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SI G N A T U R E  &  D A T E:  
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S A P  C h a n g e  Hist or y  

V e rsi o n  D at e  S u m m a r y  of  C h a n g es  A ut h o r  

1. 0  0 8J U L 2 0 2 2  Ori gi n al  d o c u m e nt   

2. 0  2 1 M A R 2 0 2 3  M aj or  c h a n g es:  

1.  B as eli n e  d efi niti o n s  f or I G F-1,  G H,  a n d  A S D  ar e 
m o difi e d i n S e cti o n 6. 2. 2;  

2.  M ulti pl e  i m p ut ati o n s f or effi c a c y  e n d p oi nt s  ar e 
r e m o v e d fr o m S e cti o n s 6. 2. 5 a n d 6. 1 0. 3. 1;  

3.  Pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 1  n g/ m L  i s 
m o v e d t o t h e e n d of t h e fi x e d s e q u e n c e t esti n g 
pr o c e d ur e i n S e cti o n 6. 2. 7;  

4.  W orst r a n k A N C O V A m o d el o n c h a n g e fr o m 
b as eli n e  I G F-1  i s r e pl a c e d b y  A N C O V A  m o d el  i n 
S e cti o n 6. 1 0. 3. 1;  

5.  2 5 % T u m or r e d u cti o n i n v ol u m e ( S e cti o n 
6. 1 0. 4. 1 3)  i s c o m bi n e d  wit h  c h a n g e  fr o m b as eli n e 
i n r esi d u al t u m or v ol u m e; 

6.  A n al y s es o n T E A E f or p alt u s oti n e d o s e a n d w e e kl y  
i nt er v al gr o u p s  ar e  r e m o v e d fr o m S e cti o n 6. 1 1. 2  

7.  A d d  T E A E s  s u m m ar y  u n d er  st u d y  tr e at m e nt a n d 
r e s c u e m e di c ati o n s s e p ar at el y  i n S e cti o n 6. 1 1. 2; 

8.  S hift  i n n or m al  r a n g e i s r e m o v e d i n S e cti o n  6. 1 1. 3.  

9.  R o u n di n g  crit eri a  of  I G F-1  e n d p oi nt s  f or all  b ut 
pri m ar y effi c a c y r e m o v e d.  

Ot h er mi n or c h a n g e s i n cl u di n g c o nsist e n c y o n  
w or di n g/t er mi n ol o g y ar e als o m a d e t hr o u g h o ut t h e  
d o c u m e nt.  

 

 

pr o vi di n g 

u p d at es f or 

 

3. 0  0 7 A U G 2 0 2 3  M aj or c h a n g es:  

1.  A d d t h e a n al ys e s f or t h e o p e n -l a b el e xt e nsi o n p h a s e 
i n S e cti o n 6. 1 0. 5. 

2.  A d d m ulti pl e i m p ut ati o ns f or t h e s e c o n d ar y effi c a c y 
e n d p oi nt  of c h a n g e fr o m B a s eli n e i n I G F -1 x U L N a s 
t h e s e nsiti vit y a n al ysis i n S e cti o n 6. 1 0. 3. 1 . 

 a n d 
 



  St atisti c al A n al y sis Pl a n  
 C R N 0 0 8 0 8 -0 9  
 V er si o n:  3. 0  
 D at e:  0 7  A U G  2 0 2 3  

P a g e 4  of 4 5  
C O N FI D E N TI A L  

T A B L E  O F  C O N T E N T S  

S T A TI S TI C A L  A N A L Y SI S  P L A N  ................................................................................................ 1  

1.  LI S T O F A B B R E V I A TI O N S A N D D E FI NI TI O N S O F T E R M S  ....................................... 6  

2.  I N T R O D U C TI O N  .................................................................................................................... 8  

3.  S T U D Y  O B J E C TI V E S  ............................................................................................................ 8  

4.  S T U D Y  D E S I G N  ...................................................................................................................... 8  

4. 1  O v er all  St u d y  D e si g n  ......................................................................................................... 8  

4. 1. 1  S c h e d ul e of Visits a n d Ass e ss m e nts  .................................................................... 9  

4. 1. 2  M et h o d of Assi g ni n g P arti ci p a nts t o Tr e at m e nt Gr o u ps  ...................................... 9  

4. 1. 3  Bli n di n g  ................................................................................................................ 9  

5.  E F F I C A C Y  A N D  S A F E T Y  E N D P OI N T S  ............................................................................ 1 0  

5. 1  Effi c a c y  E n d p oi nts  ........................................................................................................... 1 0  

5. 1. 1  Pri m ar y  Effi c a c y  E n d p oi nts  .............................................................................. 1 0  

5. 1. 2  S e c o n d ar y  Effi c a c y  E n d p oi nts  .......................................................................... 1 0  

5. 1. 3  E x pl or at or y  Effi c a c y  E n d p oi nts  ........................................................................ 1 0  

5. 2  S af et y  E n d p oi nts  .............................................................................................................. 1 2  

6.  S T A TI S TI C A L  A N D  A N A L Y TI C A L  P L A N S  .................................................................. 1 2  

6. 1  D at a  S et s A n al y z e d  ......................................................................................................... 1 2  

6. 1. 1  S cr e e n  F ail ur e  S et  .............................................................................................. 1 2  

6. 1. 2  F ull  A n al ysis  S et  ................................................................................................. 1 2  

6. 1. 3  S af et y  A n al ysi s  S et  ............................................................................................ 1 3  

6. 1. 4  P er -Pr ot o c ol  A n al ysis  S et  ................................................................................. 1 3  

6. 1. 5  O L E S af et y  A n al ysis  S et ( O L E S S)  ................................................................... 1 3  

6. 2  G e n er al  M et h o d ol o g y  ...................................................................................................... 1 3  

6. 2. 1  St atisti c al  A n al ysis  ............................................................................................. 1 4  

6. 2. 2  S cr e e ni n g  a n d  B a s eli n e  D efi niti o ns  .................................................................... 1 4  

6. 2. 4  A dj ust m e nts  f or C o v ari at es  ................................................................................. 1 6  

6. 2. 5  H a n dli n g  of  Dis c o nti n u ati o ns  or  Missi n g  D at a  ................................................ 1 7  

6. 2. 7  M ulti pl e  C o m p ari s o ns/ M ulti pli cit y  .................................................................... 1 9  

6. 2. 8  E x a mi n ati o n  of  S u b gr o u ps  ................................................................................ 2 0  



  St atisti c al A n al y sis Pl a n  
 C R N 0 0 8 0 8 -0 9  
 V er si o n:  3. 0  
 D at e:  0 7  A U G  2 0 2 3  

P a g e 5  of 4 5  
C O N FI D E N TI A L  

6. 3  Di s p o siti o n  of  P arti ci p a nt s  .............................................................................................. 2 0  

6. 4  Pr ot o c ol  D e vi ati o ns  ......................................................................................................... 2 1  

6. 5  D e m o gr a p hi c  a n d  Ot h er  B as eli n e  C h ar a ct eristi cs  ......................................................... 2 2  

6. 6  Hi st or y  of  A cr o m e g al y  ................................................................................................... 2 3  

6. 7  Pr e st u d y  A cr o m e g al y  S y m pt o ms  .................................................................................... 2 4  

6. 8  M e di c al  Hist or y  ............................................................................................................... 2 4  

6. 9  Pri or  a n d  C o n c o mit a nt  M e di c ati o ns  ................................................................................ 2 4  

6. 1 0  A n al y si s  of  Effi c a c y  ........................................................................................................ 2 5  

6. 1 0. 1  Pri m ar y  Effi c a c y  A n al ysis  .................................................................................. 2 5  

6. 1 0. 2  S e nsiti vit y  Effi c a c y  A n al ysis  of  Pri m ar y  E n d p oi nt  ......................................... 2 6  

6. 1 0. 3  S e c o n d ar y  Effi c a c y  A n al ysis  ............................................................................ 2 7  

6. 1 0. 4  E x pl or at or y  Effi c a c y  A n al ysis i n R C P h as e  ...................................................... 2 8  

6. 1 0. 5  E x pl or at or y Effi c a c y A n al ysis i n O L E P h a s e  .................................................... 3 4  

6. 1 1  S af et y E v al u ati o n  ............................................................................................................ 3 5  

6. 1 1. 1  E xt e nt  of  E x p os ur e  ............................................................................................. 3 5  

6. 1 1. 2  A d v ers e  E v e nts  .................................................................................................. 3 7  

6. 1 1. 3  Cli ni c al  L a b or at or y  E v al u ati o n  ......................................................................... 3 9  

6. 1 1. 4  E C G  M e a s ur e m e nts  ............................................................................................ 4 1  

6. 1 1. 5  Vit al  Si g ns  .......................................................................................................... 4 1  

6. 1 1. 6  U. S.  Ri n g  Si z e,  W ei g ht,  a n d  B o d y  M a ss  I n d e x .................................................. 4 1  

6. 1 1. 7  P h ysi c al  E x a mi n ati o n  ........................................................................................ 4 2  

6. 1 1. 8  G all  Bl a d d er  Ultr as o u n d  ..................................................................................... 4 2  

8.  C H A N G E S I N T H E P L A N N E D A N A L Y S E S  ...................................................................... 4 4  

9.  R E F E R E N C E S  ........................................................................................................................ 4 5  
 



  St atisti c al A n al y sis Pl a n  
 C R N 0 0 8 0 8 -0 9  
 V er si o n:  3. 0  
 D at e:  0 7  A U G  2 0 2 3  

P a g e 6  of 4 5  
C O N FI D E N TI A L  

1.  LI S T O F A B B R E VI A TI O N S A N D D E FI NI TI O N S O F T E R M S  

  

A E( s)  a d v er s e  e v e nt(s)  

A L P  al k ali n e  p h o s p h at a s e  

A L T  al a ni n e a mi n otr a n sf er as e  

A N C O V A  a n al y si s  of  c o v ari a n c e  

A S D  a cr o m e g al y  s y m pt o m s  di ar y  

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

A T C  a n at o mi c al  t h er a p e uti c c h e mi c al  

B MI  b o d y  m a s s  i n d e x 

C  C el si u s  

CI( s)  c o nfi d e n c e  i nt er v al(s) 

C O VI D -1 9  c or o n a vir u s  di s e as e  2 0 1 9  

C S  cli ni c all y  si g nifi c a nt  

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

C T  c o m p ut e d  t o m o gr a p h y 

C T C A E  C o m m o n  T er mi n ol o g y  Crit eri a  f or A d v er s e  E v e nt s  

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

D C  di s c o nti n u ati o n  

D M C  d at a  m o nit ori n g  c o m mitt e e  

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

E D C  el e ctr o ni c  d at a  c a pt ur e  

E M A  E ur o p e a n  M e di ci n es  A g e n c y  

E O R  E n d  of  R a n d o mi z e d  C o n tr oll e d 

E O T  E n d  of  R a n d o mi z e d  Tr e at m e nt  

  

  

F A S  f ull a n al y si s  s et  

G H  gr o wt h  h or m o n e  

H R  h e art  r at e 

I C H I nt er n ati o n al C o u n cil  o n  H ar m o ni z ati o n  

I G F-1  i n s uli n-li k e gr o wt h  f a ct or-1  

I Q R i nt er q u artil e r a n g e 

I R T i nt er a cti v e r es p o n s e t e c h n ol o g y 

L O C F  l ast o b s er v ati o n  c arri e d  f or w ar d 

L O E S S  l o c all y-esti m at e d  s c att er pl ot  s m o ot hi n g  

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

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  
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m m H g  milli m et er of m er c ur y  

M N A R  mi s si n g  n ot  at  r a n d o m 

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

m s  milli s e c o n d  

O L E  o p e n -l a b el e xt e n si o n  

P A T H F N D R -1  C R N 0 0 8 0 8 -0 9  

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

  

  

p H  p ot e nti al  of  h y dr o g e n  

P K  p h ar m a c o ki n eti c(s)  

P PI  pr ot o n  p u m p  i n hi bit or 

P P S  p er -pr ot o c ol  a n al y si s  s et  

P T  pr ef err e d  t er m 

Q o L  q u alit y  of  lif e 

Q T c F  a b s ol ut e  Q T  i nt er v al c orr e ct e d  f or h e art  r at e b y  Fri d eri ci a’ s  f or m ul a  

R C  r a n d o mi z e d c o ntr oll e d 

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

S A P  st ati sti c al  a n al y si s  pl a n  

S A S ®  St ati sti c al  A n al y si s  S y st e m  ( S A S ® I n stit ut e I n c., C ar y,  N C)  

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

SI  I nt er n ati o n al s y st e m  of  u nit s  

S O C  s y st e m  or g a n  cl as s  

S R L  s o m at o st ati n  r e c e pt or li g a n d 

S S  s af et y  a n al y si s  s et  

T B  t ot al bilir u bi n  

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 F L s  t a bl e s, fi g ur e s, a n d  li sti n g s 

  

U K  U nit e d  Ki n g d o m  

U L N  u p p er  li mit of  n or m al  

U S  U nit e d  St at es  

W H O  W orl d  H e alt h  Or g a ni z ati o n  

W H O Dr u g  Gl o b al  W orl d  H e alt h  Or g a ni z ati o n  Dr u g  Gl o b al  Di cti o n ar y  
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2.  I N T R O D U C TI O N  

T hi s St ati sti c al A n al y si s Pl a n  ( S A P) o utli n es t h e st ati sti c al m et h o d s  t o b e i m pl e m e nt e d d uri n g 

t h e a n al y s es of St u d y C R N 0 0 8 0 8 -0 9 ( P A T H F N D R -1) d at a c oll e ct e d wit hi n t h e s c o p e of t h e 

pr ot o c ol. T h e p ur p o s e of t hi s pl a n i s t o pr o vi d e d et ail s o n a n al y si s p o p ul ati o n s, h o w v ari a bl es  

will  b e  d eri v e d,  h o w  mi s si n g  d at a  will  b e  h a n dl e d,  a s  w ell  a s  d et ail s o n st ati sti c al m et h o d s  t o 

a n al y z e s af et y  a n d effi c a c y d at a. If  t h er e ar e  a n y d e vi ati o n s fr o m pr ot o c ol pl a n n e d  a n al y s es, 

t h es e ar e d o c u m e nt e d i n S e cti o n 8 , a n d  t h e SA P t a k es pr e c e d e n c e.  

T hi s d o c u m e nt m a y e v ol v e o v er ti m e, f or e x a m pl e, t o r efl e ct  t h e r e q uir e m e nt s of pr ot o c ol 

a m e n d m e nt s or  r e g ul at or y r e q u est s. H o w e v er,  t h e fi n al S A P m u st b e fi n ali z e d, a p pr o v e d b y  t h e 

S p o n s or,  a n d pl a c e d o n fil e pri or t o t h e e arli est of c o n d u cti n g a n i nt eri m  a n al y si s or u n bli n di n g 

t h e d at a b as e.  A n y  d e vi ati o n s  fr o m t hi s st ati sti c al  a n al y si s  pl a n  will  b e  d o c u m e nt e d  i n t h e cli ni c al 

st u d y r e p ort ( C S R).  

T hi s  S A P  i s writt e n  wit h  c o n si d er ati o n  of  t h e r e c o m m e n d ati o n s o utli n e d  i n t h e I nt er n ati o n al 

C o u n cil o n H ar m o ni s ati o n (I C H) E 9 1 , I C H E 9 ( R 1)2  g ui d eli n es, a n d I C H E 3 3 . 

A  d et ail e d  d e s cri pti o n  of  t h e pl a n n e d  t a bl es, fi g ur e s, a n d  li sti n g s ( T F L s) t o b e  pr es e nt e d  i n t h e 

C S R i s pr o vi d e d i n a n a c c o m p a n yi n g T F L s h ell d o c u m e nt.  

T hi s  S A P  i s f or b ot h t h e R a n d o mi z e d  C o ntr oll e d  ( R C) P h as e a n d t h e O p e n -l a b el E xt e n si o n 

( O L E) P h as e of  t h e st u d y.  

3.  S T U D Y  O B J E C TI V E S  

T h e pri m ar y  o bj e cti v e of t hi s st u d y i s  t o e v al u at e t h e s af et y a n d effi c a c y of p alt u s oti n e v er s u s 

pl a c e b o  o n  I n s uli n-li k e gr o wt h  f a ct or-1  (I G F-1)  r e s p o n s e i n a cr o m e g al y  p arti ci p a nt s  tr e at e d wit h 

l o n g-a cti n g s o m at o st ati n r e c e pt or li g a n d s ( S R L).  

S e c o n d ar y  o bj e cti v es  ar e  t o e v al u at e  t h e eff e ct s  of  p alt u s oti n e  v ers u s  pl a c e b o  o n  I G F-1  l e v el, 

gr o wt h h or m o n e ( G H) r e s p o n s e, a n d a cr o m e g al y s y m pt o m s.  

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

4. 1  O v e r all  St u d y  D esi g n  

T hi s i s  a r a n d o mi z e d, pl a c e b o -c o ntr oll e d, m ulti -c e nt er st u d y. T h e st u d y i n cl u d es  a S cr e e ni n g 

P eri o d of  u p  t o 1 2 w e e k s f or m o st p arti ci p a nt s. P arti ci p a nt s will  r e c ei v e t w o t o t hr e e I G F-1 

m e as ur e m e nt s d uri n g s cr e e ni n g. If  t h e m e a n of t h es e m e a s ur e m e nt s i s ≤ 1. 0 4 × u p p er li mit of 

n or m al  ( U L N) aft er  r o u n di n g t o t w o d e ci m al  pl a c es,  t h e n t h e p arti ci p a nt m e et s  I G F-1 eli gi bilit y 

crit eri a. Aft er t h e S cr e e ni n g P eri o d, p arti ci p a nt s will b e r a n d o ml y as si g n e d  i n a 1: 1 r ati o t o  

r e c ei v e eit h er p alt u s oti n e or pl a c e b o f or 3 6 w e e k s  of  tr e at m e nt. At t h e e n d of t h e R C P h as e 

( E O R), p arti ci p a nt s, w h o  i n t h e o pi ni o n  of  t h e I n v e sti g at or, m a y  b e n efit  fr o m tr e at m e nt wit h 
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p alt u s oti n e, m a y b e e nr oll e d  i n a l o n g -t er m, O L E f or u p t o 9 6 w e e k s.  D uri n g  t h e O L E,  all 

p arti ci p a nt s will r e c ei v e p alt u s oti n e.  

 

4. 1. 1  S c h e d ul e of Visits a n d A ss e ss m e nts  

T h e  s c h e d ul e  of  as s e s s m e nt s  c a n  b e  f o u n d i n S e cti o n s  1. 2  a n d  1. 3 of  t h e pr ot o c ol  a n d  

S e cti o n s  1. 2, 1. 3, a n d 1. 4 of t h e R u s si a s p e cifi c pr ot o c ol.  

4. 1. 2  M et h o d of A ssi g ni n g P a rti ci p a nts t o T r e at m e nt G r o u p s  

P arti ci p a nt s  will  b e  r a n d o mi z e d t o st u d y  tr e at m e nt, u si n g  a n  i nt er a cti v e, a ut o m at e d  s y st e m  

w hi c h h as b e e n v ali d at e d f or t h e i nt e n d e d u s e u n d er t h e  I nt er n ati o n al S o ci et y of 

P h ar m a c e uti c al E n gi n e er s G o o d A ut o m at e d M a n uf a ct uri n g Pr a cti c e g ui d eli n es,  2 1 C F R 1 1 

( F D A r e g ul ati o n f or El e ctr o ni c R e c or d s a n d El e ctr o ni c Si g n at ur e s) a n d t h e I C H G ui d a n c e E 6 4 . 

R a n d o mi z ati o n  will  b e  p erf or m e d  u si n g  a  fi x e d-bl o c k  r a n d o mi z ati o n s c h e m e.  T h e  

r a n d o mi z ati o n s c h e m e will b e g e n er at e d pri or t o t h e i niti ati o n of t h e st u d y b y a n i n d e p e n d e nt 

st ati sti ci a n/ pr o gr a m m er at A b o n d  C R O , w h o i s n ot a m e m b er of t h e st u d y  t e a m; all 

I n v esti g at ors a n d t h e st u d y t e a m will n ot b e a w ar e of t h e bl o c k si z e of   

 

 a n d pri or tr e at m e nt (l a nr e oti d e or o ctr e otid e).  

4. 1. 3  Bli n di n g  

T h e  S p o n s or,  t h e C R O,  t h e i n v esti g at or, st u d y  sit e  p ers o n n el  a n d  p arti ci p a nt s  will  b e  bli n d e d  t o 

t h e tr e at m e nt as si g n m e nt  d uri n g  t h e R C  P h as e.  T h e  r a n d o mi z ati o n s c h e d ul e  will  b e  k e pt stri ctl y 

c o nfi d e nti al a n d  a c c es si bl e o nl y  t o a ut h ori z e d p ers o n s. O nl y w h e n  t h e R C P h as e h as b e e n 

c o m pl et e d, t h e pr ot o c ol d e vi ati o n s  ( P Ds) d et er mi n e d, a n d t h e st u d y d at a b a s e l o c k e d will t h e 

r a n d o mi z ati o n s c h e d ul e b e m a d e a v ail a bl e f or u n bli n di n g a n d a n al y si s.  

T h e  I nt er a cti v e R es p o n s e  T e c h n ol o g y (I R T) S y st e m will  b e pr o gr a m m e d wit h bli n d -br e a ki n g 

i n str u cti o n s. I n c a s e  of  a n  e m er g e n c y,  t h e I n v esti g at or h as  t h e s ol e  r es p o n si bilit y f or d et er mi ni n g 

if u n bli n di n g of a p arti ci p a nt’s i nt er v e nti o n as si g n m e nt i s w arr a nt e d. P arti ci p a nt s af et y m u st 

al w a y s  b e  t h e first c o n si d er ati o n  i n m a ki n g  s u c h  a  d et er mi n ati o n.  If t h e I n v e sti g at or d e ci d e s t h at 

u n bli n di n g i s w arr a nt e d, t h e  I n v esti g at or s h o ul d m a k e e v er y eff ort t o c o nt a ct t h e M e di c al 

M o nit or pri or t o  u n bli n di n g a p arti ci p a nt’s i nt er v e nti o n  as si g n m e nt u nl es s  t hi s c o ul d del a y 
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e m er g e n c y tr e at m e nt f or t h e p arti ci p a nt.  If a p arti ci p a nt’s i nt er v e nti o n as si g n m e nt i s  u n bli n d e d, 

t h e M e di c al M o nit or m u st b e n otifi e d wit hi n 2 4 h o urs aft er br e a ki n g t h e bli n d. T h e d at e  a n d 

r e as o n t h at t h e bli n d w as br o k e n m u st b e r e c or d e d i n t h e s o ur c e d o c u m e nt ati o n.  

S p o n s or s af et y st aff or d esi g n e e m a y u n bli n d  t h e i nt er v e nti o n as si g n m e nt f or a n y p arti ci p a nt 

wit h a s eri o u s  a d v ers e e v e nt  ( S A E). If t h e S A E r e q uir es t h at a n e x p e dit e d r e g ul at or y  r e p ort b e 

s e nt  t o o n e or m or e r e g ul at or y a g e n ci es,  a c o p y of  t h e r e p ort, i d e ntif yi n g t h e p arti ci p a nt’ s 

i nt er v e nti o n as si g n m e nt,  m a y  b e  s e nt  t o I n v e sti g at ors i n a c c or d a n c e  wit h  l o c al r e g ul ati o n s 

a n d/ or S p o n s or p oli c y.  

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

5. 1  Effi c a c y  E n d p oi nts  

5. 1. 1  P ri m a r y  Effi c a c y  E n d p oi nts  

T h e  pri m ar y  effi c a c y  e n d p oi nt  is: 

  Pr o p orti o n  of  p arti ci p a nt s  w h o  m ai nt ai n  bi o c h e mi c al  r e s p o n s e i n I G F-1  ( ≤ 1. 0 × U L N) at 

E O R  

5. 1. 2  S e c o n d a r y  Effi c a c y  E n d p oi nts  

T h e  s e c o n d ar y  effi c a c y  e n d p oi nt s  ar e  a s  f oll o ws: 

  C h a n g e  fr o m B a s eli n e  t o E O R  i n I G F-1 × U L N  

  Pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 1. 0  n g/ m L  at  W e e k  3 4,  o ut  of  t h o s e w h o  h a d  G H  
< 1. 0  n g/ m L  at  B as eli n e  

  C h a n g e  fr o m B as eli n e  t o E O R  i n T ot al A cr o m e g al y  S y m pt o m s  Di ar y  ( A S D) s c or e  

5. 1. 3  E x pl o r at o r y  Effi c a c y  E n d p oi nts  

T h e  e x pl or at or y  effi c a c y  e n d p oi nt s  ar e  a s  f oll o ws. 

R C P h as e  

  C h a n g e  fr o m B a s eli n e  t o W e e k  3 4  i n G H  

  Pr o p orti o n  of  p arti ci p a nt s  w h o  r e c ei v e r es c u e t h er a p y d uri n g  t h e R C  P h as e  

  Pr o p orti o n  of  p arti ci p a nt s  wit h  I G F-1  < 1. 3 × U L N  at  E O R  

  Pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 2. 5  n g/ m L  at  W e e k  3 4,  o ut  of  t h o s e w h o  h a d  G H  
< 2. 5  n g/ m L  at  B as eli n e  

  C h a n g e  fr o m B as eli n e  i n r e si d u al t u m or v ol u m e  at  E O R  

  Ti m e  fr o m r a n d o mi z ati o n t o first I G F-1 > 1 × U L N  f or 2  c o n s e c uti v e  visits  
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  Ti m e  fr o m r a n d o mi z ati o n t o first I G F-1 ≥ 1. 3 × U L N  f or 2  c o n s e c uti v e  visit s  

  C h a n g e  fr o m B a s eli n e  t o E O R  i n 5   

   at  E O R  

  C h a n g e  fr o m B a s eli n e  t o E O R  i n   

 

  C h a n g e  fr o m B as eli n e  t o E O R  i n  

   at  E O R  

  P h ar m a c o ki n eti c  ( P K) c o n c e ntr ati o n  p ar a m et ers  

  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 1. 0  n g/ m L  at  E O R  

  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 2. 5  n g/ m L  at  E O R  

  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 < 1. 3 × U L N  a n d  G H < 1. 0  n g/ m L  at  E O R  

  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 < 1. 3 × U L N  a n d  G H < 2. 5  n g/ m L  at  E O R  

  P er c e nt a g e  of  p arti ci p a nt s  wit h  > 2 5 %  r e d u cti o n i n t u m or v ol u m e  fr o m B as eli n e  t o E O R  

O L E P h as e  

  Pr o p orti o n of p arti ci p a nts wit h I G F -1 ≤ 1. 0 × U L N a n d < 1. 3 × U L N at e a c h visit i n t h e O L E 
p h a s e  

  C h a n g e fr o m O L E B a s eli n e i n I G F -1 × U L N  t o t h e visits i n t h e O L E p h a s e 

  Pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 1. 0  n g/ m L  at  e a c h vi sit i n t h e O L E p h as e,  o ut  of  
t h o s e w h o  h a d  G H < 1. 0  n g/ m L  at  O L E B as eli n e  

  C h a n g e  fr o m O L E B as eli n e i n T ot al A S D  s c or e t o t h e visits i n t h e O L E p h a s e 

  C h a n g e  fr o m O L E B as eli n e  i n G H t o  t h e visits i n t h e O L E p h as e 

  Pr o p orti o n of p arti ci p a nt s w h o r e c ei v e d  p er mitt e d a dj u n cti v e st a n d ar d a cr o m e g al y tr e at m e nt  
d uri n g t h e O L E p h a s e  

  Pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 2. 5  n g/ m L  at  e a c h vi sit i n t h e O L E p h as e,  o ut  of  
t h o s e w h o  h a d  G H < 2. 5  n g/ m L  at  O L E B as eli n e  

  C h a n g e  fr o m O L E B a s eli n e  i n r esi d u al t u m or v ol u m e  t o t h e visits i n t h e O L E p h as e 

  C h a n g e  fr o m O L E B as eli n e  i n   

  C h a n g e  fr o m O L E B as eli n e  i n   t o 
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t h e visits i n t h e O L E p h a s e 

  C h a n g e  fr o m O L E B a s eli n e  i n  t o t h e visits i n t h e O L E p h as e 

   at  E O T  i n t h e O L E p h as e 

5. 2  S af et y  E n d p oi nts  

T h e  s af et y  e n d p oi nt s  ar e  a s  f oll o ws: 

  I n ci d e n c e of  tr e at m e nt-e m er g e nt  a d v ers e  e v e nt s  ( T E A E s), i n cl u di n g S A E s  a n d  T E A E s 

t h at l e a d t o di s c o nti n u ati o n 

  C h a n g e  i n s af et y  p ar a m et er s:  cli ni c al  l a b or at or y t e st s ( h e m at ol o g y, s er u m  c h e mi str y,  

li pi d p a n el, a n d h or m o n e s), vit al si g n s, a n d 1 2-l e a d el e ctr o c ar di o gr a m ( E C G) 

p ar a m et er s  

  I n ci d e n c e of  cli ni c all y  si g nifi c a nt  c h a n g es  fr o m B as eli n e  i n a b d o mi n al  ( g all bl a d d er) 

ultr a s o u n d r es u lt s. 

6.  S T A TI S TI C A L  A N D  A N A L Y TI C A L  P L A N S  

6. 1  D at a  S et s A n al y z e d  

P arti ci p a nt s  will  b e  pr e s e nt e d/ s u m m ari z e d  b as e d  o n  t h e p arti ci p a nt  p o p ul ati o n  s et. 

6. 1. 1  S c r e e n  F ail u r e  S et  

T h e  s cr e e n f ail ur e  s et  ( S F S) will i n cl u d e all  p arti ci p a nt s  w h o  si g n e d  i nf or m e d c o n s e nt  a n d  

eit h er  di s c o nti n u e d  or f ail e d  a n y  s cr e e ni n g  or  e ntr y  crit eri a  n e e d e d  t o r a n d o mi z e. Si n c e  t hi s 

a n al y si s  s et s h o ul d  n ot  r e c ei v e tr e at m e nt, it will  o nl y  b e  u s e d  t o s h o w  t h e d et ail s  ar o u n d  w h y 

e a c h  p arti ci p a nt di d n ot m e et eli gi bilit y.  

6. 1. 2  F ull  A n al y sis  S et  

T h e  F ull  A n al y si s  S et  ( F A S) i s d efi n e d  fr o m t h e i nt e nti o n-t o-tr e at pri n ci pl e  a n d  will  i n cl u d e all 

r a n d o mi z e d p arti ci p a nt s. T h e F A S will b e t h e pri m ar y  a n al y si s s et  u s e d f or effi c a c y a n al y s e s. 

Tr e at m e nt as si g n m e nt will b e b as e d o n t h e r a n d o mi z e d tr e at m e nt.  

T h e  r a n d omi z ati o n n u m b er t h at i s  i nt e gr at e d i nt o el e ctr o ni c d at a c a pt ur e ( E D C) fr o m I R T will 

li n k t o t h e r a n d o mi z ati o n n u m b er i n t h e r a n d o mi z ati o n fil e g e n er at e d b y  t h e i n d e p e n d e nt 

st ati sti ci a n pri or t o st u d y st art.  T hi s fil e  i s g e n er at e d t o pr o s p e cti v el y li n k e a c h r a n d o mi z ati o n 

n u m b er  t o a tr e at m e nt  gr o u p f or  t h e r a n d o mi z ati o n. O n c e  t h e d at a b as e  i s l o c k e d, t h e 

i n d e p e n d e nt bi o st ati sti ci a n will s e n d t h e r a n d o mi z ati o n fil e t o b e m er g e d wit h t h e E D C d at a t o 

d efi n e  t h e r a n d o mi z e d tr e at m e nt p er p arti ci p a nt. 
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6. 1. 3  S af et y  A n al y sis  S et  

T h e  S af et y  A n al y si s  S et  ( S S) will  i n cl u d e all  p arti ci p a nt s  w h o  r e c ei v e d st u d y  dr u g  wit h  

tr e at m e nt as si g n m e nt b as e d o n t h e tr e at m e nt r e c ei v e d. If a p arti ci p a nt r e c ei v es  a n y a m o u nt of 

p alt u s oti n e t h e n  t h e p arti ci p a nt will  b e  as si g n e d  t o t h e p alt u s oti n e  gr o u p.  T h e  S S will  b e  t h e 

pri m ar y  a n al y si s s et u s e d f or s af et y a n al y s es.  

Dr u g  di s p e n si n g u nit I D s  ar e  as si g n e d b y  I R T o nl y a n d will b e e x p ort e d i n t h e Dr u g 

a c c o u nt a bilit y  r e p ort. T o d et er mi n e w h at st u d y dr u g w as  r e c ei v e d p er p arti ci p a nt, s u b s et t o t h e 

di s p e n si n g  u nit  I D w h er e vi sit n a m e  i s s et t o  r a n d o mi z ati o n ( D a y 1)  a n d  r e c o n cil e d st at u s  i s s et 

t o u s e d.  T h e  dr u g  di s p e n si n g  u nit  n u m b er fil e  t h at w as  g e n er at e d  b y  t h e i n d e p e n d e nt st ati sti ci a n 

c o nt ai n s  t h e dr u g  u nit  n u m b er  li n k e d t o tr e at m e nt. O n c e  t h e d at a b as e  i s l o c k e d, t h e i n d e p e n d e nt 

bi o st ati sti ci a n  will s e n d  t h e dr u g  di s p e n si n g  u nit fil e  t o b e  m er g e d  wit h  t hi s I R T d at a.  T h e 

tr e at m e nt t h at i s li n k e d t o t h e di s p e n si n g u nit  I D n u m b er will b e u s e d t o d efi n e tr e at m e nt 

r e c ei v e d. 

6. 1. 4  P e r -P r ot o c ol  A n al y sis  S et  

T h e  P er -Pr ot o c ol  A n al y si s  S et  ( P P S) i s d efi n e d  a s  all  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  

t h e R C P h a s e of t h e st u d y a n d r e c ei v e d t h e d o s e t h at ali g n s wit h t h e r a n d o mi z e d tr e at m e nt, 

wit h n o m aj or P D s,  a n d wit h  at l e a st  7 5 %  tr e at m e nt c o m pli a n ce  b as e d  o n  t a bl et c o u nt s. If a 

p arti ci p a nt i s tr e at e d wit h a dr u g  t h at d o es n ot ali g n wit h t h e r a n d o mi z e d tr e at m e nt, t h e n t h e 

p arti ci p a nt i s e x cl u d e d. T hi s P P S will b e  u s e d  a s  a s e n siti vit y  a n al y si s f or t h e pri m ar y e n d p oi nt. 

M aj or P D s will  b e  d et er mi n e d  a n d si g n e d  off  pri or  t o d at a b a s e  l o c k. T h e y  will  b e  d o c u m e nt e d  

wit hi n  t h e P D tr a c k er. 

Dr u g  di s p e n si n g t a bl et c o u nt s  ar e e nt er e d  i nt o I R T a n d will b e e x p ort e d i n t h e Dr u g 

a c c o u nt a bilit y  r e p ort. If t h e tr e at m e nt as s o ci at e d wit h  t hi s di s p e n si n g u nit I D d o es n ot m at c h 

t h e tr e at m e nt li n k e d t o t h e r a n d o mi z ati o n n u m b er, t h e n  t h e p arti ci p a nt w a s n ot tr e at e d p er t h e 

r a n d o mi z ati o n. T h e  tr e at m e nt li n k e d t o t h e di s p e n si n g  u nit  I D t h at w a s  u s e d  will  d efi n e  

tr e at m e nt gr o u p f or t hi s an al y si s s et.  T a bl et c o u nt s will b e  u s e d t o d efi n e c o m pli a n c e p er 

S e cti o n 6. 1 1. 1 . 

6. 1. 5  O L E S af et y  A n al y sis  S et  ( O L E S S) 

T h e  O L E S S  will  i n cl u d e all  p arti ci p a nt s  w h o  r e c ei v e d a n y a m o u nt of p alt u s oti n e i n t h e O L E . 

T h e a ct u al tr e at m e nt as si g n e d i n R C p h as e will b e u s e d i n t h e O L E p h as e. P arti ci p a nt s w h o ar e  

r e s c u e d d uri n g t h e R C p h as e will b e a n al y z e d s e p ar at el y fr o m t h o s e w h o c o m pl et e d t h e st u d y 

tr e at m e nt d uri n g t h e R C p h as e f or s el e ct e d e n d p oi nt s.  

6. 2  G e n e r al  M et h o d ol o g y  

All  st ati sti c al  pr o c e s si n g  will  b e  p erf or m e d  u si n g  S A S ®  u nl es s  ot h er wi s e  st at e d.  A n  i nt eri m 
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a n al y si s m a y b e c o n d u ct e d d e p e n di n g o n t h e p a c e of e nr oll m e nt.  E x c e pt w h er e n ot e d, all 

st ati sti c al  t est s will b e t w o-si d e d a n d will b e p erf or m e d  at t h e 0. 0 5 l e v el of si g nifi c a n c e.  

D es cri pti v e  st ati sti cs  will  b e  u s e d  t o pr o vi d e  a n  o v er vi e w  of  t h e effi c a c y  a n d  s af et y  r e s ult s. F or 

c at e g ori c al p ar a m et er s, t h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s i n e a c h c at e g or y will b e 

pr e s e nt e d. F or c o nti n u o u s p ar a m et er s, d es cri pti v e st ati sti cs will i n cl u d e n ( n u m b er of 

p arti ci p a nt s),  m e a n,  st a n d ar d  d e vi ati o n  ( S D), i nt er q u artil e r a n g e (I Q R), m e di a n,  mi ni m u m,  a n d 

m a xi m u m. T h e c o effi ci e nt of v ari ati o n ( C V) will al s o b e pr es e nt e d f or G H  a n d I G F -1. W h er e 

a p pli c a bl e 9 5 % c o nfi d e n c e i nt er v al s ( CI s) will al s o b e c al c ul at e d.  

F or fr e q u e n c y  c o u nt s  of  c at e g ori c al  v ari a bl es,  c at e g ori es  w h o s e  c o u nt s  ar e  z er o  will  b e  

di s pl a y e d f or  t h e s a k e  of c o m pl et e n es s. F or e x a m pl e, if  n o n e  of  t h e p arti ci p a nt s  di s c o nti n u e  d u e  

t o “l o st t o f oll o w-u p, ” t hi s  r e a s o n will b e i n cl u d e d i n t h e t a bl e wit h a c o u nt of 0.  

T h e  pr e ci si o n  of  ori gi n al m e as ur e m e nt s  will  b e  m ai nt ai n e d  i n li sti n g s a n d  u s e d  i n c al c ul ati o n s. 

D eri v e d v al u es gr e at er t h a n t hr e e d e ci m al pl a c es will b e  r o u n d e d t o t hr e e d e ci m al pl a c es f or 

di s pl a y i n li sti n g s.  

T h e  F A S will  b e  t h e pri m ar y  a n al y si s  s et  u s e d  f or effi c a c y  a n al y s es  a n d  t h e P P S will  b e  u s e d  a s  

a s e n siti vit y  a n al y si s f or t h e pri m ar y e n d p oi nt.  T h e S S will b e  t h e pri m ar y a n al y si s s et u s e d f or 

s af et y a n al y s es.  T h e O L E S S  will b e t h e a n al y si s s et f or t h e O L E p h a s e  a n al y s es.  

All  I G F-1  e n d p oi nt s  ar e  d efi n e d  fr o m I G F-1 × U L N  

  I G F-1 × U L N  =  I G F-1  r es ult i n n g/ m L  di vi d e d  b y  I G F-1  U L N  n g/ m L  f or t h e s u bj e ct a g e 
a n d s e x  

E O R  f or I G F-1 × U L N  will  b e  c al c ul at e d  a s  t h e a v er a g e  of  W e e k  3 4  a n d  W e e k  3 6  r o u n d e d t o t w o 

si g nifi c a nt fi g ur es.  If eit h er v al u e i s mi s si n g, t h e a v ail a bl e v al u e at  t h e s p e cifi e d vi sit will b e 

r o u n d e d t o t w o si g nifi c a nt fi g ur es a n d u s e d as E O R.  

I nt e gr at e d G H  s u m m ari e s  will  u s e  t h e a v er a g e  of  t h e fi v e v al u es  o bt ai n e d  at t h e  s p e cifi e d  vi sit.  

If o n e or m or e  of  t h e fi v e v al u es  ar e  mi s si n g, t h e  a v ail a bl e  v al u es  at  t h e s p e cifi e d  vi sit will b e  

u s e d t o c al c ul at e t h e a v er a g e.  

6. 2. 1  St atisti c al  A n al ysis  

All  a n al y s es,  t a bl es, li sti n g s, a n d  fi g ur es will  b e  p erf or m e d  u si n g S A S ®  V er si o n  9. 4 or l at er. 

T h e  st a n d ar d  o p er ati n g  pr o c e d ur es  ( S O P s) of  t h e s p o n s or will  b e  f oll o w e d i n t h e cr e ati o n  a n d  

q u alit y c o ntr ol of all d at a di s pl a y s a n d a n al y s es.  

6. 2. 2  S c r e e ni n g  a n d  B as eli n e  D efi niti o ns  

S cr e e ni n g  I G F-1 × U L N  i s d efi n e d  a s  t h e m e a n  of  t h e m e a s ur e m e nt s  pri or  t o D a y  1.  

B as eli n e  i s d efi n e d a s  t h e l ast n o n-mi s si n g as s es s m e nt pri or t o fir st d o s e of st u d y dr u g f or all 
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as s es s m e nt s  e x c e pt  I G F-1,  G H,  a n d  A S D.  F or  I G F-1,  b a s eli n e  i s d efi n e d  a s  t h e a v er a g e  of  I G F- 

1 × U L N v al u es at  D a y  1 a n d  all s cr e e ni n g v al u e s c oll e ct e d pri or t o D a y  1. F or G H, b as eli n e i s 

d efi n e d  as t h e  a v er a g e of  all t h e m e as ur e m e nt s  t a k e n fr o m f asti n g i nt e gr at e d G H s a m pl es at 

s cr e e ni n g vi sit.  B as eli n e A S D s c or e  ( 9 it e m s) i s d eri v e d fr o m  a w e e kl y  a v er a g e  of  d ail y v al u es 

w h er e t h e w e e kl y  a v er a g e i s d efi n e d  a s  t h e s u m of e a c h it e m s e v e n d a y s o n or pri or t o D a y  1 

di vi d e d b y  th e n u m b er of d a y s o n w hi c h  t h e it em i s c o m pl et e d. B a s eli n e  T ot al A S D s c or e  i s 

d efi n e d a s t h e s u m of t h e 7 it e m s a s d efi n e d i n S e cti o n 6. 1 0. 3. 3 . 

O L E b as eli n e i s d ef i n e d as t h e l ast n o n-mi s si n g  a s s es s m e nt pri or t o t h e fir st d o s e of st u d y dr u g 

i n O L E p h a s e . F or I G F -1, G H a n d A S D , O L E b as eli n e will b e d efi n e d c o n si st e nt wit h t hi s 

d efi niti o n r el ati v e t o t h e first d o s e of st u d y dr u g i n O L E p h a s e .  
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6. 2. 4  A dj u st m e nts  f o r C o v a ri at es  

T h e  str atifi c ati o n  f a ct ors S cr e e ni n g  I G F-1  gr o u p s  a n d  pri or  

tr e at m e nt gr o u p s (l a nr e oti d e, o ctr e oti d e) will b e i n cl u d e d i n  a n al y si s m o d el s, as s p e cifi e d  i n 

S e cti o n 6. 1 0 . Ot h er  c o v ari at es, s u c h as B as eli n e v al u es of  t h e c orr e s p o n d e nt p ar a m et ers, will 

al s o b e c o nsi d er e d.  

T h e  s cr e e ni n g  I G F-1 gr o u p s  a n d  pri or  tr e at m e nt gr o u p s  u s e d  f or t h e r a n d o mi z ati o n s ar e  

c a pt ur e d i n  I R T. T h es e I G F -1 gr o u p s s h o ul d ali g n wit h  r e s ult s c a pt ur e d i n t h e c e ntr al l a b s,  a n d 

pri or tr e at m e nt gr o u p s s h o ul d  ali g n wit h w h at i s c a pt ur e d i n pri or a cr o m e g al y  tr e at m e nt i n 

E D C. If t h es e v al u e s d o n ot  ali g n,  t h e n t h e r es ult s fr o m t h e c e ntr al l a b s a n d  E D C s h o ul d b e 

u s e d f or t h e a n al ysi s.  
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6. 2. 5  H a n dli n g  of  Dis c o nti n u ati o n s  o r  Missi n g  D at a  

I n g e n er al,  mi s si n g  d at a  will  n ot  b e  i m p ut e d u nl es s  ot h er wi s e  s p e cifi e d.  

6. 2. 5. 1  P ri m a r y M et h o d f o r Effi c a c y R e s p o n d e r D at a  

T h e pri m ar y m et h o d f or h a n dli n g mi s si n g effi c a c y d at a will b e  t o c o n si d er mi s si n g bi n ar y 

effi c a c y e n d p oi nt s as n o n -r es p o n d ers. P arti ci p a nt s w h o di s c o nti n u e  tr e at m e nt f or a n y r e as o n 

pri or  t o W e e k  3 6,  u p -titr at e i n d o s e  aft er  W e e k  2 4,  ar e  mi s si n g  I G F-1  v al u es  at  b ot h  W e e k  3 4 

a n d W e e k 3 6 or r e c ei v e pr o hi bit e d m e di c ati o n or r e s c u e  t h er a p y pri or t o W e e k 3 6 will b e 

c o n si d er e d n o n -r es p o n d ers. T hi s will b e a p pli e d t o  all r e s p o n d er a n al y s es f or t h e effi c a c y 

e n d p oi nt s.  

G H  h as  a n  E O R  vi sit  at  W e e k  3 4  s o  p arti ci p a nt s  w o ul d  b e  c o n si d er e d  n o n -r es p o n d er s f or t hi s 

as s es s m e nt  if t h e p arti ci p a nt  di s c o nti n u e d  tr e at m e nt, titr at e d u p  i n d o s e  aft er  W e e k  2 4  or  t o o k 

r e s c u e or pr o hi bite d m e di c ati o n s  at or pri or t o W e e k 3 4.  

I n ali g n m e nt wit h t h e E ur o p e a n M e di ci n es A g e n c y ( E M A) g ui d eli n e 7  o n mi s si n g d at a i n 

c o nfir m at or y  cli ni c al st u di es,  a  K a pl a n - M ei er  pl ot  will  b e  g e n er at e d  f or e a c h  of  t h e f oll o wi n g 

s h o wi n g t h e n u m b er of e v e nt s  a n d m e di a n  ti m e t o e v e nt wit hi n e a c h tr e at m e nt gr o u p. A C o x 

pr o p orti o n al h a z ar d s m o d el wit h c o v ari at es of S cr e e ni n g I G F -1 gr o u p s   

 a n d  B as eli n e  pri or  tr e at m e nt gr o u p s  (l a nr e oti d e, o ctr e oti d e)  will  b e  u s e d  t o 

g e n er at e a  h a z ar d  r ati o s h o wi n g t h e diff er e n c es  b et w e e n  tr e at m e nt gr o u p s f or t h e F A S. F or e a c h  

pr e di ct or v ari a bl e i n  t hi s m o d el, a n i nt er a cti o n t er m will b e cr e at e d of t h e pr e di ct or 

v ari a bl e *l o g(ti m e). If  a n y of t h e s e i nt er a cti o n  t er m s ar e st ati sti c all y si g nifi c a nt at  al p h a = 0. 0 5 

t h e n it i s a s s u m e d t h at t h e pr o p orti o n al h a z ar d  as s u m pti o n i s n ot m et f or t h at pr e di ct or a n d t hi s 

i nt er a cti o n t er m will st a y i n t h e fi n al m o d el. All  pr e di ct ors  t h at d o  n ot  s h o w  st ati sti c al  

si g nifi c a n c e  i n t h eir i nt er a cti o n t er m will b e r e m o v e d fr o m t h e fi n al m o d el:  

  ti m e fr o m r a n d o mi z ati o n t o tr e at m e nt di s c o nti n u ati o n d at e b y tr e at m e nt gr o u p. 

P arti ci p a nt s  w h o  d o  n ot  di s c o nti n u e  t h e tr e at m e nt will  b e  c e n s or e d  at  t h e l a st d at e  of  t h e 

R C P h as e.  

  ti m e fr o m r a n d o mi z ati o n t o first d o s e of pr o hi bit e d m e di c ati o n or r es c u e t h er a p y b y 

tr e at m e nt gr o u p.  P arti ci p a nt s  wit h o ut  o n e  of  t h es e e v e nt s will  b e  c e n s or e d  at  t h e d at e  of 

di s c o nti n u ati o n fr o m tr e at m e nt or t h e l ast d at e of t h e R C P h a s e.  

6. 2. 5. 2  Missi n g  D at a  H a n dli n g  f o r P ri m a r y  Effi c a c y  E n d p oi nt  

I G F-1 l e v el ≤ 1. 0 × U L N i s b as e d o n  t h e a v er a g e of  l ast t w o m e as ur e m e nt s pri or t o t h e E O R 

( W e e k s 3 4 a n d  3 6).  T hi s e n d p oi nt will b e b as e d o n a si n gl e r es ult v al u e w h e n  r e s ult s ar e n ot 

a v ail a bl e  f or b ot h  vi sit s.  If v al u es  f or b ot h  vi sit s  ar e  mi s si n g,  p arti ci p a nt s  will  b e  c o n si d er e d  a s 

n o n -r es p o n d er s ( n ot m e eti n g I G F -1 l e v el ≤ 1. 0 × U L N).  
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6. 2. 5. 3  L a b o r at o r y  R es ults  

Q u a ntit ati v e  l a b or at or y t est s c o nt ai ni n g  l es s t h a n ( <) a n d  gr e at er  t h a n ( >) s y m b ol s ar e  t e st r e s ult s 

t h at ar e b el o w or a b o v e q u a ntifi a bl e li mit s, r es p e cti v el y. T o r et ai n t h e s e v al u es f or a n al y si s 

p ur p o s es, t h e f oll o wi n g will b e  i m p ut e d a n d st or e d wit hi n t h e a n al y si s d at a s et s:  

  F or  v al u es  wit h  <,  t h e i m p ut e d v al u e  will  b e  t h e n u m eri c  p orti o n  × 0. 9.  

  F or  v al u es  wit h  >,  t h e i m p ut e d v al u e  will  b e  t h e n u m eri c  p orti o n  × 1. 1.  

L a b  v al u e s  t h at ar e  r et est s will  o v er writ e  t h e pr e vi o u s  r e s ult. R et est s  ar e  t y pi c all y p erf or m e d 

w h e n t h e s a m pl e i s l o st or t h er e i s cl otti n g.  

6. 2. 5. 4  P a rti al  D at es  

If o nl y  p arti al  d at es  ar e  a v ail a bl e  f or a d v ers e  e v e nt s  ( A E s) or m e di c ati o n s  a n d  ar e  r e q uir e d f or 

c al c ul ati o n, t h e f oll o wi n g st a n d ar d s will b e a p pli e d:  

  St art  D at es  ( e g, A E  o n s et  d at e  or  st art  d at e  of  m e di c ati o n)  

o  F or mi s si n g st art  d a y  o nl y  –  D a y  will  b e  i m p ut e d a s  t h e first d a y  of  t h e m o nt h  

(i e, 1) wit h t h e f oll o wi n g e x c e pti o n: if t h e p arti al d at e f all s i n t h e s a m e m o nt h 

a n d  y e ar a s t h e first st u d y dr u g a d mi ni str ati o n d at e, t h e n t h e p arti al d at e will b e 

i m p ut e d t o e q u al t h e fir st st u d y dr u g a d mi ni str ati o n d at e b ei n g u s e d f or 

c al c ul ati o n.  

o  F or mi s si n g st art  d a y  a n d  m o nt h  –  D a y  a n d  m o nt h will  b e  i m p ut e d a s  t h e first 

d a y of  t h e y e ar  (i e, 1 J a n u ar y) wit h t h e f oll o wi n g e x c e pti o n: if t h e p arti al d at e  

f all s i n t h e s a m e  y e ar as  t h e first st u d y dr u g  a d mi ni str ati o n  d at e, t h e n  p arti al d at e 

will b e i m p ut e d t o e q u al t h e first st u d y dr u g  a d mi ni s tr ati o n d at e b ei n g u s e d f or 

t h e c al c ul ati o n.  

o  I m p ut e d st art  d at es  m u st  b e  o n  or  pri or  t o t h e st o p  d at e.  

  St o p  D at es  ( e g, A E  r es ol uti o n d at e  or  st o p  d at e  of  m e di c ati o n)  

o  F or mi s si n g st o p  d a y  o nl y  –  D a y  will  b e  i m p ut e d a s  t h e l ast d a y  of  t h e m o nt h  

(i e, 2 8, 2 9, 3 0, or 3 1).  

o  F or mi s si n g st o p  d a y  a n d  m o nt h  –  D a y  a n d  m o nt h will  b e  i m p ut e d a s  t h e l ast d a y 

of t h e y e ar (i e, 3 1 D e c e m b er).  

D at es  will  b e  pr es e nt e d  o n  t h e li sti n g a s  r e c or d e d, wit h o ut  i m p ut ati o n. All  d at a  will  b e  i n cl u d e d 

i n d at a li sti n g s t h at will a c c o m p a n y t h e C S R. 
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6. 2. 7  M ulti pl e  C o m p a ris o n s/ M ulti pli cit y  

T o  c o ntr ol  t h e f a mil y-wi s e  T y p e  I Err or f or  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,  all  h y p ot h esi s 

t esti n g will b e p erf or m e d u si n g  t h e s e q u e nti al t est str at e g y b as e d o n a fi x e d s e q u e nti al m et h o d. 

T h e s e c o n d ar y e n d p oi nt s will b e t est e d i n t h e or d er pr o vi d e d b el o w.  T h e h y p ot h esi s t esti n g of 

s e c o n d ar y e n d p oi nt s will b e c o n d u ct e d o nl y  if t h e pri m ar y a n al y si s of t h e pri m ar y effi c a c y 

e n d p oi nt c o m p ari s o n i s st ati sti c all y si g nifi c a nt at t h e pr e d efi n e d al p h a l e v el of  0. 0 5. If t hi s 

c o m p ari s o n i s  n ot st ati sti c all y si g nifi c a nt, t h e n t h e  c o m p ari s o n of  s e c o n d ar y effi c a c y e n d p oi nt s 

w ill b e c o n si d er e d n o mi n al, d es cri pti v e, a n d e x pl or at or y. Pr o p orti o n of  p arti ci p a nt s wit h  G H 

<  1. 0  n g/ m L  i s m o v e d  t o t h e e n d  of  t h e fi x e d s e q u e n c e  t esti n g pr o c e d ur e  t o r e m ai n c o n si st e nt 

wit h t h e or d er of cli ni c al r el e v a n c e.  

St e p 
N u m b e r  

E n d p oi nt  

1  Pri m ar y  e n d p oi nt  f or I G F-1  R es p o n s e  ≤  1. 0 × U L N  at  E O R  

2  C h a n g e  fr o m B a s eli n e  i n I G F-1  at  E O R  

3  C h a n g e  fr o m B as eli n e  i n T ot al  A S D  s c or e  at  E O R  
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4  G H  m ai nt e n a n c e  of  r es p o n s e d efi n e d  a s  G H < 1. 0  n g/ m L  at  B a s eli n e  a n d  W e e k 3 4  

6. 2. 8  E x a mi n ati o n  of  S u b g r o u ps  

S u b gr o u p  a n al y s es  will b e c o n d u ct e d o n  t h e F A S f or t h e s u b gr o u p s s e x, a g e, s cr e e ni n g  I G F-1 

gr o u p  (str at a), pri or tr e at m e nt (str at a), b o d y m as s i n d e x ( B MI) gr o u p s, w ei g ht gr o u p s, r a c e, 

et h ni cit y,  u s e of pr ot o n p u m p i n hi bit or ( P PI) a n d  H 2 bl o c k ers, a n d g e o gr a p hi c  r e gi o n. A g e will 

b e di c h ot o mi z e d t o l es s  t h a n 6 5 y e ar s ol d  a n d gr e at er t h a n or e q u al  t o 6 5 y e ars  ol d. R a c e will b e 

br o k e n  d o w n  t o w hit e a n d  n o n -w hit e.  G e o gr a p hi c  r e gi o n will  b e  pr es e nt e d  b y  U nit e d  St at es  

( U S) sit es, a n d n o n -U S sit es. A d diti o n al gr o u pi n g s f or g e o gr a p h i c r e gi o n m a y b e e x pl or e d. 

B MI gr o u p s  ar e  < 3 0 a n d ≥ 3 0 k g/ m 2 . W ei g ht gr o u p s will b e s plit b y t h eir m e di a n v al u es. Pri or 

t o d at a b as e  l o c k, P PI  a n d  H 2 bl o c k ers  will  b e  d efi n e d  b y  a  p h y si ci a n  fr o m m e di c ati o n s  t a k e n 

pr etr e at m e nt. S u b gr o u p  a n al y s es will b e c o n d u ct e d o n  t h e pr op orti o n of p arti ci p a nt s w h o 

m ai nt ai n bi o c h e mi c al r es p o n s e  i n I G F-1 × U L N at E O R as d efi n e d i n S e cti o n 6. 1 0. 1 . 

T h e n u m b er a n d p er c e nt w h o s h o w a r es p o n s e i n e a c h s u b gr o u p b y tr e at m e nt  gr o u p will b e 

pr e s e nt e d  i n a t a bl e. A f or e st pl ot of t h e o d d s  r ati o s a n d c orr es p o n di n g  9 5 % e x a ct CI s will b e 

pr e s e nt e d f or e a c h s u b gr o u p.  T hi s f or e st pl ot will b e g e n er at e d f or s u b gr o u p s fr o m  a n e x a ct 

l o gi sti c r e gr es si o n m o d el.  T h e  str atifi c ati o n  f a ct or s (s cr e e ni n g I G F-1  gr o u p  a n d  pri or  tr e at m e nt) 

will n ot b e  i n cl u d e d as c o v ari at es d u e  t o t h e r e d u c e d n u m b er of p arti ci p a nt s i n t h e m o d el.  

6. 3  Dis p ositi o n  of  P a rti ci p a nts  

T h e  n u m b er  of  p arti ci p a nt s  i n cl u d e d i n t h e F A S,  P P S  a n d  S S  will  b e  s u m m ari z e d  f or all 

s cr e e n e d p arti ci p a nt s b y tr e at m e nt gr o u p, fi n al d o s e gr o u p,  a n d o v er all  f or t h e R C p h as e. 

P arti ci p a nt s w h o ar e e x cl u d e d fr o m  a n  a n al y si s p o p ul ati o n will b e pr es e nt e d i n a li sti n g al o n g 

wit h t h e r e as o n s f or e x cl u si o n.  

T h e  f oll o wi n g d at a  will  b e  s u m m ari z e d  b y  tr e at m e nt gr o u p,  fi n al d o s e  gr o u p,  a n d  o v er all  f or t h e 

R C p h as e : 

  t h e n u m b er  of  p arti ci p a nt s  w h o  s cr e e n  f ail e d wit h  m o st  r e c e nt r e a s o n 

  t h e n u m b er  of  p arti ci p a nt s  r a n d o mi z e d ( c o m pl et e d tr e at m e nt p eri o d  ( o n st u d y 

dr u g/ di s c o nti n u e d st u d y dr u g))  

  

  dis c o nti n u e d  tr e at m e nt p eri o d  wit h  r e as o n 

  di s c o nti n u e d  st u d y  dr u g  wit h  r e as o n 
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  n u m b er  of  p arti ci p a nt s  eli gi bl e  f or O L E  ( C o m pl et e d R C  P h as e)  

  If p arti ci p a nt  eli gi bl e  f or O L E  a n d  d o es  n ot e nr oll  i n O L E, st at e  r e as o n 

  n u m b er  of  p arti ci p a nt s  w h o  e nt er e d  O L E  

  If t h e n u m b er  of  p arti ci p a nt s  i n t h e F A S  diff ers  fr o m t h e n u m b er  of  p arti ci p a nt s  i n t h e 

P P S, t h e n t h e f oll o wi n g c at e g ori es of  r e as o n s ar e  pr e s e nt e d:  r a n d o mi z ati o n/tr e at m e nt 

err or, < 7 5 % c o m pli a n c e, or m aj or P D.  

T h e n u m b er of p arti ci p a nt s s cr e e n e d, s cr e e n f ail ur e s, r a n d o mi z e d, di s c o nti n u e d R C P h as e, 

c o m pl et e d  t h e R C P h as e, o n P alt u s oti n e, o n pl a c e b o, w h o di s c o nti n u e d d u e  t o a d v er s e  e v e nt s, 

a n d  t ot al n u m b er  of  S A E s,  will  b e  pr es e nt e d  b y  g e o gr a p hi c  r e gi o n ( U S, E ur o p e a n  U ni o n  [ E U], 

r e st of w orl d [ R O W]), a n d c o u ntr y wit hi n g e o gr a p hi c  r e gi o n. A d diti o n all y, t h e pr o p orti o n of 

p arti ci p a nt s  o n  st u d y  o v er  ti m e i n d a y s  m a y  b e  pr e s e nt e d  i n a  ti m e t o di s c o nti n u ati o n  li n e gr a p h.  

T h e f oll o wi n g d at a will b e s u m m ari z e d b y tr e at m e nt gr o u p a n d o v er all f or t h e O L E p h as e 

u si n g O L E S S:  

  n u m b er  of  p arti ci p a nt s  w h o  e nt er e d  O L E  a n d t o o k at l e ast o n e d os e i n O L E p h as e  

  dis c o nti n u e d O L E p h as e wit h r e as o n  

  dis c o nti n u e d st u d y dr u g i n O L E p h a s e wit h r e a s o n  

B y -p arti ci p a nt d at a li sti n g s f or all  t h e a b o v e st u d y di s p o siti o n d at a i n cl u di n g st u d y c o m pl eti o n 

a n d  a n y  r e a s o n s f or pr e m at ur e st u d y wit h dr a w al will b e pr es e nt e d. Al s o, b y -p arti ci p a nt  li sti n g s 

of  i nf or m e d c o n s e nt,  r e-c o n s e nt,  a n d  eli gi bilit y  crit eri a  d et ail s  will  b e  pr e s e nt e d.  F or  p arti ci p a nt s 

w h o  di s c o nti n u e d  tr e at m e nt, t h e d et ail s  of  w h y  will b e  pr es e nt e d  i n a li sti n g. R e as o n s f or  r e s c u e 

m e di c ati o n  u s e  will  b e  li st e d w hi c h  will  i n cl u d e a cr o m e g al y  s y m pt o m  d at a  t h at will  b e  cl as sifi e d 

a s  a r e a s o n f or r es c u e m e di c ati o n u s e pri or t o d at a b as e l o c k.  

6. 4  P r ot o c ol  D e vi ati o ns  

I m p ort a nt a n d m aj or P D s will b e  i d e ntifi e d a n d si g n e d off  pri or t o d at a b a s e  l o c k a n d u n bli n di n g 

of  i n di vi d ual  p arti ci p a nt  tr e at m e nt or  d o s e  i nf or m ati o n. M aj or  P D s  i n cl u d e, b ut ar e  n ot  li mit e d 

t o 

  P arti ci p a nt s  w h o  e nt er e d  t h e st u d y  e v e n  t h o u g h t h e y di d  n ot  s ati sf y  t h e e ntr y  crit eri a.  

  P arti ci p a nt s  w h o  r e c ei v e d t h e wr o n g  tr e at m e nt or  i n c orr e ct d os e.  

All  P D s  a n d  i m p ort a nt P D s  will  e a c h  b e  s u m m ari z e d  b y  d e vi ati o n  c at e g or y  a n d  tr e at m e nt gr o u p 

u si n g  t h e F A S. P D s  s p e cifi c  t o c or o n a vir u s  di s e as e  2 0 1 9  ( C O VI D-1 9) will  al s o  b e  s u m m ari z e d 

i n t h e s a m e m a n n er. A hi g h-l e v el s u m m ar y will e xi st s h o wi n g a n y P D, a n y  i m p ort a nt P D, a n y 

C O VI D -1 9 P D, a n d a n y m aj or P D s b y tr e at m e nt gr o u p a n d o v er all.  

All  P D s  i n cl u di n g i m p ort a nt, m aj or,  a n d  C O VI D -1 9  P Ds  will  b e  pr es e nt e d  i n a  b y -p arti ci p a nt 
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d at a li sti n g.  

6. 5  D e m o g r a p hi c  a n d  Ot h e r  B as eli n e  C h a r a ct e risti cs  

All  B as eli n e s u m m ari es m a y  b e d o n e o n t h e F A S, P P S, S S, a n d O L E S S. T h e f oll o wi n g 

d e m o gr a p hi c v ari a bl es will b e s u m m ari z e d b y tr e at m e nt gr o u p, fi n al d o s e gr o u p,  a n d o v er all.  

B as eli n e c h ar a ct eri sti cs  will  al s o  b e  s u m m ari z e d  b y  p arti ci p a nt s  w h o  w er e  c o n si d er e d  a s  n o n -

r e s p o n d ers at W e e k 3 6 f or I G F -1 d u e t o mi s si n g d at a, pr o hi bit e d m e di c ati o n,  r e s c u e 

m e di c ati o n s or u p titr ati o n of d o s e  aft er W e e k 2 4 v s p arti ci p a nt s w h o di d n ot m e et  t h es e 

crit eri a b y tr e at m e nt gr o u p.  

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

  A g e  gr o u p s 9  at  i nf or m e d c o n s e nt:  < 6 5,  ≥ 6 5,  6 5 -7 4,  7 5 -8 4,  a n d  > 8 4  

  S e x  

  R a c e  

  R a c e  gr o u p s:  w hit e  v s  all  ot h er  r a c es 

  Et h ni cit y  

  G e o gr a p hi c  R e gi o n: U S  v s  E ur o p e a n  U ni o n  v s  r est of  t h e w orl d  ( R O W). I n a d diti o n,  U S 

v s N o n -U S.  

  W ei g ht  ( k g) 

  H ei g ht  ( c m) 

  B MI  ( k g/ m2 ) 

  B MI  gr o u p s:  < 3 0,  ≥ 3 0  k g/ m 2  

  U S  Ri n g  si z e 

  H b A 1 c  ( %) 

  B as eli n e  H b A 1 c  ≥  6. 5 %  v s  <  6. 5 %  

  A v er a g e  s cr e e ni n g  I G F-1 × U L N  v al u es  

  S cr e e ni n g  I G F-1  gr o u p s:  

  B as eli n e  S R L:  o ctr e oti d e,  l a nr e oti d e 

  G e n ot y p e  

  D o s e  gr o u p  of  e a c h  i nj e ct e d S R L  

o  L o w:  6 0 m g/ m o nt h  or  1 2 0 m g/ 8  w e e k s  l a nr e oti d e or  1 0 m g/ m o nt h  o ctr e oti d e  

o  Mi d:  9 0 m g/ m o nt h  or  1 2 0 m g/ 6  w e e ks  l a nr e oti d e or  2 0 m g/ m o nt h  o ctr e oti d e  

o  Hi g h:  1 2 0  m g/ m o nt h  l a nr e oti d e or  ≥ 3 0  m g/ m o nt h  o ctr e oti d e  
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A g e gr o u p s, s e x, r a c e, r a c e gr o u p s, et h ni cit y, g e o gr a p hi c  r e gi o n, B MI gr o u p s, gl y c e mi c i n d e x, 

S R L,  a n d  d o s e  of  S R L  will  b e  s u m m ari z e d  b y  c o u nt s  a n d  p er c e nt a g es. A g e,  h ei g ht  ( c m), w ei g ht 

( k g), B MI, s cr e e ni n g  I G F-1,  a n d ri n g si z e will b e s u m m ari z e d wit h d es cri pti v e st ati sti cs.  

N o  i nf er e nti al st ati sti c al c o m p ari s o n s will b e p erf or m e d. All d e m o gr a p hi c a n d b a s eli n e 

c h ar a ct eri sti cs  d at a  will  b e  pr es e nt e d  i n b y -p arti ci p a nt  d at a  li sti n g s. If err ors  o c c urr e d  i n t h e 

str atifi c ati o n f a ct ors or r a n d o mi z ati o n, t h e n t h e li sti n g will pr es e nt t h e d et ail s of h o w  t h e 

p arti ci p a nt w a s  r a n d o mi z e d p er I R T a n d str atifi e d a n d tr e at e d p er E D C.  

6. 6  Hist o r y  of  A c r o m e g al y  

T h e  f oll o wi n g m a y  b e  s u m m ari z e d  b y  tr e at m e nt gr o u p, fi n al  d o s e  gr o u p,  a n d  o v er all  f or t h e 

F A S, P P S, S S, a n d O L E S S.  

  M o nt h s  si n c e  di a g n o si s  a n d  s plit  i nt o gr o u p s:  < 1 0  y e ar s,  ≥ 1 0  t o < 2 0  y e ars,  ≥ 2 0  y e ars  

  El e v at e d  I G F-1  pri or  t o pit uit ar y  s ur g er y  

o  I G F-1 × U L N  R e s ult  

o  A s s a y  pl atf or m  

  C o nfir m e d  pit uit ar y  t u m or 

o  Pit uit ar y  t u m or si z e  ( m m) pri or  t o first pit uit ar y  s ur g er y  

o  T u m or  c o nfir m ati o n  m et h o d  ( M RI, C T  S c a n,  S ur gi c al  P at h ol o g y,  Ot h er)  

  Pit uit ar y  s ur g er y  p erf or m e d  

  M o nt h s  si n c e  pit uit ar y  s ur g er y  

  El e v at e d  I G F-1 × U L N  at  l e a st 3  m o nt h s  aft er s ur g er y  

o  A s s a y  pl atf or m  

  G H  l e v el aft er  or al  gl u c o s e  l o a d 

  M o st  r e c e nt I G F-1 × U L N  pri or  t o s cr e e ni n g  

  D a y s  si n c e  m o st  r e c e nt I G F-1 × U L N  m e as ur e m e nt  pri or  t o s cr e e ni n g  

  B a s eli n e  I G F-1 × U L N  

  B as eli n e  I G F-1 × U L N  i n t h e f oll o wi n g gr o u p s:  ≤ 1. 0 × U L N,  >  1. 0  t o <  1. 3 × U L N,  a n d  ≥  
1. 3 × U L N  
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6. 7  P r e st u d y  A c r o m e g al y  S y m pt o ms  

E a c h of  t h e pr e st u d y a cr o m e g al y s y m pt o m s m a y  b e s u m m ari z e d b y  tr e at m e nt gr o u p, fi n al d o s e 

gr o u p,  a n d  o v er all f or  t h e F A S, P P S,  S S, a n d  O L E S S.  T h e  s y m pt o m s  ar e  h e a d a c h e, j oi nt p ai n, 

s w e ati n g, f ati g u e,  w e a k n es s  i n l e g s, s w elli n g,  n u m b n es s  or  ti n gli n g, diffi c ult y  sl e e pi n g,  a n d  

diffi c ult y  wit h s h ort t er m m e m or y.  

 

6. 8  M e di c al  Hist o r y  

R e p ort e d m e di c al hi st or y  t er m s will b e cl as sifi e d b as e d o n t h e M e di c al Di cti o n ar y f or 

R e g ul at or y  A cti viti es  ( M e d D R A) t er mi n ol o g y, v ersi o n  2 4. 0.  M e di c al  hi st or y  s u m m ari z e d  b y 

s y st e m or g a n cl as s  ( S O C) a n d pr ef err e d t er m ( P T) m a y  b e pr e s e nt e d b y  tr e at m e nt gr o u p a n d 

o v er all f or t h e F A S, P P S,  S S, a n d O L E S S . 

6. 9  P ri o r  a n d  C o n c o mit a nt  M e di c ati o ns  

C o n c o mit a nt  m e di c ati o n s  will  b e  c o d e d  t o pr ef err e d  n a m e  a n d  A n at o mi c al  T h er a p e uti c  

C h e mi c al ( A T C) cl a s sifi c ati o n of i n gr e di e nt s u si n g t h e W H O Dr u g Gl o b al t er mi n ol o g y, F or m at 

G L O B A L B 3, V ersi o n M ar c h 2 0 2 1.  

Pr etr e at m e nt m e di c ati o n s  ar e  t h o s e m e di c ati o n s wit h st art d at es pri or t o t h e first a d mi ni str ati o n 

of st u d y dr u g  a n d st o p d at es o n/ pri or t o  t h e fir st a d mi ni str ati o n of st u d y dr u g.  Pri or 

c o n c o mit a nt  m e di c ati o n s  ar e t h o s e m e di c ati o n s/tr e at m e nt s st art e d pri or a n d c o nti n u e d  aft er t h e 

first a d mi ni str ati o n of st u d y dr u g. N e w c o n c o mit a nt m e di c ati o n s  ar e  t h o s e 

m e di c ati o n s/tr e at m e nt s t h at w er e st art e d o n or  aft er t h e fir st a d mi ni str ati o n of st u d y dr u g.  If it 

c a n n ot  b e d et er mi n e d w h et h er  t h e m e di c ati o n/tr e at m e nt  w as  a  n e w  c o n c o mit a nt  m e di c ati o n  d u e  

t o a  p arti al  st art  or st o p d at e or if t h e m e di c ati o n/tr e at m e nt  i s t a k e n o n t h e s a m e d at e as t h e fir st 

a d mi ni str ati o n of st u d y dr u g, t h e n it will b e c o u nt e d  a s  a n e w  c o n c o mit a nt m e di c ati o n. 

Pr etr e at m e nt,  pri or, n e w, pri or a n d  n e w  c o n c o mit a nt  m e di c ati o n s  m a y  e a c h  b e  s u m m ari z e d  b y  

A T C  L e v el  4  a n d  Pr ef err e d  N a m e f or e a c h tr e at m e nt gr o u p a n d o v er all f or t h e F A S, P P S, S S , 

a n d  O L E S S . 

N e w  c o n c o mit a nt m e di c ati o n s o c c urri n g o n or aft er t h e fir st a d mi ni str ati o n of st u d y dr u g a n d 

pri or t o t h e first a d mi ni str ati o n of st u d y dr u g i n t h e O L E p h as e will b e c o n si d er e d a s n e w 

c o n c o mit a nt m e di c ati o n s i n R C p h as e. M e di c ati o n s o c c urri n g o n or aft er t h e first 

a d mi ni str ati o n of st u d y dr u g i n t h e O L E p h as e will b e c o n si d er e d as  c o n c o mit a nt m e di c ati o n s  

i n t h e O L E p h a s e. If ti m e of m e di c ati o n  a d mi ni str ati o n  i s a v ail a bl e, ti m e will b e i n cl u d e d f or 

t h e d et er mi n ati o n. P arti al d at es will b e i m p ut e d a c c or di n g t o Se cti o n 6. 2. 5. 4 b ef or e t h e 

d et er mi n ati o n. If it c a n n ot b e d et er mi n e d w h et h er t h e m e di c ati o n s o c c urr e d i n R C or O L E 

p h as e, t h e n s u c h m e di c ati o n s will b e c o u nt e d as m e di c ati o n s i n R C p h a s e . 
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N o n -p h ar m a c ol o gi c al  tr e at m e nt s will  b e  li st e d s e p ar at el y.  Pr etr e at m e n t, pri or,  a n d  n e w 

c o n c o mit a nt m e di c ati o n s will al s o b e pr es e nt e d i n a b y -p arti ci p a nt li sti n g.  

I n c o m pl et e m e di c ati o n  st art  a n d  e n d  d at es  will  b e  i m p ut e d a s  d es cri b e d  i n S e cti o n  6. 2. 5. 4 . D at es 

will n ot b e i m p ut e d f or b y -p arti ci p a nt li sti n g s.  

6. 1 0  A n al ysis  of  Effi c a c y  

All  effi c a c y  a n al y s e s  i n t h e R C p h as e will  u s e  t h e F A S.  T h e  pri m ar y  e n d p oi nt will  al s o  u s e  t h e 

P P S  a s  a s e n siti vit y a n al y si s.  Effi c a c y d at a i n O L E p h a s e will b e s u m m ari z e d u si n g O L E S S.  

All effi c a c y e n d p oi nt s will b e pr es e nt e d i n b y -p arti ci p a nt d at a li sti n g s. T a bl es will i n cl u d e 

d es cri pti v e  st ati sti cs  b y  tr e at m e nt gr o u p.  S o m e  e n d p oi nt s,  w h er e  s p e cifi e d,  will  b e  pr es e nt e d  b y 

fi n al d o s e  gr o u p s   wit h  a  t ot al c ol u m n f or all  p alt u s oti n e  p arti ci p a nt s  a n d  a 

c ol u m n f or pl a c e b o.  

F or  r e s p o n d er e n d p oi nt s,  mi s si n g  d at a  or  d at a  aft er  r e s c u e m e di c ati o n  u s e  will  b e  c o n si d er e d 

n o n -r es p o n d ers. 

6. 1 0. 1  P ri m a r y  Effi c a c y  A n al ysis  

T h e  esti m a n d  f or t h e pri m ar y  a n al y si s  i s d efi n e d  b y  t h e f oll o wi n g c o m p o n e nt s.  

P o p ul ati o n : 

T h e  t ar g et st u d y  p o p ul ati o n  c o m pri s es  of  a cr o m e g al y  p arti ci p a nt s  w h o  m e et t h e  i n cl u si o n a n d 

e x cl u si o n  crit eri a  a s  s p e cifi e d  i n Pr ot o c ol S e cti o n  5. T h e  a n al y si s  s et i s  t h e F A S  a s  d efi n e d  i n 

S e cti o n 6. 1. 2 . 

V ari a bl e:  

T h e  v ari a bl e  i s t h e pri m ar y  e n d p oi nt,  d efi n e d  a s  t h e pr o p orti o n  of  p arti ci p a nt s  w h o  m ai nt ai n 

bi o c h e mi c al r es p o n s e i n I G F -1 ( ≤ 1. 0 × U L N) at E O R.  

I nt er c urr e nt  e v e nt s  a n d  t h eir h a n dli n g r ul es ar e  a s  f oll o ws: 

I G F-1 l e v el ≤ 1. 0 × U L N i s b as e d o n  t h e a v er a g e of  l ast t w o m e a s ur e m e nt s pri or t o t h e E O R 

( W e e k s 3 4 a n d  3 6). T h e r e s ulti n g  a v er a g e v al u e will b e r o u n d e d t o 2 si g nifi c a nt fi g ur e s t o 

d et er mi n e r es p o n s e. T hi s e n d p oi nt will b e b as e d o n  a si n gl e  r e s ult v al u e w h e n r e s ult s ar e n ot 

a v ail a bl e  f or b ot h  vi sit s.  If v a l u es f or b ot h  vi sit s  ar e  mi s si n g,  p arti ci p a nt s  will  b e  c o n si d er e d  a s 

n o n -r es p o n d er. P arti ci p a nt s w h o di s c o nti n u e tr e at m e nt f or a n y  r e a s o n pri or t o W e e k 3 6, u p - 

titr at e i n d o s e aft er W e e k 2 4, or r e c ei v e pr o hi bit e d m e di c ati o n or r e s c u e m e di c ati o n pri or t o 

W e e k 3 6, will b e c o n si d er e d n o n -r e s p o n d ers. 
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A n al y si s:  

T h e pri m ar y effi c a c y a n al y s es will  t est t h e f oll o wi n g h y p ot h esi s f or t h e pri m ar y effi c a c y 

e n d p oi nt,  at  a  2 -si d e d  al p h a  l e v el of  0. 0 5,  u si n g  a n  E x a ct  L o gi sti c  R e gr e s si o n  wit h  c o v ari at es  of 

S cr e e ni n g I G F -1 gr o u p s ) a n d B as eli n e pri or tr e at m e nt gr o u p s 

(l a nr e oti d e, o ctr e oti d e). 

T h e  pri m ar y  h y p ot h esi s:  

H o:  π pl a c e b o  =  π P alt u s oti n e  

H a:  π pl a c e b o  ≠  π P alt us oti n e  

W h er e  π pl a c e b o  i s t h e pr o p orti o n  of  p arti ci p a nt s  at  E O R  wit h  I G F-1  ≤ 1 × U L N  w hil e  o n  pl a c e b o  

a n d  

π P alt us oti n e  i s t h e pr o p orti o n  of  p arti ci p a nt s  at  E O R  wit h  I G F-1  ≤ 1 × U L N  w hil e  o n  p alt u s oti n e.  

T h e  o d d s  r ati o al o n g  wit h  a c orr es p o n di n g  9 5 %  CI  a n d  p -v al u e will  al s o  b e pr e s e nt e d.  If t h e 

e x a ct  l o gi sti c r e gr es si o n m o d el  f ail s t o c o n v er g e,  t h e Firt h 8  l o gi sti c r e gr es si o n m o d el will  b e 

p erf or m e d wit h t h e s a m e p ar a m et er a dj u st m e nt f or str atifi c ati o n a p pli e d.  

P o p ul ati o n -l e v el s u m m ar y:  

T h e n u m b er a n d pr o p orti o n of r es p o n d er s will b e pr e s e nt e d b y  tr e at m e nt gr o u p s a s w ell a s b y 

fi n al d o s e  gr o u p s.  S u m m ari es  will  al s o  b e  pr es e nt e d  f or r e a s o n s f or n o n -r es p o n d er cl as sifi c ati o n 

b as e d o n  I G F-1 r es ult s, pr o hi bit e d m e di c ati o n  u s e  i n t h e a b s e n c e of m e eti n g pr ot o c ol d efi n e d 

r e s c u e crit eri a, r e s c u e m e di c ati o n wit h crit eri a m et, d o s e u p -titr ati o n aft er W e e k 2 4,  a n d 

dis c o nti n u ati o ns.  

B ar  c h art s  a n d  b o x  pl ot s  will  b e  pr es e nt e d  f or t h e pri m ar y  e n d p oi nt.  

6. 1 0. 2  S e n siti vit y  Effi c a c y  A n al y sis  of  P ri m a r y  E n d p oi nt  

E a c h  of  t h e s e n siti vit y  a n al y s es  will  b e  p erf or m e d  o n  t h e F A S  u nl es s  st at e d  ot h er wi s e.  

6. 1 0. 2. 1  C o m pl et e r s  A n al ysis  

A  c o m pl et ers  a n al y si s  will  b e  p erf or m e d  t o i n cl u d e o nl y  F A S  p arti ci p a nt s  w h o  c o m pl et e  at  l e ast 

3 4 w e e k s of tr e at m e nt. T h e s a m e  a n al y si s will b e p erf or m e d as d es cri b e d a b o v e i n S e cti o n 

6. 1 0. 1 . 

6. 1 0. 2. 2  P P S  A n al y sis  

Pri m ar y  e n d p oi nt  a n al y si s  d es cri b e d  i n S e cti o n  6. 1 0. 1  will  b e  p erf or m e d  o n  t h e P P S.  
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6. 1 0. 2. 3  N o n -r e s p o n d e r  E x cl u di n g  D o s e  Tit r ati o n  

T h e  s a m e  a n a l y si s a s  d efi n es  i n S e cti o n  6. 1 0. 1  will  b e  p erf or m e d,  b ut  p a rti ci p a nt s w h o  d o s e 

titr at e u p aft e r W e e k 2 4 will n o l o n g er b e c o n si d er e d n o n -r e s p o n d ers. 

6. 1 0. 3  S e c o n d a r y  Effi c a c y  A n al ysis  

A  st e p wi s e  p r o c e s s will  b e  c o n d u ct e d  f or t esti n g t h e s e c o n d ar y  effi c a c y  e n d p oi nt s  t o c o ntr ol  f or 

m ulti pli cit y, r ef er t o S e cti o n 6. 2. 7 . 

6. 1 0. 3. 1  C h a n g e  f r o m B a s eli n e  i n I G F -1 × U L N  

A N C O V A m o d el will b e u s e d  t o a n al y z e c h a n g e fr o m  B a s eli n e  i n I G F-1 × U L N at E O R, 

i n cl u di n g tr e at m e nt gr o u p,  s cr e e ni n g  I G F-1 × U L N  gr o u p   a n d  

B as eli n e  pri o r tr e at m e nt gr o u p  (l a nr e oti d e, o ctr e oti d e)  a s  fi x e d eff e ct s,  a n d  B as eli n e  I G F-

1 × U L N as  a c o v ari at e. P arti ci p a nt s w h o  ar e r es c u e d or dr o p o ut pri or t o  W e e k 3 6 will b e 

i m p ut e d wit h t h eir l ast a v ail a bl e v al u e pri or t o r e s c u e m e di c ati o n or di s c o nti n u ati o n d at e. 

P arti ci p a nt s wit h pr o hi bit e d m e di c ati o n u s e or w h o  u p -titr at e d aft er W e e k 2 4 will b e i m p ut e d 

wit h t h eir l as t a v ail a bl e v al u e pri or t o pr o hi bit e d m e di c ati o n or u p-titr ati o n. T h e tr e at m e nt 

diff er e n c e  a n d st a n d ar d  err or  wit h  as s o ci at e d  9 5 %  CI  will  b e  pr e s e nt e d  al o n g wit h  t h e p -v al u e.  

L S m e a n s  wil l b e pr es e nt e d f or e a c h tr e at m e nt gr o u p  al o n g wit h t h e st a n d ar d err or of  a dj u st e d 

m e a n s.  

A s e n siti vit y a n al y si s will b e p erf or m e d. I n t hi s s e n siti vit y a n al y si s, I G F-1 r e s ult s f or all 

as s es s m e nt s f oll o wi n g t h e first t h e o c c urr e n c e of i nt er c urr e nt e v e nt s s u c h  a s dr o p o ut, t a ki n g 

r e s c u e t h er a py or pr o hi bit e d m e di c ati o n s, or u p -titr ati o n i n d o s e aft er We e k 2 4 will b e 

e v al u at e d as mi s si n g  d at a . T h e mi s si n g m e a s ur e m e nt will b e i m p ut e d b y m ulti pl e i m p ut ati o n 

pr o c e d ur e u s i n g o n-tr e at m e nt i nt er m e di at e v al u es fr o m t h e pl a c e b o gr o up, w hi c h will t a k e i nt o 

c o n si d er ati o n  t h e v ari a bilit y fr o m n at ural  di s e a s e c o urs e  pri or t o m e di c al  i nt er ve nti o n . 

6. 1 0. 3. 2  G H  M ai nt e n a n c e  of  R es p o n s e  < 1. 0  n g/ m L  

G H  m ai nt e n a n c e  of  r es p o n s e will  b e  a n al y z e d  f or t h e F A S  i n p arti ci p a nt s  wit h  G H < 1. 0 n g/ m L  at 

W e e k 3 4, o ut  of t h o s e w h o h a d G H < 1. 0 n g/ m L at B as eli n e,  u si n g t h e s a m e m et h o d ol o g y  as t h e 

pri m ar y e n d p oi nt S e cti o n  6. 1 0. 1 . N o nr es p o n s e i s d efi n e d  a s  G H ≥ 1. 0 n g / m L at W e e k 3 4. 

P arti ci p a nt s w h o di s c o nti n u e tr e at m e nt f or a n y  r e a s o n pri or t o W e e k 3 4 , t a k e pr o hi bit e d 

m e di c ati o n  o r r es c u e m e di c ati o n,  or  d o s e  titr at e u p  aft er  W e e k  2 4  will  b e  c o n si d er e d  n o n - 

r e s p o n d ers. Th e f oll o wi n g gr a p h s m a y  b e cr e at e d f or t hi s e n d p oi nt:  

  M e di a n  G H  l e v el s ±  I Q R o v er  ti m e b y  tr e at m e nt gr o u p  

  B o x  pl ot s  of  G H  f or s cr e e ni n g  t hr o u g h W e e k  3 4  b y  tr e at m e nt gr o u p  

  B y  p arti ci p a nt  pl ot  of  G H  o v er  ti m e 

  B o x  pl ot  of  G H at  B a s eli n e  a n d  E O R  b y  tr e at m e nt gr o u p  
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6. 1 0. 3. 3  C h a n g e  f r o m B a s eli n e  i n A S D  

C h a n g e fr o m  B as eli n e t o W e e k  3 6 i n T ot al A S D s c or e will b e a n al y z e d f or t h e F A S  u si n g t h e 

s a m e  m et h o d ol o g y  s p e cifi e d  i n S e cti o n  6. 1 0. 3. 1 , w h er e  E O R  =  W e e k  3 6.  T ot al  A S D s c or es  a n d 

c h a n g e fr o m B as eli n e s c or e s w ill b e s u m m ari z e d b y vi sit, tr e a t m e nt gr o u p, a n d o v er all f or t h e 

F A S.  

A S D c o n si st s of ni n e it e m s  ( h e a d a c h e p ai n; j oi nt p ai n; s w e ati n g; f ati g u e; w e a k n es s  i n l e g s; 

s w elli n g;  n u m b n es s  or  ti n gli n g; diffi c ult y  sl e e pi n g;  s h ort  t er m m e m or y),  w h er e  t h e p arti ci p a nt 

r a n k s t h e i nt e n sit y of e a c h it e m fr o m 0 –  1 0.  

T h e  T ot al A S D s c or e  i s t h e s u m  s c or e  of  t h e a v er a g e  of  h e a d a c h e  p ai n,  j oi nt p ai n,  s w e ati n g, 

f ati g u e, w e a k n es s i n l e g s, s w elli n g,  a n d n u m b n es s or ti n gli n g, wit h a r a n g e fr o m  0 t o  7 0.  

6. 1 0. 4  E x pl o r at o r y  Effi c a c y  A n al ysis  i n R C P h as e  

All e x pl or at or y effi c a c y  a n al y si s will b e p erf or m e d f or t h e F A S  u nl es s st at e d ot h er wi s e. 

E x pl or at or y  e n d p oi nt s  will  i n cl u d e n o mi n al  p -v al u es  wit h  d es cri pti v e  st ati sti cs.  F or  r es p o n s e 

d at a,  t h e v al u es  c a pt ur e d  aft er  r e s c u e m e di c ati o n  u s e,  pr o hi bit e d  m e di c ati o n u s e,  or  d o s e  u p - 

titr ati o n aft er W e e k 2 4 will b e s et t o mi s si n g a n d c o n si d er e d n o n -r es p o n d er s as d efi n e d i n 

S e cti o n 6. 2. 5. 1 . 

6. 1 0. 4. 1  Ti m e  t o L o ss  of  R e s p o n s e  D efi n e d  as  I G F -1 > 1. 0 × U L N  

S hift  t a bl es m a y  b e  g e n er at e d  f or F A S  a n d  P P S  p o p ul ati o n s  t o s h o w  t h e s hift  i n I G F-1  r e s p o n s e 

d efi n e d a s  I G F-1 ≤ 1. 0 × U L N v s  I G F-1 > 1. 0 × U L N fr o m B as eli n e t o e a c h p o sttr e at m e nt vi sit.  

B as eli n e  a n d  E O R  ar e  d efi n e d  i n S e cti o n  6. 1 0. 1 . 
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A  K a pl a n -M ei er pl ot will b e  pr es e nt e d f or  ti m e fr o m r a n d o mi z ati o n t o first o c c urr e n c e of  I G F- 

1 > 1. 0 × U L N, f or t w o c o n s e c uti v e vi sit s w h er e t h e p arti ci p a nt i s o n 3 t a bl et s p er d a y f or a 

mi ni m u m  of  2 w e e k s  b y  tr e at m e nt gr o u p.  P arti ci p a nt s  w h o  c o m pl et e  t h e st u d y  tr e at m e nt a n d  d o 

n ot m e et  I G F-1 > 1. 0 × U L N crit eri a d uri n g t h e R C P h as e will b e c e n s or e d  at E O R. All  I G F-1 

r e s ult s (s c h e d ul e d or  u n s c h e d ul e d)  will  b e  u s e d.  A n al y si s  will  b e  p erf or m e d  u si n g  t w o diff er e nt 

m et h o d s as f oll o w s:  

  P arti ci p a nt s  w h o  di s c o nti n u e  tr e at m e nt pri or  t o I G F-1 > 1. 0 × U L N  will  b e  c o u nt e d  as 

h a vi n g h a d a n e v e nt (I G F -1 > 1. 0 × U L N) at t h e ti m e of  tr e at m e nt di s c o nti n u ati o n. 

  If t h e p arti ci p a nt  di s c o nti n u e d  tr e at m e nt pri or  t o r e a c hi n g I G F-1 > 1. 0 × U L N,  t h e 

p arti ci p a nt will b e c o n si d er e d c e n s or e d  at t h e ti m e of l ast as s es s m e nt pri or t o 

di s c o nti n u ati o n  of  tr e at m e nt. If n o  p ost b as eli n e  v al u es  ar e  a v ail a bl e,  t h e n t h e ti m e t o I G F- 

1 > 1. 0 × U L N will b e c e ns or e d at D a y 1.  

L o s s of  r e s p o n s e i s d efi n e d a s  I G F-1 > 1. 0 × U L N, f or 2 c o n s e c uti v e vi sit s aft er r e c ei vi n g a 

mi ni m u m of  2 w e e k s of tr e at m e nt o n 3 t a bl et s  a d a y. A s u m m ar y t a bl e will b e g e n er at e d t h at 

s h o w s t h e N, m e a n, m e di a n, st a n d ar d d e vi ati o n,  I Q R, mi ni m u m a n d m a xi m u m v al u es, c o u nt s 

a n d  p er c e nt a g e  of  p arti ci p a nt s  wit h  a  l o s s of  r es p o n s e a n d  c o u nt s  a n d  p er c e nt a g es  f or 

p arti ci p a nt s c e n s or e d  f or ti m e fr o m r a n d o mi z ati o n t o l o s s of  r e s p o n s e b y  e a c h  tr e at m e nt gr o u p.  

El a p s e d  ti m es ( d a y s) will b e c o m p ut e d fr o m r a n d o mi z ati o n d at e. A C o x pr o p orti o n al h a z ar d s 

m o d el wit h f a ct ors of S cr e e ni n g I G F -1 gr o u p s  a n d B as eli n e pri or 

tr e at m e nt gr o u p s (l a nr e oti d e, o ctr e oti d e) will b e u s e d  t o g e n er at e a h a z ar d r ati o s h o wi n g t h e 

diff er e n c es b et w e e n tr e at m e nt gr o u p s i n  ti m e t o first I G F-1 > 1. 0 × U L N f or t w o c o n s e c uti v e 

vi sit s aft er r e c ei vi n g  a mi ni m u m of  2 w e e k s of  tr e at m e nt o n 3 t a bl et s  a d a y f or t h e F A S.  F or 

e a c h pr e di ct or v ari a bl e i n  t hi s m o d el, a n i nt er a cti o n t er m will b e cr e at e d of t h e pr e di ct or 

v ari a bl e *l o g(ti m e). If a n y of t h e s e i nt er a cti o n  t er m s ar e st ati sti c all y si g nifi c a nt at al p h a = 0. 0 5 

t h e n it i s a s s u m e d t h at t h e  pr o p orti o n al  h a z ar d  as s u m pti o n  i s n ot  m et  f or t h at pr e di ct or,  a n d  t h at 

s p e cifi c  i nt er a cti o n will st a y  i n t h e fi n al m o d el. All ot h er i nt er a cti o n t er m s c a n b e r e m o v e d. 

6. 1 0. 4. 2  Ti m e  t o L oss  of  R e s p o n s e  D efi n e d  as  I G F -1 ≥ 1. 3 × U L N  

T h e  s a m e  a n al y si s  a s  d es cri b e d  i n S e cti o n  6. 1 0. 4. 1  will  b e p erf or m e d  b ut f or ti m e  t o l o s s of 

r e s p o n s e d efi n e d  a s  I G F-1 ≥ 1. 3 × U L N, f or  t w o c o n s e c ut i v e vi sit s  w h er e  p arti ci p a nt s  ar e  o n  3 

t a bl et s p er d a y f or at l e a st 2 w e e k s of tr e at m e nt. 

6. 1 0. 4. 3  P r o p o rti o n  o n  R e s c u e  T h e r a p y  

T h e  N a n d pr o p orti o n of p arti ci p a nt s w h o t o o k o n e or m or e d o s es of  r e s c u e t h er a p y d uri n g t h e 

R C P h as e will b e s u m m ari z e d b y d o s e gr o u p s, d efi n e d as d o s e t h e p arti ci p a nt w as o n  at ti m e 

r e s c u e t h er a p y w a s  a d mi ni st er e d,  p alt u s oti n e,  pl a c e b o,  a n d  T ot al.  A n  E x a ct L o gi sti c  R e gr es si o n 

wit h c o v ari at es of b as eli n e I G F -1 gr o u p s  a n d b as eli n e pri or 
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tr e at m e nt gr o u p s (l a nr e oti d e, o ctr e oti d e) will b e p erf or m e d  t o c o m p ar e t h e pr o p orti o n of 

p arti ci p a nt s t h at r e c ei v e d  r e s c u e t h er a p y in p alt u s oti n e v s pl a c e b o gr o u p s f or t h e F A S.  

Si n c e  I G F-1 el e v ati o n s  ar e  e x p e ct e d  f or pl a c e b o  p arti ci p a nt s, m a n y  of  t h e mi s si n g  v al u es  m a y  

b e d u e  t o r es c u e m e di c ati o n  n e e d e d.  I G F-1  a n d  G H  r es p o n s e will  t h er ef or e b e  pr e s e nt e d  i n a  

v ari et y of w a y s f or r es c u e m e di c ati o n.  T h e f oll o wi n g gr a p hi c s m a y  b e di s pl a y e d t o s h o w t h es e 

r e s ult s: 

  P arti ci p a nt  l e v el gr a p h  of  I G F-1 × U L N  v al u e s  o v er  ti m e f or e a c h  d o s e  a n d  pl a c e b o 

s e p ar at el y  

  S c att er pl ot  of  I G F-1 x U L N  b y  G H  v al u e s  at  E O R f or  e a c h  tr e at m e nt gr o u p  a n d  r e s c u e 

m e di c ati o n u s e  

  A  r e gr es si o n li n e pl ott e d  of  I G F-1 × U L N  

  B o x pl ot s  will b e g e n er at e d f or  I G F-1 b y tr e at m e nt gr o u p at  B as eli n e  a n d a g ai n  at e n d 

of r a n d o mi z e d  tr e at m e nt ( E O T) str atifi e d  b y  c o m pl et ers  a n d  n o n -c o m pl et er s  all  i n o n e  

gr a p h  

  B o x  pl ot s  will  b e  g e n er at e d  f or G H  b y  tr e at m e nt gr o u p  at  B a s eli n e  a n d  a g ai n  at  E O T 

str atifi e d b y c o m pl et ers a n d n o n -c o m pl et er s all i n o n e gr a p h  

6. 1 0. 4. 4  C h a n g e  f r o m B a s eli n e  t o W e e k 3 4  i n G H  

C h a n g e  fr o m B as eli n e  t o W e e k  3 4  will  b e  a n al y z e d  u si n g  t h e s a m e  m et h o d s  d e s cri b e d  i n 

S e cti o n  6. 1 0. 3. 1  f or t h e F A S.  E O R  = m e a n  of  v al u e  c oll e ct e d  fr o m i nt e gr at e d s a m pl es  at  

W e e k  3 4.  A n p arti ci p a nt -l e v el li n e pl ot m a y  al s o b e g e n er at e d . 

6. 1 0. 4. 5  M ai nt e n a n c e  of  G H  <  2. 5  n g/ m L  R es p o ns e  

T h e  e x pl or at or y  r e s p o n s e v ari a bl e  i s d efi n e d  a s  G H < 2. 5  n g/ m L.  M ai nt e n a n c e  i s d efi n e d  a s 

r e s p on s e at b as eli n e a n d W e e k 3 4.  

T hi s  e n d p oi nt will  b e  t e st e d u si n g  t h e m et h o d  d efi n e d  i n S e cti o n  6. 1 0. 1  f or t h e F A S.  E O R  i s 

d efi n e d  as W e e k 3 4 a n d b as eli n e  i s t h e m e a n of th e  G H v al u es pri or t o first d o s e.  

6. 1 0. 4. 6  C h a n g e  f r o m B a s eli n e  i n R e si d u al  T u m o r  V ol u m e  

N ot  all  p arti ci p a nt s  ar e  e x p e ct e d  t o h a v e  m e a s ur a bl e  pit uit ar y  t u m or r e m n a nt s i n t hi s p o p ul ati o n. 

S u m m ar y st ati sti cs  a n d e x a ct  9 5 % CI s  of  t h e m e a n at e a c h vi sit  a s  w ell  a s  c h a n g e fr o m b as eli n e 

i n r e si d u al t u m or v ol u m e will b e pr e s e nt e d f or t h e F A S. A d e n o m a v ol u m e i s a p ar a m et er 

c a pt ur e d  fr o m t h e m a g n eti c  r es o n a n c e i m a gi n g ( M RI) c e ntr al  r e a d s a n d  will al s o  b e  s u m m ari z e d 

b y tr e at m e nt gr o u p.  
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T h e p er c e nt a g e of p arti ci p a nt s wit h t u m or r e d u cti o n of gr e at er t h a n  2 5 % fr o m  B as eli n e t o E O R 

wit h o ut  r e s c u e m e di c ati o n  will  b e  s u m m ari z e d  b y  tr e at m e nt gr o u p.  O nl y  o b s er v e d  v al u es  will  b e 

pr es e nt e d.  

M RI  d at a  will  b e  pr es e nt e d  i n a  b y -p arti ci p a nt  li sti n g. 
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6. 1 0. 4. 1 1  P h a r m a c o ki n eti c  A n al ys es  

Pl as m a p alt u s oti n e c o n c e ntr ati o n s  a n d el a p s e d ti m e fr a m e fr o m t h e l ast p alt u s oti n e d o s e  t a k e n 

will b e  li st e d. A s u m m ar y of c o n c e ntr ati o n s b y p alt u s oti n e d o s e f or e a c h ti m e p oi nt will b e 

pr e s e nt e d. S u m m ari e s of c o n c e ntr ati o n d at a fr o m p o st d o s e s p ars e P K s a m pli n g m a y i n cl u d e 

str atifi c ati o n i nt o bi n s of ti m e si n c e l a st d o s e, wit h bi n s el e cti o n b as e d o n q u artil es of t h e 

s a m pli n g  tim e s.  Pl a s m a  c o n c e ntr ati o n s  r e p ort e d a s  l es s t h a n t h e li mit of  q u a ntit ati o n  ( L L O Q) or  

2. 0  n g/ m L  will  b e  pr e s e nt e d  a s  “ B L Q ”  i n t h e li sti n g s a n d  will  b e  i m p ut e d t o L L O Q/ 2 f or 

s u m m ari es of c o n c e ntr ati o n s.  

P K  c o n c e ntr ati o n s  will  b e  r e p ort e d t o t hr e e si g nifi c a nt  fi g ur es. 
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6. 1 0. 4. 1 2  I G F -1  < 1. 3 x U L N  

A n  a d diti o n al I G F -1 r es p o n s e v ari a bl e will b e d eri v e d f or e x pl or at or y p ur p o s es. I G F - 

1 < 1. 3 × U L N  at  E O R  will  b e  a n al y z e d  u si n g  t h e s a m e  m et h o d s  a s  S e cti o n  6. 1 0. 1  f or t h e F A S.  

6. 1 0. 4. 1 3  C o m bi ni n g  I G F -1  a n d  G H  R es p o ns e  

T h e  f oll o wi n g e x pl or at or y  e n d p oi nt s  will  b e  cr e at e d  fr o m I G F-1  a n d  G H  r es p o n s es t o g et h er. 

I G F-1 a n d G H r e s p o n s es will b e:  

  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 1. 0  n g/ m L  at  E O R  

  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 2. 5  n g/ m L  at  E O R  

  I G F-1 < 1. 3 × U L N  a n d  G H < 1. 0  n g/ m L  at  E O R  

  I G F-1 < 1. 3 × U L N  a n d  G H < 2. 5  n g/ m L  at  E O R  

E O R  i s d efi n e d as W e e k 3 4 f or G H a n d t h e m e a n of W e e k 3 4 a n d W e e k 3 6 f or I G F -1 × U L N. If 

o nl y o n e  I G F-1 × U L N v al u e e xi st s f or t h es e  t w o vi sit s, t h e n t h at v al u e al o n e will d efi n e E O R. 

A n al y si s of e a c h of t h es e e n d p oi nt s wi ll b e p erf or m e d u si n g  t h e s a m e m et h o d s d es cri b e d i n 

S e cti o n  6. 1 0. 1  f or t h e F A S.  T h es e  e n d p oi nt s  will  al s o  b e  pr es e nt e d  o v er  ti m e b y  tr e at m e nt 

gr o u p. T h e b el o w pl ot s m a y  al s o b e pr e s e nt e d:  

  S c att er pl ot  of  c h a n g e  fr o m b as eli n e  t o W e e k  3 4  i n G H  v ers u s  c h a n g e  fr o m b as eli n e  t o 

E O T i n I G F -1 × U L N  

  B o x  pl ot:  Si d e  b y  si d e  b o x  pl ot s - o n e  f or I G F-1 × U L N  a n d  t h e ot h er f or  G H  

6. 1 0. 5  E x pl o r at o r y Effi c a c y A n al y sis  i n O L E P h as e 

All e x pl or at or y  effi c a c y  a n al ys es i n t h e O L E p h as e will us e O L E S S.  

6. 1 0. 5. 1  I G F -1 ≤ 1. 0 × U L N a n d < 1. 3 × U L N  

T h e  n u m b er a n d pr o p orti o n of p arti ci p a nts wit h I G F -1 ≤ 1. 0 × U L N a n d < 1. 3 × U L N at e a c h visit i n 

t h e O L E p h as e will b e s u m m ari z e d. 

6. 1 0. 5. 2  C h a n g e f r o m B a s eli n e i n I G F -1 × U L N  

I G F-1 x U L N  a n d c h a n g e fr o m O L E B a s eli n e at e a c h visit i n t h e O L E p h as e will b e s u m m ari z e d  

d es cri pti v el y.  

6. 1 0. 5. 3  G H M ai nt e n a n c e of R e s p o ns e < 1. 0 n g/ m L  

T h e n u m b er a n d p r o p orti o n of p arti ci p a nts wit h G H < 1. 0 n g/ m L at e a c h vi sit i n t h e O L E p h as e, o ut 

of t h o s e w h o h a d G H <  1. 0 n g/ m L at O L E B a s eli n e  will b e s u m m ari z e d.  
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6. 1 0. 5. 4  C h a n g e f r o m B a s eli n e i n  A S D  

A S D  a n d c h a n g e fr o m O L E B as eli n e at e a c h vi sit i n t h e O L E p h as e will b e s u m m ari z e d d es cri pti v el y . 

6. 1 0. 5. 5  C h a n g e  f r o m B a s eli n e  i n G H  

G H  a n d c h a n g e fr o m O L E B as eli n e at e a c h vi sit i n t h e O L E p h as e will b e s u m m ari z e d 

d es cri pti v el y . 

6. 1 0. 5. 6  P r o p o rti o n o n A dj u n cti v e T r e at m e nt  

T h e  n u m b er a n d pr o p orti o n of p arti ci p a nts w h o r e c ei v e d a n y a dj u n cti v e st a n d ar d a cr o m e g al y 

tr e at m e nt d uri n g t h e O L E p h as e will b e s u m m ari z e d. 

6. 1 0. 5. 7  G H  M ai nt e n a n c e of R e s p o ns e < 2 .5  n g/ m L  

T h e  n u m b er a n d pr o p orti o n of p arti ci p a nts wit h G H <  2 .5  n g/ m L at e a c h vi sit i n t h e O L E p h as e, o ut 

of t h o s e w h o h a d G H <  2 .5  n g/ m L at O L E B a s eli n e will b e s u m m ari z e d.  

6. 1 0. 5. 8  C h a n g e f r o m B a s eli n e i n R e si d u al T u m o r V ol u m e  

R esi d u al t u m or v ol u m e  a n d c h a n g e fr o m O L E B as el i n e at e a c h vi sit i n t h e O L E p h as e will b e 

s u m m ari z e d d es cri pti v el y.  

6. 1 0. 5. 9  C h a n g e f r o m B a s eli n e i n  

 a n d c h a n g e fr o m O L E B as eli n e at e a c h vi sit i n t h e O L E p h as e will b e s u m m ari z e d 

d es cri pti v el y.  

6. 1 0. 5. 1 0  C h a n g e f r o m B a s eli n e i n  

 s c or es  a n d c h a n g e fr o m O L E B as eli n e at e a c h vi sit i n t h e O L E p h as e will b e s u m m ari z e d 

d es cri pti v el y.  

6. 1 0. 5. 1 1  C h a n g e f r o m B a s eli n e i n  

 a n d c h a n g e fr o m O L E B as eli n e at e a c h vi sit i n t h e O L E p h as e will b e s u m m ari z e d d es cri pti v el y.  

 r es ult s will b e s u m m ari z e d at E O T  i n t h e O L E p h as e s h o wi n g r a w s c or es.  

6. 1 1  S af et y E v al u ati o n  

All  s af et y  a n al y s es  will  u s e  t h e S S  f or t h e R C p h a s e a n d O L E S S f or t h e O L E p h as e , s e p ar at el y. 

T h er e  will  b e  n o  i nf er e nti al t esti n g d o n e  o n  s af et y  e n d p oi nt s.  

6. 1 1. 1  E xt e nt  of  E x p os u r 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 nt s  e x p o s e d  t o e a c h  d o s e  of  p alt u s oti n e will  b e  

pr e s e nt e d.  T h e d ur ati o n of st u d y e x p o s ur e (i n d a y s) a n d d ur ati o n of fi n al d o s e will b e 

s u m m ari z e d b y  tr e at m e nt gr o u p a n d d o s e gr o u p. T h e d ur ati o n will r e pr es e nt t h e ti m e  i n d a y s 
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t h o s e p arti ci p a nt s  ar e  o n  e a c h  d o s e.  D ur ati o n  of  st u d y  dr u g  e x p o s ur e will  b e c al c ul at e d  a s  d at e  

of l ast d o s e –  d at e of first d o s e + 1.  

I n a d diti o n,  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 at e a c h d o s e l e v el p er vi sit will  al s o b e 

pr e s e nt e d.  D ur ati o n  gr o u p s  will  b e  g e n er at e d  i n 3 -m o nt h  i nt er v al s ( e g, 0  t o < 3  m o nt h s,  3  t o <  6 

m o nt h s, et c) t o d et er mi n e w h o w a s o n e a c h d o s e b y e a c h of t h es e gr o u p s.  

E a c h b ottl e di s p e n s e d i n cl u d es   t a bl et s, e a c h at m g. S o m eti m es m ulti pl e b ottl es ar e 

di s p e n s e d  at  a vi sit d e p e n di n g  o n  d o s e  a n d  vi sit. W h e n,  i n t h e i n v esti g at or’s j u d g m e nt, t h e 

st u d y m e di c ati o n i s n ot  t ol er at e d, t h e st u d y m e di c ati o n m a y b e h el d f or u p t o a t ot al  of  1 4 d a y s 

p er y e ar,  b ut  n o  m or e  t h a n s e v e n  c o n s e c uti v e  d a y s  p er  y e ar  d uri n g  t h e st u d y,  f oll o w e d b y  

r e s u m pti o n of t h e st u d y m e di c ati o n at t h e s a m e or r e d u c e d d o s e a s a p pr o pri at e.  T h es e mi s s e d 

d o s e s  ar e n ot c o n si d er e d n o n -c o m pli a nt  as t h e y  ar e  all o w e d p er t h e pr ot o c ol. E x p e ct e d d o s e  

t a k e n a n d mi s s e d d o s es ar e c al c ul at e d fr o m  t h e E D C d at a i n cl u di n g s c h e d ul e d a n d  u n s c h e d ul e d 

vi sit s as f oll o ws:  
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6. 1 1. 2  A d v e r s e  E v e nts  

R e p ort e d A E s will b e cl a s sifi e d  b as e d o n t h e M e d D R A  t er mi n ol o g y, v ersi o n 2 4. 0. 

Pr etr e at m e nt A E s  ar e  t h o s e A E s  wit h  a  st art  d at e  pri or  t o t h e first a d mi ni str ati o n  of  st u d y  dr u g.  

All  A E  s u m m ari es  will  b e  r estri ct e d t o T E A E s,  w hi c h  ar e  d efi n e d  a s  a n y  A E  t h at e m er g e s  

d uri n g  st u d y tr e at m e nt,  h a vi n g b e e n  a b s e nt pr etr e at m e nt,  or w ors e n s i n s e v erit y p o st tr e at m e nt 

r el ati v e t o t h e pr etr e at m e nt  st at e . If it c a n n ot  b e  d et er mi n e d  w h et h er  t h e A E  i s tr e at m e nt 

e m er g e nt  d u e  t o a p arti al o n s et d at e, t h e n  it will b e c o u nte d a s  s u c h. P arti al d at es  u s e d  i n 

c al c ul ati o n  ar e h a n dl e d p er S e ct i o n 6. 2. 5. 4 . 

A d v er s e e v e nt s ( A E s) o c c urri n g  o n or aft er t h e fir st a d mini str ati o n of st u d y dr u g a n d pri or t o 

t h e first a d mi ni str ati o n of st u d y dr u g i n t h e O L E P h as e w ill b e c o n si d er e d as T E A E s i n t h e R C 
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p h as e. A E s o c c urri n g o n or aft er t h e fir st a d mi ni str ati o n of st u d y dr u g i n t h e O L E P h a s e will b e 

c o n si d er e d A E s i n t h e O L E P h as e. If ti m e of a n A E i s a v ail a b l e, ti m e will b e i n cl u d e d f or t h e 

d et er mi n ati o n. P arti al d at es will b e i m p ut e d a c c or di n g t o S e ct i o n 6. 2. 5. 4  b ef or e t h e 

d et er mi n ati o n. If it c a n n ot b e d et er mi n e d w h et h er a n A E o c c u rr e d i n t h e R C or O L E P h as e, 

t h e n s u c h e v e nt s will b e c o u nt e d as a n e v e nt i n t h e R C P h as e.  

E a c h  A E s u m m ar y  m a y di s pl a y  t h e n u m b er  of  p arti ci p a nt s  w h o  h a v e  t h e A E as  w ell  a s  t h e 

n u m b er of  ti m es t h e A E o c c ur s b y tr e at m e nt gr o u p. 

A s u m m ar y of  T E A E s will b e di s pl a y e d b y S O C  a n d P T pr e s e nt e d  i n d es c e n di n g or d er of t ot al 

i n ci d e n c e of  S O C  a n d  P T wit hi n  e a c h  S O C.  T hi s  s u m m ar y  will  b e  pr es e nt e d  b y  tr e at m e nt gr o u p 

a n d o v er all.  

A n  o v er all  s u m m ar y  t a bl e of  A E s  i n cl u di 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  wit h  at  l e ast 

o n e of  t h e f oll o wi n g a n d t h e n u m b er of A E s f or e a c h of  t h e f oll o wi n g will b e pr es e nt e d b y 

tr e at m e nt gr o u p a n d o v er all: 

  A n y  T E A E  

  T E A E s b y  S e v erit y  ( mil d, m o d er at e,  s e v er e)  

  S eri o us  T E A E  

  Tr e at m e nt -r el at e d S eri o us  T E A E  

  T E A E  l e a di n g t o d e at h  

  Tr e at m e nt -r el at e d T E A E  

  S eri o u s  T E A E,  T E A E  l e a di n g t o d e at h,  p er m a n e nt  st u d y  dr u g  di s c o nti n u ati o n,  d o s e 

r e d u cti o n or wit h dr a w al fr o m st u d y  

  T E A E  l e a di n g t o p er m a n e nt  st u d y  dr u g  dis c o nti n u ati o n  

  T E A E  l e a di n g t o wit h dr a w al  fr o m st u d y  

  T E A E  l e a di n g t o d o s e  r e d u cti o n 

  T E A E  l e a di n g t o dr u g  i nt err u pti o n 

  T E A E s  of  s p e ci al  i nt er est d efi n e d  a s  s y m pt o m s  r el at e d t o a cr o m e g al y.  

S e p ar at e  t a bl es will  b e  g e n er at e d  f or e a c h  of  t h e f oll o wi n g. S u m m ari es  will  i n cl u d 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 nt s wit h e v e nt s  as w ell as  t h e n u m b er of e v e nt s, pr es e nt e d b y 

tr e at m e nt gr o u p a n d o v er all: 

  T E A E s  wit h  a n  i n ci d e n c e of  ≥  5 %  i n t ot al p arti ci p a nt s  b y  P T  

  Tr e at m e nt -r el at e d T E A E s  wit h  a n  i n ci d e n c e of  ≥  5 %  i n t ot al p arti ci p a nt s  b y P T.  R el at e d 

i s d efi n e d as r el ati o n s hi p t o p alt u s oti n e of “ P o s si bl y R el at e d ”, “ Pr o b a bl y R el at e d ”, or 
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“ D efi nit el y  R el at e d ”. At e a c h l e v el of p arti ci p a nt s u m m ari z ati o n,  a p arti ci p a nt i s  

cl assifi e d  a c c or di n g  t o t h e cl os est  r el ati o ns hi p t o st u d y dr u g if t h e p arti ci p a nt r e p ort e d o n e or  

m or e  e v e nt s.  A Es  wit h  a mi ssi 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 hi s s u m m ar y.  

  T E A E s b y s e v erit y  a n d P T. At e a c h  l e v el of p arti ci p a nt s u m m ari z ati o n, a p arti ci p a nt i s 

cl as sifi e d  a c c or d i n g t o t h e hi g h est s e v erit y  if t h e p arti ci p a nt  r e p ort e d o n e  or  m or e  e v e nt s. 

A E s wit h mi s si n g s e v erit y will b e c o n si d er e d s e v er e f or t hi s s u m m ar y.  

  Tr e at m e nt -r el at e d T E A E s  b y  P T.  

  S eri o us T E A Es b y S O C a n d P T.  

  T E A E s  of  s p e ci al  i nt er est, d efi n e d  a s  a  s y m pt o m  of  a cr o m e g al y,  b y  P T.  

  T E A E s  b y  P T  f or A E s t h at o c c ur  w hil e  o n  r a n d o mi z e d tr e at m e nt o nl y.  

  T E A E s  b y  P T  f or A E s  t h at o c c ur  w hil e  o n  r es c u e m e di c ati o n  o nl y.  

  A  li sti n g of  d e at h s,  S A E s  or  ot h er  si g nifi c a nt  T E A E s  ( d efi n e d a s  T E A E s  l e a di n g t o st u d y 

tr e at m e nt di s c o nti n u ati o n, wit h dr a w al fr o m st u d y, or d o s e  r e d u cti o n). 

T h e  f oll o wi n g li sti n g s will  b e  pr e s e nt e d  b y  p arti ci p a nt:  

  All  A Es  

  Tr e at m e nt -r el at e d T E A E s  (t hi s i s a  s u b s et  of  t h e T E A E s  w h er e  r el ati o n s hi p m ar k e d  as 
P o s si bl y, Pr o b a bl y or D efi nit el y R el at e d)  

  S A Es  

N o  st ati sti c al  i nf er e n c e b et w e e n  tr e at m e nt s will  b e  p erf or m e d  o n  A Es.  

6. 1 1. 3  Cli ni c al  L a b o r at o r y  E v al u ati o n  

Q u a ntit ati v e  l a b or at or y t est s will b e s u m m ari z e d wit h d es cri pti v e st ati sti cs  at e v er y s c h e d ul e d 

vi sit  i n cl u di n g B as eli n e  ( O L E B a s eli n e f or t h e O L E p h as e) a n d  c h a n g es  fr o m B as eli n e  ( O L E 

B as eli n e f or t h e O L E p h as e)  b y  tr e at m e nt gr o u p  f or t h e f oll o wi n g gr o u p s a n d t e st s:  

  H e m at ol o g y: b a s o p hil s; b as o p hil s/l e u k o c yt es; e o si n o p hil s; e o si n o p hil s/l e u k o c yt e s;  er y.  

m e a n  c or p u s c ul ar  h e m o gl o bi n;  er y.  m e a n  c or p u s c ul ar v ol u m e; er yt hr o c yt e s; h e m at o crit; 

h e m o gl o bi n; l e u k o c yt es; l y m p h o c yt es; l y m p h o c yt es/l e u k o c yt es; m o n o c yt e s; 

m o n o c yt es/l e u k o c yt es; n e utr o p hil s; n e utr o p hil s/l e u k o c yt e s; pl at el et s  

  C h e mi str y: al a ni n e a mi n otr a n sf er a s e; al b u mi n; al k ali n e p h o s p h at as e; a m yl as e; 

as p a rt at e a mi n otr a n sf er a s e; bilir u bi n; c al ci u m; c al ci u m c orr e ct e d f or al b u mi n; c hl ori d e; 

cr e ati ni n e;  dir e ct  bilir u bi n;  gl o m er ul ar filtr ati o n  r at e; gl u c o s e;  i n dir e ct bilir u bi n; li p as e; 

m a g n esi u m;  p h o s p h at e;  p ot as si u m;  pr ot ei n;  s o di u m;  ur at e;  ur e a  

  H e m o gl o bi n  A 1 c  
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  H or m o n e s:  t h yr otr o pi n; fr e e t h yr o xi n e 

  Li pi d s:  c h ol est er ol;  hi g h -d e n sit y  li p o pr ot ei n c h ol e st er ol;  l o w-d e n sit y  li p o pr ot ei n 

c h ol est er ol; tri gl y c eri d es  

  Q u a ntit ati v e  uri n al ysis:  s p e cifi c  gr a vit y;  p H  

I n di vi d u al l a b or at or y t est r e s ult s will  b e  pr e s e nt e d  i n a  b y -p arti ci p a nt  listi n g. 

Li v er t est  a b n or m aliti e s  will b e  pr es e nt e d  i n a b y -p arti ci p a nt li sti n g. If  a p arti ci p a nt m e et s  a n y  

of t h e  f oll o wi n g li v er t est a b n or m alit y  crit eri a,  pr e s e nt  t h e b as eli n e  r e s ult, t h e first o c c urr e n c e  of  

t h e p o st b as eli n e a b n or m alit y, a n d all s u b s e q u e nt r e s ult s f or t h at p ar a m et er.  

  A L T  or  A S T  < U L N  at  B as eli n e  ( O L E B as eli n e f or t h e O L E p h as e) a n d  > 3 × U L N  p o st  
tr e at m e nt 

  A L T  or  A S T  > U L N  at  B as eli n e  ( O L E B as eli n e f or t h e O L E p h as e)  a n d  > 3 × U L N  p o st  
tr e at m e nt a n d  2 x  t h e B a s eli n e  ( O L E B a s eli n e f or t h e O L E p h as e) r es ult 

  T B  < U L N  at  B as eli n e  ( O L E B as eli n e f or t h e O L E p h as e) a n d  > 2 × U L N  p o st  tr e at m e nt 

  T B  > U L N  at  B as eli n e  ( O L E B as eli n e f or t h e O L E p h as e) a n d  > 2 × U L N  p o st  tr e at m e nt 
a n d  2 x  t h e B as eli n e  ( O L E B as eli n e f or t h e O L E p h a s e) r es ult 

  Al k ali n e  P h o s p h at as e  ( A L P) < U L N  at  B as eli n e  ( O L E B as eli n e f or t h e O L E p h as e) a n d  >  
3 × U L N  p o st  tr e at m e nt 

  A L P  > U L N  at  B as eli n e  ( O L E B a s eli n e f or t h e O L E p h as e) a n d  > 3 × U L N  p o st  tr e at m e nt 
a n d  2 x  t h e B as eli n e  ( O L E B as eli n e f or t h e O L E p h a s e) r es ult 

Li v er  t est a b n or m aliti es  l e a di n g t o tr e at m e nt di s c o nti n u ati o n  will  b e  pr es e nt e d  i n a  b y -

p arti ci p a nt li sti n g.  If a  p arti ci p a nt m e et s  a n y of  t h e f oll o wi n g li v er t e st a b n or m alit y crit eri a,  

pr e s e nt t h e  first o c c urr e n c e a n d all s u b s e q u e nt r es ult s f or t h at p ar a m et er.  

  Al a ni n e  A mi n otr a n sf er a s e  ( A L T) or  A s p art at e  A mi n otr a n sf er a s e  ( A S T) >  8 × U L N  at  a n y 

visit  

  A L T or  A S T  > 5 × U L N  f or m or e  t h a n 2  w e e k s  (t h er e s h o ul d  b e  at  l e ast t w o v al u es)  

  A L T  or  A S T  > 3 × U L N  a n d  Bilir u bi n  ( T B) > 2 × U L N  or  i nt er n ati o n al n or m ali z e d  r ati o 
>  1. 5  f or m or e  t h a n 2 w e e ks. A  p arti ci p a nt  i s r e q uir e d t o m e eti n g  all  of  t h es e crit eri a  at l e ast 
t wi c e. 

  A L T  or  A S T  > 3 × U L N  a n d  A E  =  f ati g u e, n a u s e a,  v o miti n g,  ri g ht u p p er  q u a dr a nt  p ai n  or 

t e n d er n es s, f e v er, r a s h a n d/ or e o si n o p hili a  ( e o si n o p hil s/l e u k o c yt es >  5 %).  T h e A E st art 

d at e s h o ul d o c c ur ± 7 d a y s fr o m t h e d at e of t hi s  l a b r e s ult. 

Pr e g n a n c y  t esti n g a n d  uri n e  dr u g  s cr e e n  r es ult s will  al s o  b e  pr e s e nt e d  i n a  b y -p arti ci p a nt  listi n g. 
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6. 1 1. 4  E C G  M e a s u r e m e nts  

E C G  m e as ur e m e nt s  will  b e  m a d e  i n tri pli c at e a n d  as s es s e d  b y  a  c e ntr al  r e a d er. F or  s u m m ar y 

p ur p o s es t h e  a v er a g e of t h e  tri pli c at e m e as ur e m e nt s will b e u s e d. If a n y of t h e t hr e e 

m e as ur e m e nt s  ar e  n ot  a v ail a bl e  or m or e  t h a n t hr e e m e as ur e m e nt s  ar e  a v ail a bl e,  all  a v ail a bl e 

m e as ur e m e nt s will b e u s e d i n t h e a v er a g e.  

D es cri pti v e st a ti sti cs b y tr e at m e nt gr o u p a n d vi sit will b e pr o vi d e d f or t h e f oll o wi n g E C G 

p ar a m et er s:  h e art  r at e ( H R), Q R S  d ur ati o n,  P R  i nt er v al, Q T  i nt er v al, R R  i nt er v al, a n d  Q T c F 

i nt er v al at e a c h s c h e d ul e d vi sit. I n a d diti o n, c h a n g e fr o m B as eli n e will al s o b e pr es e nt e d.  

A  c at e g ori c al  s u m m ar y  of  t h e f oll o wi n g a b n or m al  Q T c F  v al u e s  will  b e  pr es e nt e d:  > 4 5 0  m s e c,  

> 4 8 0  m s e c,  a n d  > 5 0 0  m s e c.  S hift  t a bl es m a y  b e  g e n er at e d  fr o m B a s eli n e  ( O L E B as eli n e f or t h e 

O L E p h as e)  t o w orst  ( hi g h est) p ost  b as eli n e  r e s ult b y  tr e at m e nt gr o u p.  C h a n g e  fr o m B as eli n e  

( O L E B as eli n e f or t h e O L E p h as e) s u m m ari es  will  al s o  b e  pr e s e nt e d  f or m e as ur e m e nt s t h at 

r e pr es e nt a c h a n g e of > 3 0 m s e c a n d  > 6 0 m s e c at e a c h s c h e d ul e d  vi sit.  

A  li sti n g of  E C G  r es ult s will  b e  pr es e nt e d  a n d  p arti ci p a nt s wit h  a n y  Q T c F  > 4 5 0  m s e c  or  a  Q T c F 

c h a n g e fr o m B as eli n e  ( O L E B as eli n e f or t h e O L E p h a s e) > 3 0 m s e c, b as e d o n t h e  a v er a g e of 

t h e tri pli c at es, will b e fl a g g e d. 

T h e  i n v esti g at or i nt er pr et ati o n r e s ult s ar e c oll e ct e d as n or m al, a b n or m al n ot cli ni c all y 

si g nifi c a nt,  a n d  a b n or m al  cli ni c all y  si g nifi c a nt.  S hift  t a bl es m a y  b e  g e n er at e d  f or t h es e 

o ut c o m e s t o s h o w h o w t h e y c h a n g e fr o m b as eli n e t o e a c h p o st b a s eli n e vi sit. P arti ci p a nt s wit h 

s hift s fr o m n or m al  t o a b n or m al  cli ni c all y  si g nifi c a nt  or  n ot  cli ni c all y  si g nifi c a nt  fr o m B as eli n e  

( O L E B as eli n e f or t h e O L E p h as e) m a y  b e  li st e d s e p ar at el y i n cl u di n g d es cri pti o n of t h e 

a b n or m alit y a n d a n y as s o ci at e d c o m m e nt s.  

6. 1 1. 5  Vit al  Si g ns  

Vit al  si g n  p ar a m et ers  i n cl u di n g s y st oli c  a n d  di ast oli c  pr e s s ur e  ( m m H g), p ul s e  r at e ( b e at s/ mi n), 

r e s pir at or y r at e ( br e at h s/ mi n), a n d  b o d y  t e m p er at ur e ( C) will b e pr es e nt e d  b y  tr e at m e nt gr o u p. 

T h e y will al s o b e pr e s e nt e d b y s c h e d ul e d vi sit a s o b s er v e d v al u es  a n d c h a n g es fr o m  B a s eli n e 

( O L E B as eli n e f or t h e O L E p h as e) u si n g d es cri pti v e st ati sti c s.  

All  vit al  si g n s  will  b e  pr e s e nt e d  i n a  b y -p arti ci p a nt  d at a  li sti n g. 

6. 1 1. 6  U. S.  Ri n g  Si z e,  W ei g ht,  a n d  B o d y  M a ss  I n d e x 

U. S. Ri n g si z e, w ei g ht ( k g), a n d  B MI ( k g/ m 2 ) will b e s u m m ari z e d at B as eli n e ( O L E B as eli n e 

f or t h e O L E p h as e) a n d e a c h p o st b a s eli n e  vi sit  b y  tr e at m e nt gr o u p.  I n a d diti o n,  c h a n g e  a n d  

p er c e nt  c h a n g e  fr o m B as eli n e  will b e pr e s e nt e d b y tr e at m e nt gr o u p.  
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6. 1 1. 7  P h y si c al  E x a mi n ati o n  

P h y si c al  e x a mi n ati o n  d at a  will  b e  pr es e nt e d  i n a  b y -p arti ci p a nt  listi n g. 

6. 1 1. 8  G all  Bl a d d e r  Ult r as o u n d  

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 g al l st o n es, a b s e nt or pr es e nt at B as eli n e ( O L E 

B as eli n e f or t h e O L E p h as e) a n d W e e k  3 6 f or t h e R C p h as e ( E O T f or t h e O L E p h as e) will  b e  

pr e s e nt e d  b y  tr e at m e nt gr o u p.  Si mil ar s u m m ari es  will  b e  pr es e nt e d  f or g all  bl a d d er  sl u d g e,  w all  

t hi c k e ni n g, a n d  dil ati o n  of  bili ar y  tr a ct. C o m m o n Bil e D u ct will al s o b e s u m m ari z e d b y 

d es cri pti v e st ati sti cs  at e a c h vi sit a n d c h a n g e fr o m b as eli n e.  

All  g all  bl a d d er  ultr as o u n d  d at a  will  b e  pr es e nt e d  i n a  b y -p arti ci p a nt  li sti n g. 
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8.  C H A N G E S I N T H E P L A N N E D A N A L Y S E S  

  S cr e e n  f ail ur e s et  w a s  a d d e d  a s  a  n e w  p o p ul ati o n  t o b e  a n al y z e d.  

  T h e  d et ail s  t h at w e nt i nt o t h e c al c ul ati o n  f or c o m pli a n c e  ar e  m or e  d et ail e d  t h a n w h at  i s 

i n t h e pr ot o c ol. 

  D efi niti o n f or B as eli n e I G F -1 c al c ul ati o n s w a s  u p d at e d t o i n cl u d e all s cr e e ni n g 

m e as ur e m e nt s  t a k e n pri or t o  D a y  1,  i n st e a d of  t h e l ast v al u e  m e as ur e d  pri or t o  D a y  1,  

a n d r e m o v e d si g nifi c a nt fi g ur e s fr o m d efi niti o n.  

  M ulti pl e  i m p ut ati o n f or t h e pri m ar y  e n d p oi nt  w a s  r e m o v e d. 

  T h e  s e c o n d ar y  e n d p oi nt  of  pr o p orti o n  of  p arti ci p a nt s  wit h  G H  < 1. 0  n g/ m L  at  W e e k  3 4 

w as m o v e d t o t h e e n d of t h e fi x e d s e q u e n c e t e sti n g pr o c e d ur e. 

  T h e  s e c o n d ar y  e n d p oi nt s  of  c h a n g e  fr o m B as eli n e  i n I G F-1 × U L N  a n d  c h a n g e  fr o m 

B as eli n e  i n A S D will b e a n al y z e d u si n g  a n A N C O V A. T h e w or st r a n k A N C O V A  

a n al y si s w a s r e m o v e d  a n d  m et h o d  of  i m p ut ati o n w as u p d at e d  t o u s e  l a st o b s er v ati o n 

c arri e d f or w ar d.  

  M ulti pl e i m p ut ati o n f or t h e s e c o n d ar y e n d p oi nts of c h a n g e fr o m B a s eli n e i n I G F -1 × U L N  

w a s a d d e d  a s a s e nsiti vit y a n al ysis . 

  T h e  f oll o wi n g e x pl or at or y  e n d p oi nt s  w er e  a d d e d  t h at ar e  n ot  i n t h e pr ot o c ol:  

o  C h a n g e  fr o m b as eli n e  t o E O R  i n   

 

o   at  E O R  

o  C h a n g e  fr o m b as eli n e  t o E O R  i n  

 

o  C h a n g e  fr o m b as eli n e  t o E O R  i n  

o   at  E O R  

o  P K  p ar a m et ers  

o  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 1. 0  n g/ m L  at  
E O R  

o  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 ≤ 1. 0 × U L N  a n d  G H < 2. 5  n g/ m L  at  
E O R  

o  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 < 1. 3 × U L N  a n d  G H < 1. 0  n g/ m L  at 

E O R  

o  Pr o p orti o n  of  p arti ci p a nt s  w h o  a c hi e v e  I G F-1 < 1. 3 × U L N  a n d  G H < 2. 5  n g/ m L  at 

E O R  

o  P er c e nt a g e  wit h  > 2 5 %  r e d u cti o n i n t u m or v ol u m e  fr o m b as eli n e  t o E O R  



  St atisti c al A n al y sis Pl a n  
 C R N 0 0 8 0 8 -0 9  
 V er si o n:  3. 0  
 D at e:  0 7  A U G  2 0 2 3  

P a g e 4 5  of 4 5  
C O N FI D E N TI A L  

9.  R E F E R E N C E S  

1.  I nt er n ati o n al C o u n cil  o n  H ar m o ni s ati o n  (I C H) E 9  g ui d eli n e  e ntitl e d,  “ G ui d a n c e  f or 

I n d u str y: E 9 St ati sti c al Pri n ci pl es f or Cli ni c al Tri al s ”  

2.  I nt er n ati o n al C o u n cil o n H ar m o ni s ati o n I C H E 9 ( R 1) g ui d eli n e s e ntitl e d, “ E 9( R 1) 

St ati sti c al  Pri n ci pl es  f or Cli ni c al  Tri al s:  A d d e n d u m:  Esti m a n d s  a n d  S e n siti vit y  A n al y si s 

i n Cli ni c al Tri al s ” 

3.  I C H E 3  g ui d eli n e  e ntitl e d,  “ G ui d a n c e  f or I n d u str y: Str u ct ur e  a n d  C o nt e nt  of  Cli ni c al 

St u d y R e p ort s ”  

4.  I nt er n ati o n al C o u n cil  f or H ar m o ni z ati o n  (I C H) G ui d a n c e  E 6  f or I n d u str y o n  G o o d 

Cli ni c al Pr a cti c e  

7.  E ur o p e a n  M e di ci n es  A g e n c y.  G ui d eli n e  o n  Mi s si n g  D at a  i n C o nfir m at or y  Tri al s. 

2J ul 2 0 1 0  

8.  K ar a b o n,  P.  R ar e  E v e nt s  or  N o n -C o n v er g e n c e  wit h  a  Bi n ar y  O ut c o m e ?  T h e  P o w er  of 

Firt h R e gr es si o n i n Pr o c L o gi sti c S A S Gl o b al F or u m 2 0 2 0.  

9.  G eri atri c  I nf or m ati o n i n H u m a n  Pr e s cri pti o n  Dr u g  a n d  Bi ol o gi c  Pr o d u ct  L a b eli n g  

1 0.  S a m s o n, S L. Tr e at m e nt wit h  or al o ctr e oti d e  c a p s ul es m a y  n ot  a d v er s el y  aff e ct gl y c e mi c 

c o ntr ol  i n p ati e nt s  wit h  a cr o m e g al y:  R es ult s  fr o m t h e P h as e  3  c hi as m a  O P TI M A L  st u d y. 

A m eri c a n A s s o ci ati o n of Cli ni c al E n d o cri n ol o gi st s ( 2 0 2 0).  



Si g n at ur e P a g e f or V V- C LI N- 0 0 0 7 2 4 v 3. 0

C R N 0 0 8 0 8- 0 9  St atisti c al A n al ysis Pl a n v 3. 0

A p pr o v al

0 7- A u g- 2 0 2 3 2 0: 2 3: 2 5 G M T + 0 0 0 0

A p pr o v al

0 8- A u g- 2 0 2 3 1 6: 2 5: 0 5 G M T + 0 0 0 0

A p pr o v al

0 8- A u g- 2 0 2 3 1 6: 2 5: 2 9 G M T + 0 0 0 0


	STATISTICAL ANALYSIS PLAN
	TABLE OF CONTENTS
	1. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
	2. INTRODUCTION
	3. STUDY OBJECTIVES
	4. STUDY DESIGN
	4.1 Overall Study Design
	4.1.1 Schedule of Visits and Assessments
	4.1.2 Method of Assigning Participants to Treatment Groups
	4.1.3 Blinding


	5. EFFICACY AND SAFETY ENDPOINTS
	5.1 Efficacy Endpoints
	5.1.1 Primary Efficacy Endpoints
	5.1.2 Secondary Efficacy Endpoints
	5.1.3 Exploratory Efficacy Endpoints

	5.2 Safety Endpoints

	6. STATISTICAL AND ANALYTICAL PLANS
	6.1 Data Sets Analyzed
	6.1.1 Screen Failure Set
	6.1.2 Full Analysis Set
	6.1.3 Safety Analysis Set
	6.1.4 Per-Protocol Analysis Set
	6.1.5 OLE Safety Analysis Set (OLE SS)

	6.2 General Methodology
	6.2.1 Statistical Analysis
	6.2.2 Screening and Baseline Definitions
	6.2.3 Visit Windowing
	6.2.4 Adjustments for Covariates
	6.2.5 Handling of Discontinuations or Missing Data
	6.2.5.1 Primary Method for Efficacy Responder Data
	6.2.5.2 Missing Data Handling for Primary Efficacy Endpoint
	6.2.5.3 Laboratory Results
	6.2.5.4 Partial Dates

	6.2.6 Interim Analyses and Data Monitoring
	6.2.7 Multiple Comparisons/Multiplicity
	6.2.8 Examination of Subgroups

	6.3 Disposition of Participants
	6.4 Protocol Deviations
	6.5 Demographic and Other Baseline Characteristics
	6.6 History of Acromegaly
	6.7 Prestudy Acromegaly Symptoms
	6.8 Medical History
	6.9 Prior and Concomitant Medications
	6.10 Analysis of Efficacy
	6.10.1 Primary Efficacy Analysis
	6.10.2 Sensitivity Efficacy Analysis of Primary Endpoint
	6.10.2.1 Completers Analysis
	6.10.2.2 PPS Analysis
	6.10.2.3 Non-responder Excluding Dose Titration

	6.10.3 Secondary Efficacy Analysis
	6.10.3.1 Change from Baseline in IGF-1×ULN
	6.10.3.2 GH Maintenance of Response <1.0 ng/mL
	6.10.3.3 Change from Baseline in ASD

	6.10.4 Exploratory Efficacy Analysis in RC Phase
	6.10.4.1 Time to Loss of Response Defined as IGF-1>1.0×ULN
	6.10.4.2 Time to Loss of Response Defined as IGF-1≥1.3×ULN
	6.10.4.3 Proportion on Rescue Therapy
	6.10.4.4 Change from Baseline to Week 34 in GH
	6.10.4.5 Maintenance of GH < 2.5 ng/mL Response
	6.10.4.6 Change from Baseline in Residual Tumor Volume
	6.10.4.7 Acromegaly Quality of Life
	6.10.4.8 Treatment Preference Questionnaire
	6.10.4.9 EQ-5D-5L
	6.10.4.10 Patient Global Impression
	6.10.4.11 Pharmacokinetic Analyses
	6.10.4.12 IGF-1 < 1.3xULN
	6.10.4.13 Combining IGF-1 and GH Response

	6.10.5 Exploratory Efficacy Analysis in OLE Phase
	6.10.5.1 IGF-1 ≤1.0×ULN and < 1.3×ULN
	6.10.5.2 Change from Baseline in IGF-1×ULN
	6.10.5.3 GH Maintenance of Response < 1.0 ng/mL
	6.10.5.4 Change from Baseline in ASD
	6.10.5.5 Change from Baseline in GH
	6.10.5.6 Proportion on Adjunctive Treatment
	6.10.5.7 GH Maintenance of Response < 2.5 ng/mL
	6.10.5.8 Change from Baseline in Residual Tumor Volume
	6.10.5.9 Change from Baseline in AcroQoL
	6.10.5.10 Change from Baseline in EQ-5D-5L
	6.10.5.11 Change from Baseline in PGI


	6.11 Safety Evaluation
	6.11.1 Extent of Exposure
	6.11.2 Adverse Events
	6.11.3 Clinical Laboratory Evaluation
	6.11.4 ECG Measurements
	6.11.5 Vital Signs
	6.11.6 U.S. Ring Size, Weight, and Body Mass Index
	6.11.7 Physical Examination
	6.11.8 Gall Bladder Ultrasound


	7. DETERMINATION OF SAMPLE SIZE
	8. CHANGES IN THE PLANNED ANALYSES
	9. REFERENCES




