or f u tility  b as e d  o n t h e 
i nter i m  a n al ysis r es ults. 

•  If t h e  c o n ditio n al  p o w er  i s i n t h e  u nf av o r abl e  z o n e,  < 3 9. 6 % , t h e st u d y  will  b e  h alte d; 
n o  a d diti o n al  p ar tic i pa nts   will  b e  e nr oll e d. 

•  If t h e  c o n ditio n al  p o w er i s i n t h e  pr o mi si n g  z o n e,  3 9. 6 %  t o  8 0% , t h e s a m pl e si z e  will b e 
i ncr e a s e d t o a  fi n al s a m pl e si z e ( N2 , ≤ 2 5 0),  w h er e  N 2 s atisfi es t h e  c o n diti o n t hat t h e 
c o n diti o n al  p o w er  is  8 0% . 

•  If t h e  c o n ditio n al  p o w er i s i n t h e  f av o r abl e  z o n e,  > 8 0 % , t h e st u d y  will  c o ntin u e  w it h t h e 
ori gi n al s a m pl e si z e  of  1 5 2. 

T h e  i nter i m  asse ssm e nt  w ill f ollo w t h e  m et h o d  d es cr i b e d i n t h e  p u blis he d  p a p er  b y  M e ht a  a n d 
P o c o c k, 2  w hi c h st at es t h at  if  “t h e s am pl e  siz e  is  o nl y i ncr e a s e d  w h e n t h e i nter i m  c o n diti o n al  p ow e r 
f alls  wit hi n  a c er t ai n ‘ pr omi si n g  z o n e’ t h e n t h e  c o n v e n tio n al t e st  will i n de e d  pr ot e c t th e  t y p e-I 
err or. ”  T h e  mi ni m u m   of  c o n ditio n al  p o w e r is  n ot s o s m a ll  as t o r es ult  i n  a n i nfl at e d  o v er all t y p e- 1 
err or  usi n g  a  c o n v e n tio n al fi n al  a n al ysi s.  T her ef o r e, i mpl e m e n tin g t h e  i nter i m  a n al ysis for  t h e r e-
es ti ma tio n  of s a m pl e si z e s h o ul d  pr ot e c t i nfl atio n  of t h e t y p e  1  err or r at e.  

8. 7. 1.   M o ni t o ri ng  of t h e  P r i ma r y   Effic a c y  E n d p o i nt 

T h e   m o nitori n g  q u es tio n t h at  w ill  b e  a d dr esse d  b y t h e  I DM C   d uri n g t h e  clini c a l i n v esti ga ti o n is as 
f ollo w s: 

•  D o es t h e  c o n d itio n al  p o w e r fr o m t h e i nter i m  e v al u atio n  of t h e  pr i mar y  e ffic a c y  e n d p oi nt 
e q u al  or  e x c e e d  3 9. 6 % ,  all o wi n g  a r e- esti m a ti o n  of t h e tar g et s a m pl e s i ze ?  

8. 7. 2.   Si t e S u r v e illa n c e  

N ot  a ll  of t h e  d at a s u p pli e d t o t h e I DM C   will  b e full y  m o nit o r ed  at t h e  tim e  of t h e i nt er i m 
a sse ssm e nt.    Gi v e n  t hat t h e  d at a  e xtr a c t f or th e  I DM C   will  oc c ur  d uri n g t h e  c o ur s e  of t h e st u d y, it 
m a y  n ot  b e  f e asi bl e t o  h a v e  all  of t h e  n e c e ss ar y st u d y  s u bj e ct s’  d at a  m o nito r ed,  a n d t h e  d at a b as e  w ill 
n ot  b e l o c k e d.  T h e  I DM C   will  b e  c har g e d  w it h i de ntifi c a ti o n  of  a n y i n v esti ga ti o nal site s w h er e t h e 
i nt eri m  d at a  ar e  eith er i n c o m pl et e  or i n c o nsist e nt  a n d s h o ul d  n ot  b e  us e d i n t h e i nt er im  c a l c ul atio n 
of r es p o ns e.  I n c o m pl et e  or  i nc o nsist e nt  d a t a  m a y i n dic a t e t hat t h e st u d y  s u bj e ct s ele c tio n  b y t h e 
i n v estig ati o n al s ite  r eq ui r es f urt h er r evi e w .   P ossi bl e  a ctio n,  as  a  r es ult  of th e r e c o m m e n d a tio n fr o m 
t h e I D M C,  will i n cl u d e s us p e nsi o n  of  e nr o ll me nt f or  a n i n di vi d u al s ite u n til t h e st u d y s u bj e ct  c a s e  
r e cor ds  c a n  b e f u lly  m o n ito r ed.  T h e   o bje c tiv e  of t h e i nt r a-sit e s u r v eilla n c e is t o  e ns ur e t h at  f ailur e 
t o  c o m pl et e t h e st u d y is  n ot  a r es ult  of i n a p pr o pri at e st u d y s u bj e ct  s ele c tio n,  or f a ilur e t o  a d h er e t o 
t h e r e q uir e m e nts  o utlin e d i n t h e  pr ot o c ol. 

I n d e p e n d e nt  of t h e  d e cisi o ns  m a d e  b y th e  I D MC, t h e fi n al  a n al ysis  w ill b e   perf or m e d  usi n g  all  of  t h e 
fi n al  a n d  m o nito r ed  d at a. 

T h e  r es e ar c h  q u es tio ns t h at  w ill  b e  a d dr esse d  b y t h e I D M C,  r el ativ e  t o site s ur v e ill a nc e ,  c o ver s 
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eff i ca c y: 

•  B as e d  o n t h e  p a tter n  of  mi ssi n g  or i n c o m pl et e  d at a,  c o u pl e d  with t h e   attriti o n r at e,  d o es 
t h e I DM C  r e co m m e n d  c o n tin ui n g  e nr o ll me nt  of st u d y  s u bj e ct s  at e a c h  of t h e  a c tiv e 
i n v esti ga ti o nal site s ? 

•  Ar e  t her e si g nifi c a nt  diff er e n c es  w it hi n  e a c h  of t h e tr e at me nt  ar ms  a cr oss t h e  a c tiv e s ites 
t hat  m a y  af fe c t t h e  p o ol abilit y   of t h e r es ults  a cr os s  site s ? 

T h e  I DM C   will  m a k e  o n e  of f ollo wi n g  n o n- bi n di n g  r e co m m e n d a tio ns t o t h e s p o ns or  af t er 
c o n d u c tin g t h e i nt er i m  as s essm e nt: 

•  C o n tin u e  e nr o llin g s u bj e cts t o t h e  p r e-s pe c ifi e d t ar g et s a m pl e siz e  

•  C o n tin u e  e nr o llin g s u bj e cts  t o  a s a m pl e si z e t h at  e xc e e ds t h e  p r e-s pe c ifi e d t ar g et s a m ple 
siz e  b ut l e ss t ha n  or  e q u al  t o t h e  m a xi m u m s am pl e  siz e  of  2 5 0 

•  St o p  e nr o llin g  s u bj e ct s  b as e d  o n f u tility 
A n  al p h a l e v el  a dj us t me nt   will  n ot  b e  ne c e ssar y f or t h e  c o n d itio n al  p o w e r  pr oc e d ur e  if t h e 
c o n diti o n al  p o w er f or t h e  pr i mar y  e n d p oi nt is  ≥  3 9. 6 %.  
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