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M y o v a nt S ci e n c e s G m b H  1 0  C O N FI D E N TI A L  
 

1.  I N T R O D U C TI O N  

T h e p ur p os e of t his st atisti c al a n al ysis pl a n ( S A P) is t o d es cri b e t h e effi c a c y a n d  s af et y a n al ys es 
pl a n n e d f or p h as e 3 st u d y  M V T -6 0 1 -3 1 0 3 , e ntitl e d “A n I nt er n ati o n al P h as e 3  O p e n -L a b el, 
Si n gl e -Ar m, L o n g -T er m Effi c a c y a n d S af et y  E xt e nsi o n St u d y t o E v al u at e R el u g oli x C o -
A d mi ni st er e d wit h  L o w -D os e Estr a di ol a n d N or et hi n dr o n e A c et at e i n W o m e n wit h  
E n d o m etri osi s -Ass o ci at e d P ai n .”   P ati e nts w h o c o m pl et e d st u d y M V T -6 0 1 -3 1 0 1 ( S PI RI T 1) or 
st u d y M V T -6 0 1 -3 1 0 2 ( S PI RI T 2)  i n o n e of t hr e e tr e at m e nt ar ms:  r el u g oli x 4 0 m g + 
estr a di ol/ n or et hi n dr o n e a c et at e ( E 2 / N E T A) 1 m g/ 0. 5 m g  f or 2 4 w e e ks ( Gr o u p A, als o r ef err e d t o 
as t h e r el u g oli x + E 2/ N E T A gr o u p ), r el u g oli x 4 0 m g f or 1 2 w e e ks f oll o w e d b y 1 2 w e e ks of 
r el u g oli x 4 0 m g + E 2/ N E T A 1 m g/ 0. 5 m g ( Gr o u p  B , als o r ef err e d t o as t h e r el u g oli x + d el a y e d 
E 2/ N E T A gr o u p  ), or pl a c e b o f or 2 4  w e e ks ( Gr o u p C, als o r ef err e d t o as t h e pl a c e b o gr o u p) a n d 
m e et eli gi bilit y crit eri a ar e e nr oll e d i n M V T -6 0 1 -3 1 0 3 . 

T his S A P w as d e v el o p e d i n a c c or d a n c e wit h t h e I nt er n ati o n al C o u n cil o n H ar m o nisati o n ( I C H) 
E 9  g ui d eli n e s.   

T h is S A P i s b as e d o n:  

  Pr ot o c ol  M V T -6 0 1 -3 1 0 3 , A m e n d m e nt 4 , d at e d 1  J ul  2 0 2 1 ; 

  I C H g ui d eli n es E3 ( Cli ni c al St u d y R e p orts) a n d E 9 ( St ati sti c al Pri n ci pl es f or Cli ni c al 
Tri als) . 

T h e m et h o ds us e d f or a n al ysis of t h e M V T -6 0 1 -3 1 0 3 st u d y ar e c o nsist e nt  wit h  t h os e us e d f or t h e 
pi v ot al p h as e 3 st u di es ( M V T -6 0 1 -3 1 0 1 a n d M V T -6 0 1 -3 1 0 2).  T h is d o c u m e nt m a y e v ol v e o v er 
ti m e (e g , t o r efl e ct t h e r e q uir e m e nts of pr ot o c ol a m e n d m e nts or r e g ul at or y r e q u ests).  T h e S A P i s 
t o b e fi n ali z e d, a p pr o v e d b y t h e s p o ns or, a n d pl a c e d o n fil e b ef or e t h e d at a b as e is l o c k e d  f or t h e 
fi n al cli ni c al st u d y r e p ort ( CS R ). T h e  fi n al S A P m a y b e  a m e n d e d pri or t o t h e d at a b as e l o c k f or 
t h e fi n al C S R. 

1. 1.  St u d y O bj e cti v es a n d E n d p oi nts  

T h e o bj e cti v es of st u d y M V T-6 0 1 -3 1 0 3  ar e t o e v al u at e l o n g -t er m effi c a c y a n d s af et y t hr o u g h u p 
t o 1 0 4 -w e e k of tr e at m e nt (i n cl u di n g 2 4 w e e ks of tr e at m e nt d uri n g t h e pi v ot al p h as e 3 st u d i es) of 
r el u g oli x 4 0  m g o n c e d ail y  c o -a d mi nist er e d wit h e str a di ol a n d n or et hi n dr o n e a c et at e .  T h e st u d y 
o bj e cti v es a n d e n d p oi nt s ar e li st e d i n T a bl e  1 .  T h e e n d p oi nt s i n it ali cs ar e n ot list e d i n t h e 
pr ot o c ol, b ut t h e y h a v e b e e n i d e ntifi e d as i m p ort a nt  f or ass ess m e nt of tr e at m e nt eff e ct o n t h e 
b asis of e m er gi n g d at a a n d cli ni c al r el e v a n c e t o t h e st u d y o bj e cti v es a n d t h er ef or e ar e i n cl u d e d i n 
t hi s S A P. T h e pi v ot al p h as e 3 st u d y B as eli n e will b e i n g e n er al us e d as t h e r ef er e n c e p oi nt f or 
t h e e xt e nsi o n st ud y f or all c h a n g e s fr o m b as eli n e-r el at e d e n d p oi nt s u nl ess ot h er wis e s p e cifi e d.  
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M y o v a nt S ci e n c e s G m b H  1 1  C O N FI D E N TI A L  
 

T a bl e  1 : St u d y O bj e cti v es a n d E n d p oi nts  

O bj e cti v e(s)  E n d p oi nt(s)  

P ri m a r y Effi c a c y  

T o b e ass e ss e d at W e e k 5 2  

 

T o e v al u at e l o n g-t er m effi c a c y of r el u g oli x 4 0 m g 
o n c e d ail y c o -a d mi ni st er e d  wit h l o w -d os e 
estr a di ol a n d n or et hi n dr o n e a c et at e f or u p t o 
5 2  w e e ks, a m o n g p ati e nt s w h o pr e vi o usl y 
c o m pl et e d a 2 4 -w e e k tr e at m e nt p eri o d i n o n e of 
t h e pi v ot al p h as e 3 st u di es ( M V T -6 0 1 -3 1 0 1 or 
M V T 6 0 1 -3 1 0 2), o n e n d o m etri osi s -as s o ci at e d 
p ai n.  

 

T o b e ass e ss e d W e e k 5 2  

 

  Pr o p orti o n of p ati e nt s w h o m e et t h e 
d ys m e n orr h e a r e s p o n d er crit eri a at t h e 
W e e k 5 2 p ai n ass ess m e nt p eri o d, 
a c hi e vi n g a m e a n r e d u cti o n i n 
d ys m e n orr h e a  N R S s c or es of at l e ast 2. 8 
p oi nt s a n d n o i n cr e as e i n us e of a n al g esi c 
m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y  

 

  Pr o p orti o n of p ati e nt s w h o m e et t h e 
N M P P r es p o n d er crit eri a at t h e W e e k 5 2 
p ai n as s es s m e nt p eri o d, a c hi e vi n g a m e a n 
r e d u cti o n i n N M P P N R S s c ores of at l e ast 
2. 1 p oi nt s a n d n o i n cr e as e i n us e of 
a n al g esi c m e di c ati o ns as r e c or d e d i n a 
d ail y e Di ar y  

 

T o b e ass e ss e d at W e e k 1 0 4  

 

T o e v al u at e l o n g -t er m effi c a c y of r el u g oli x 4 0 m g 
o n c e d ail y c o -a d mi ni st er e d wit h l o w -d os e 
estr a di ol a n d n or et hi n dr o n e a c e t at e f or u p t o 
1 0 4  w e e ks, a m o n g p ati e nt s w h o pr e vi o usl y 
c o m pl et e d a 2 4 -w e e k tr e at m e nt p eri o d i n o n e of 
t h e pi v ot al p h as e 3 st u di es ( M V T -6 0 1 -3 1 0 1 or 
M V T -6 0 1 -3 1 0 2), o n e n d o m etri osi s -as s o ci at e d 
p ai n.  

T o b e ass e ss e d at W e e k 1 0 4  

 

  Pr o p orti o n of p ati e nt s w h o m e et  t h e 
d ys m e n orr h e a r es p o n d er crit eri a at t h e 
W e e k 1 0 4/ E O T p ai n as s es s m e nt p eri o d, 
a c hi e vi n g a m e a n r e d u cti o n i n 
d ys m e n orr h e a N R S s c or es of at l e ast 2. 8 
p oi nt s a n d n o i n cr e as e i n us e of a n al g esi c 
m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y  

 

  Pr o p orti o n of p ati e nt s w h o m e et t h e 
N M P P r es p o n d er crit eri a at t h e W e e k 
1 0 4/ E O T p ai n ass ess m e nt p eri o d, 
a c hi e vi n g a m e a n r e d u cti o n i n N M P P 
N R S s c or es of at l e ast 2. 1 p oi nts a n d n o 
i n cr e as e i n us e of a n al g esi c m e di c ati o ns 
as r e c or d e d i n a d ail y e Di ar y  

 

S e c o n d a r y Effi c a c y   

( T o b e ass ess e d at W e e k 5 2 a n d W e e k 1 0 4, u nl ess ot h er wis e s p e cifi e d)  

  T o e v al u at e l o n g -t er m effi c a c y of 
r el u g oli x 4 0 m g o n c e d ail y c o -
a d mi nist er e d  wit h l o w -d os e estr a di ol a n d 

T o b e ass ess e d o n t h e f oll o wi n g : 
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O bj e cti v e(s)  E n d p oi nt(s)  

n or et hi n dr o n e a c et at e, a m o n g p ati e nts 
w h o pr e vi o usl y c o m pl et e d a 2 4 -w e e k 
tr e at m e nt p eri o d i n o n e of t h e pi v ot al p h as e 
3 st u di es ( M V T -6 0 1 -3 1 0 1 or M V T 6 0 1 -
3 1 0 2), o n t h e f oll o wi n g:  

o  F u n cti o n, as m e as ur e d b y t h e 
E n d o m etri osi s H e alt h Pr ofil e 
Q u esti o n n air e  ( E H P-3 0 ) P ai n D o m ai n  

 

C h a n g e fr o m t h e pi v ot al p h as e 3 st u d y 
B as eli n e i n t h e E H P -3 0 P ai n D o m ai n s c or es;  

Pr o p orti o n of p ati e nts w h o h a v e a r e d u cti o n 
of at l e ast 2 0 p oi nt s i n t h e E H P -3 0 P ai n 
D o m ai n s c or es  fr o m t h e pi v ot al p h as e 3 st u d y 

B as eli n e  

o  D ys m e n orr h e a, as m e as ur e d b y t h e 
N u m eri c al R ati n g S c al e ( N R S) f or 
d ys m e n orr h e a  

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e i n t h e m e a n 
d ys m e n orr h e a N R S s c or e  

o  P ati e nt Gl o b al I m pr essi o n of C h a n g e 
( P GI C) f or d ys m e n orr h e a 

 

Pr o p orti o n of p ati e nts w h o ar e “ b ett er ”  or 
“ m u c h b ett er ”  o n t h e P GI C f or d ys m e n orr h e a 
( at W e e k 5 2 o nl y)  

o  N o n m e nstr u al p el vi c p ai n ( N M P P), as 
m e as ur e d b y t h e N R S f or N M P P  

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e i n t h e m e a n N M P P 
N R S s c or e  

o  O v er all p el vi c p ai n, as m e as ur e d b y 
t h e N R S f or o v er all p el vi c p ai n 

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e i n t h e m e a n o v er all 
p el vi c p ai n  N R S s c or e  

o  A n al g esi c us e  Pr o p orti o n of p ati e nts n ot usi n g o pi oi ds ; 

Pr o p orti o n of  p ati e nts n ot usi n g a n al g esi cs  

o  P GI C f or N M P P  Pr o p orti o n of p ati e nts w h o ar e “ b ett er ”  or 
“ m u c h b ett er ”  o n t h e P GI C f or N M P P ( at 
W e e k  5 2 o nl y)  

o  D ys p ar e u ni a, as m e as ur e d b y t h e N R S  C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e i n t h e m e a n  
d ys p ar e u ni a N R S s c or es  

o  P GI C f or d ys p ar e u ni a  Pr o p orti o n of p ati e nts w h o ar e b ett er or m u c h 
b ett er o n t h e P GI C f or d ys p ar e u ni a ( at 
W e e k  5 2 o nl y)  
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O bj e cti v e(s)  E n d p oi nt(s)  

o  D ys p ar e u ni a -r el at e d f u n cti o n al eff e cts 
( S u bj e ct M o difi e d Bi b er o gl u a n d 
B e hr m a n [ s B & B])  

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e i n t h e m e a n 
d ys p ar e u ni a f u n cti o n al i m p air m e nt o n t h e 
s B & B s c al e  

o  P ati e nt Gl o b al Ass ess m e nt ( P G A) f or 
p ai n  

C h a n g e fr o m t h e pi v ot al p h as e 3 st u d y 
B as eli n e i n s e v erit y s c or es o n t h e P G A f or 
p ai n ; 

Pr o p orti o n of P ati e nts wit h Im pr o v e m e nt, 
W ors e ni n g , N o c h a n g e  fr o m b as eli n e; 

o  P G A f or f u n cti o n  C h a n g e fr o m t h e pi v ot al p h as e 3 st u d y 
B as eli n e i n f u n cti o n i m p air m e nt o n t h e P G A 
f or f u n cti o n; 

Pr o p orti o n of P ati e nts wit h I m pr o v e m e nt, 
W ors e ni n g , N o C h a n g e  fr o m B as eli n e  

o  E n d o m etri osi s -ass o ci at e d q u alit y of 
lif e, as m e as ur e d b y t h e E H P-3 0 
C o ntr ol a n d P o w erl ess n e ss, S o ci al  

S u p p ort, E m oti o n al W ell -B ei n g, a n d 
S elf -I m a g e d o m ai ns 

C h a n g e fr o m t h e pi v ot al p h as e 3 st u d y i n e a c h 
of t h e n o n -p ai n E H P -3 0 d o m ai ns ( C o ntr ol a n d 
P o w erl ess n ess, S o ci al S u p p ort, E m oti o n al 
W ell -B ei n g, a n d S elf -I m a g e) 

o  D ys m e n orr h e a -r el at e d f u n cti o n al 
eff e cts (s B & B)  

 

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e p ai n ass ess m e nt 
p eri o d i n d ys m e n orr h e a -r el at e d f u n cti o n al 
eff e cts (s B & B)  

o  N M P P -r el at e d f u n cti o n al eff e cts 
(s B & B) 

C h a n g e a n d p er c e nt c h a n g e  fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e p ai n ass ess m e nt 
p eri o d i n N M P P -r el at e d f u n cti o n al eff e cts 
(s B & B) 
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O bj e cti v e(s)  E n d p oi nt(s)  

S af et y  

  T o e v al u at e t h e s af et y of r el u g oli x 4 0 m g 
o n c e d ail y c o -a d mi nist er e d wit h l o w -d os e 
estr a di ol a n d n or et hi n dr o n e a c et at e f or u p 
t o 1 0 4 w e e ks, a m o n g p ati e nts w h o 
pr e vi o usl y c o m pl et e d a 2 4 -w e e k tr e at m e nt 
p eri o d i n o n e of t h e pi v ot al p h as e 3 st u di es 
( M V T-6 0 1 -3 1 0 1 or M V T -6 0 1 -3 1 0 2), 
i n cl u di n g: 

o  A d v ers e e v e nts  

o  C h a n g es i n b o n e mi n er al d e nsit y  

T o b e ass ess e d at W e e k 5 2 a n d W e e k 1 0 4  

  I n ci d e n c e of a d v ers e e v e nts 

  P er c e nt c h a n g e fr o m t h e pi v ot al p h as e 3 
st u d y B as eli n e  t o W e e k 5 2 or W e e k 1 0 4  
i n b o n e mi n er al d e nsit y at t h e l u m b ar 
s pi n e ( L 1 -L 4), f e m or al n e c k, a n d t ot al hi p 
as ass ess e d b y d u al -e n er g y x -r a y 
a bs or pti o m etr y ( D X A)  

T o b e ass ess e d at 6 -m o nt hs a n d 1 2 -m o nt hs 
p ost -tr e at m e nt 

  P er c e nt c h a n g e fr o m t h e p ar e nt st u d y 
B as eli n e i n B M D at t h e l u m b ar s pi n e ( L 1 -
L 4), t ot al hi p, a n d f e m or al n e c k as 
ass ess e d b y D X A.  

P h a r m a c o d y n a mi c  

  T o e v al u at e t h e p h ar m a c o d y n a mi c eff e cts 
of r el u g oli x 4 0 m g o n c e d ail y c o -
a d mi nist er e d wit h l o w -d os e estr a di ol a n d 
n or et hi n dr o n e a c et at e f or u p t o 1 0 4 w e e ks, 
a m o n g p ati e nts w h o pr e vi o usl y c o m pl et e d 
a 2 4 -w e e k tr e at m e nt p eri o d i n o n e of t h e 
pi v ot al p h as e 3 st u di es ( M V T -6 0 1 -3 1 0 1 or 
M V T 6 0 1 -3 1 0 2), o n estr a di ol  

  C h a n g e fr o m pi v ot al p h a s e 3 st u d y 
B as eli n e t o W e e k  5 2 i n pr e -d os e 
c o n c e ntr ati o ns of s er u m estr a di ol  

  C h a n g e fr o m pi v ot al p h a s e 3 st u d y 
B as eli n e t o W e e k  1 0 4 i n pr e -d os e 
c o n c e ntr ati o ns of s er u m estr a di ol  

E x pl o r at o r y  Effi c a c y  

  T o e v al u at e t h e b e n efit of r el u g oli x 4 0 m g 
o n c e d ail y c o -a d mi nist er e d wit h l o w -d os e 
estr a di ol a n d n or et hi n dr o n e a c et at e o n 
e n d o m etri osi s -ass o ci at e d q u alit y of lif e 
( E H P-3 0 t ot al s c or e), w or k ( E H P W or k 
D o m ai n), p ati e nt -r e p ort e d q u alit y of lif e 
o ut c o m es ( E ur o p e a n Q u alit y of Lif e Fi v e -
Di m e nsi o n Fi v e -L e v el S c al e [ E Q -5 D -5 L]) 
f or u p t o 1 0 4 w e e ks a m o n g p ati e nts w h o 
pr e vi o usl y c o m pl et e d a 2 4 -w e e k tr e at m e nt 
p eri o d i n o n e of t h e pi v ot al p h as e 3 st u di es 
( M V T-6 0 1 -3 1 0 1 or M V T -6 0 1 -3 1 0 2)  

T o b e ass ess e d at W e e k 5 2 a n d W e e k 1 0 4  

  C h a n g e fr o m pi v ot al p h as e 3 st u d y B as eli n e 
i n t h e E H P-3 0 s c al e t ot al s c or e  

  C h a n g e fr o m pi v ot al p h a s e 3 st u d y  
B as eli n e i n t h e E H P W or k D o m ai n s c or e . 

  C h a n g e fr o m pi v ot al p h as e 3 st u d y 
B as eli n e i n t h e E Q -5 D -5 L  
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D es cri pti v e ass ess m e nts of effi c a c y a n d s af et y will b e m a d e o n d at a c oll e ct e d fr o m t h e pi v ot al 
p h as e 3 st u d y B as eli n e t hr o u g h W e e k 5 2 , a n d fr o m t h e pi v ot al p h as e 3 st u d y B as eli n e t hr o u g h 
t h e e n d of t h e e xt e nsi o n st u d y ( W e e k 1 0 4) o n t h e e xt e nsi o n st u d y p o p u l ati o n, d efi n e d as p ati e nts 
w h o e nr oll e d i n M V T -6 0 1 -3 1 0 3 ( i. e., w h o r e c ei v e d at l e ast o n e d os e of st u d y dr u g i n t h e 
e xt e nsi o n st u d y), f or t h e f oll o wi n g tr e at m e nt gr o u ps  ori gi n all y r a n d o mi z e d i n t h e pi v ot al p h as e 3 
st u di es : 

  Pi v ot al p h as e 3 r el u g oli x + E 2/ N ET A gr o u p :  R a n d o mi z e d t o 2 4 w e e ks of or al 
r el u g oli x 4 0 m g o n c e d ail y c o -a d mi nist er e d wit h 1  m g estr a di ol a n d 0. 5  m g 
n or et hi n dr o n e a c et at e i n t h e pi v ot al p h as e 3 st u d y;  

  Pi v ot al p h as e 3 r el u g oli x + d el a y e d E 2/ N E T A gr o u p:  R a n d o mi z e d t o 1 2 w e e ks of 
or al r el u g oli x 4 0  m g o n c e d ail y f oll o w e d b y 1 2 w e e ks of or al r el u g oli x 4 0  m g o n c e 
d ail y c o -a d mi nist er e d wit h 1  m g estr a di ol a n d 0. 5  m g n or et hi n dr o n e a c et at e i n t h e 
pi v ot al p h as e 3 st u d y;  

  Pi v ot al p h as e 3 pl a c e b o gr o u p :  R a n d o mi z e d t o 2 4 w e e ks t o pl a c e b o i n t h e pi v ot a l 
p h as e 3 st u d y.  

 

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

2. 1.  S u m m a r y of  St u d y D esi g n  

T h e S PI RI T E X T E N SI O N st u d y is a n i nt er n ati o n al p h as e 3 o p e n -l a b el, si n gl e-ar m, l o n g -t er m 
effi c a c y a n d s af et y e xt e nsi o n st u d y t h at will e nr oll eli gi bl e p ati e nts w h o h a v e c o m pl et e d t h eir  
p arti ci p ati o n i n o n e of t h e r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d pi v ot al p h as e 3 st u di es  
( M V T-6 0 1 -3 1 0 1 or M V T -6 0 1 -3 1 0 2) .  All p ati e nt s will r e c ei v e or al r el u g oli x 4 0 m g o n c e d ail y  
c o -a d mi nist er e d wit h estr a di ol 1 m g  a n d n or et hi n dr o n e a c et at e 0. 5 m g  f or u p t o 8 0 w e e ks .  
P ati e nts will c o nti n u e t o b e f oll o w e d u p f or t h eir B M D  f or 1 2 m o nt hs aft er t h eir  tr e at m e nt 
p eri o d h as e n d e d.   

A p pr o xi m at el y 8 0 0 w o m e n wit h e n d o m et ri osis-a s s o ci at e d p ai n will b e  e nr oll e d .  T h e o bj e cti v es 
of t h e st u d y ar e t o e v al u at e l o n g-t er m effi c a c y a n d s af et y t hr o u g h u p t o 1 0 4  w e e ks of tr e at m e nt 
(i n cl u di n g tr e at m e nt d uri n g t h e pi v ot al p h as e 3 st u d y) w hi c h will  i n cl u de  u p t o 8 0  w e e k s of 
tr e at m e nt wit h r el u g oli x c o-a d mi nist er e d  wit h l o w -d os e estr a di ol/ n or et hi n dr o n e a c et at e .  Eli gi bl e  
p ati e nts will h a v e c o m pl et e d p arti ci p ati o n i n  o n e of t h e pi v ot al p h as e 3 st u di es ( M V T-6 0 1 -3 1 0 1 
or M V T -6 0 1 -3 1 0 2) a n d c o ns e nt e d t o p arti ci p at e i n t hi s e xt e nsi o n st u d y .   

B as eli n e  pr o c e d ur es will b e d o n e at t h e s a m e visit (r ef err e d t o as t h e “ W e e k 2 4/ B as eli n e  visit ” i n 
t hi s st u d y), w hi c h c oi n ci d es wit h t h e W e e k 2 4 visit fr o m t h e pi v ot al p h as e 3 st u d y a n d will b e 
d efi n e d  as t h e d at e of c o m pl eti o n of t h e l ast W e e k 2 4 pr o c e d ur e i n t h e pi v ot al p h as e 3 st u d y. T h e 
W e e k 2 4/ B as eli n e visit will i n cl u d e vit al si g ns, p h ysi c al e x a mi n ati o n, l a b or at or y ass ess m e nts, 
1 2 -l e a d el e ctr o c ar di o gr a m ( E C G), b o n e d e nsit o m etr y, p ati e nt-r e p ort e d o ut c o m e ass ess m e nts, a n d 
e n d o m etri al bi o ps y (if r e q uir e d).   W h e n W e e k 2 4 pr o c e d ur es i n t h e pi v ot al p h as e 3 st u d y h a v e 
b e e n c o m pl et e d, t h e i n v e s ti g at or will ass ess p ati e nt eli gi bilit y f or p arti ci p ati o n i n t h e o p e n-l a b el 
e xt e nsi o n st u d y.  T h e eli gi bilit y ass ess m e nt will b e b as e d o n d at a a v ail a bl e at t h e 
W e e k  2 4/ B as eli n e visit.   N o M V T -6 0 1 -3 1 0 3 st u d y pr o c e d ur es will b e p erf or m e d u ntil t h e 
c o ns e nt f o r m f or t his e xt e nsi o n st u d y is si g n e d.  
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Patients would have received their last dose of study drug in the pivotal phase 3 study on the day 
prior to the Week 24/Baseline visit and will receive their first dose of study drug for this 
extension study in the clinic after the patient is determined to be eligible for this extension study 
and has provided informed consent to participate.  Therefore, results of testing required for 
eligibility must be available on or prior to the Week 24/Baseline visit.  The administration of the 
first dose of study drug for MVT-601-3103 will define enrollment into this study.  Patients will 
then take the open-label study treatment (relugolix 40 mg co-administered with estradiol 1 mg 
and norethindrone acetate 0.5 mg) orally once daily for 80 weeks.  If necessary, for logistical 
reasons (eg, delayed availability of study drug supply on site, others), and with sponsor/designee 
approval, the first dose of open label study drug for MVT-601-3103 may be administered up to 
10 days following the pivotal phase 3 study Week 24/Baseline visit.  If the first dose of study 
drug is not given during this up to 10-day interval, the pivotal phase 3 study safety follow-up 
procedures should be followed (ie, adverse event reporting, electronic diary [eDiary] completion, 
etc.). 

During the 80-week Open-Label Treatment period and the ~30-day Follow-Up period, patients 
will continue to record study treatment, assessment of pain using the NRS, menstrual bleeding, 
analgesic use, and the functional effects of endometriosis-associated pain (sB&B) in the eDiary 
during the time periods specified in the protocol.  Only study-specific rescue analgesic 
medications should be used starting with the Week 24/Baseline visit and through the Follow-Up 
visit and these medications will be taken for control of pain and not prophylactically.  Health-
related quality of life questionnaires; PGIC for dysmenorrhea, NMPP, and dyspareunia; and 
PGA for pain and function will be completed during the visits on an electronic tablet, according 
to the study protocol Schedule of Activities (Section 1.1). 

Safety will be assessed throughout the study by monitoring adverse events, vital signs and 
weight, physical examinations, clinical laboratory tests, 12-lead ECGs, mammograms (for 
women who are or become ≥ 40 years old during the study), endometrial biopsies, and bone 
mineral density with DXA.  

At scheduled visits, Early Termination visit, and post-treatment Follow-Up, each patient will 
have an assessment of bone mineral density (BMD) by DXA if required by protocol or protocol 
amendment. 

Determination of BMD by DXA at the Early Termination visit, scheduled visits and post-
treatment Follow-Up of findings will proceed according to the following rules: 

Table 2.  BMD Requirement by DXA in Protocol and Amendments 

Protocol Scheduled Visits and  
Early Termination 

Post-Treatment Follow-Up 

Original  At week 52 visit, DXA is 
required. 
 
DXA at Early Termination (ET) 
visit is required, but DXA is not 
required at the Early Termination 
visit in patients whose last dose of 

Patients with a bone mineral density loss of 
> 3% at the lumbar spine (L1-L4) or total hip 
at their Week 52/ET visit relative to the pivotal 
phase 3 study Baseline measurement will 
undergo another bone densitometry scan at 6 
(±1) months after the last dose of study 
medication. 
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st u d y dr u g w as t a k e n d uri n g 
W e e k 3 2 or e arli er.  H o w e v er, t h e 
pr o c e d ur e m a y b e d o n e if it will 
ai d i n t h e e v al u ati o n of a n 
o n g oi n g a d v ers e e v e nt.  

  
If t h e p ati e nt e nr olls dir e ctl y i nt o a n ot h er 
r el u g oli x cli ni c al st u d y u p o n c o m pl eti o n of t h e 
W e e k 5 2 visit, t h e n t h e F oll o w -U p  visit a n d 
t h e f oll o w-u p b o n e d e nsit o m etr y s c a n at 6 ( ± 1) 
m o nt hs m a y b e w ai v e d.  

A M 1. 0  At t h e W e e k 3 6 a n d W e e k  5 2, 
visits, D X A is r e q uir e d . 
 
D X A at E T visit is r e q uir e d, b ut 
D X A is n ot r e q uir e d at t h e E arl y 
T er mi n ati o n visit i n p ati e nts 
w h os e l ast d os e of st u d y dr u g w as 
t a k e n d uri n g W e e k 3 2 or e arli er or 
wit hi n 4 w e e ks aft er c o m pl eti o n 
of t h e W e e k 3 6 s c a n.  H o w e v e r, 
t h e pr o c e d ur e m a y b e d o n e if it 
will ai d i n t h e e v al u ati o n of a n 
o n g oi n g a d v ers e e v e nt.  

P ati e nts wit h a b o n e mi n er al d e nsit y l oss of 
>  3 % at t h e l u m b ar s pi n e ( L 1 -L 4) or t ot al hi p 
at t h eir W e e k 5 2 /E T  visit ( or m ost r e c e nt s c a n, 
if t h e W e e k 5 2/E T  s c a n w as  n ot d o n e) r el ati v e 
t o t h e pi v ot al p h as e 3 st u d y B as eli n e 
m e as ur e m e nt will u n d er g o a n ot h er b o n e 
d e nsit o m etr y s c a n at 6 ( ± 1) m o nt hs aft er t h e 
l ast d os e of st u d y m e di c ati o n. 
  
If t h e p ati e nt e nr olls dir e ctl y i nt o a n ot h er 
r el u g oli x cli ni c al st u d y u p o n c o m pl eti o n of t h e 
W e e k 5 2 visit, t h e n t h e F oll o w -U p  visit a n d 
t h e f oll o w-u p b o n e d e nsit o m etr y s c a n at 6 ( ± 1) 
m o nt hs m a y b e w ai v e d.  

A M 2. 0  At t h e W e e k 3 6, W e e k 5 2, a n d 
W e e k 1 0 4 visit s, D X A is r e q uir e d . 
 
• F or E arl y T er mi n ati o n o c c urri n g 
b ef or e W e e k 3 6, D X A is n ot  
r e q uir e d at E arl y T er mi n ati o n visit 
u nl ess it will ai d i n t h e ass ess m e nt 
of a n a d v ers e e v e nt  
• F or E arl y T er mi n ati o n o c c urri n g 
aft er W e e k 3 6, D X A is r e q uir e d at 
E arl y T er mi n ati o n u nl ess a D X A 
r es ult is a v ail a bl e fr o m wit hi n si x 
w e e ks pri or t o E arl y T er mi n ati o n  
 

P ost -Tr e at m e nt D X A is r e q uir e d at 6 m o nt hs 
( ± 1 m o nt h) f or f oll o wi n g:  
• F or E arl y T er mi n ati o n o c c urri n g b ef or e 
W e e k 3 6:  

−  t h e m ost r e c e nt D X A b o n e mi n er al 
d e nsit y l oss at l u m b ar s pi n e ( L 1 -L 4) or 
t ot al hi p w as > 2 % r el ati v e t o t h e 
pi v ot al p h as e  3 st u d y b as eli n e.  

• F or E arl y T er mi n ati o n o c c urri n g aft er W e e k 
3 6 a n d b ef or e W e e k 5 2:  

−  t h e m ost r e c e nt D X A s c a n w as at W e e k 
2 4 a n d b o n e mi n er al d e n sit y l oss at t h e 
l u m b ar s pi n e ( L 1-L 4) or t ot al hi p w as  
> 2 %, r el ati v e t o t h e pi v ot al p h as e 3 
st u d y b as eli n e ; or 

−  o n t h e m ost r e c e nt D X A, b o n e mi n er al 
d e nsit y l oss at t h e l u m b ar s pi n e ( L 1 -
L 4) or t ot al hi p w as > 3 %, r el ati v e t o 
t h e pi v ot al p h as e 3 st u d y b as eli n e.  

• F or E arl y T er mi n ati o n o c c urri n g b et w e e n 
W e e k 5 2 a n d W e e k 1 0 4:  

−  o n t h e m ost r e c e nt D X A, b o n e mi n er al 
d e nsit y l oss  at t h e l u m b ar s pi n e ( L 1 -
L 4) or t ot al hi p w as > 7 %, r el ati v e t o 
pi v ot al p h as e 3 st u d y b as eli n e.  
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If t h e p ati e nt e nr olls dir e ctl y i nt o a n ot h er 
r el u g oli x cli ni c al st u d y u p o n c o m pl eti o n of t h e 
W e e k 1 0 4 visit, t h e n t h e F oll o w -U p  visit a n d 
t h e f ollo w -u p pr o c e d ur es p erf or m e d u n d er t his 
pr ot o c ol, t h e f oll o w -u p b o n e d e nsit o m etr y s c a n 
at 6 ( ± 1) m o nt hs m a y b e w ai v e d.  

A M  3. 1  At t h e W e e k 3 6, W e e k 5 2, a n d 
W e e k 1 0 4 visit s, D X A is r e q uir e d . 
 
• F or E arl y T er mi n ati o n o c c urri n g 
b ef or e W e e k 3 6, D X A is n ot 
r e q uir e d at t h e E arl y T er mi n ati o n 
visit u nl ess it will ai d i n t h e 
ass ess m e nt of a n a d v ers e e v e nt or 
if t h e m ost r e c e nt D X A b o n e 
mi n er al d e nsit y l oss at l u m b ar 
s pi n e ( L 1 -L 4) or t ot al hi p w as > 
2 % r el ati v e t o t h e pi v ot al p h as e 3 
st u d y b as eli n e.   
  
• F or E arl y T er mi n ati o n o c c urri n g 
at or aft er t h e W e e k 3 6 vi sit, D X A 
is r e q uir e d at E arl y T er mi n ati o n 
u nl ess a D X A r es ult is a v ail a bl e 
fr o m wit hi n si x w e e ks pri or t o 
E arl y T er mi n ati o n.  

P ost -Tr e at m e nt D X A is r e q uir e d at 6 m o nt hs 
( ± 1 m o nt h):  
  
• F or E arl y T er mi n ati o n o c c urri n g b ef or e 
W e e k 3 6:  

−  t h e m ost r e c e nt D X A b o n e mi n er al 
d e nsit y l oss at l u m b ar s pi n e ( L 1 -L 4) or 
t ot al hi p w as > 2 % r el ati v e t o t h e 
pi v ot al p h as e 3 st u d y b as eli n e.   

• F or E arl y T er mi n ati o n o c c urri n g at or aft er 
t h e W e e k 3 6 visit: 

−  t h e m ost r e c e nt D X A s c a n w as at W e e k 
2 4 a n d o n t h e m ost r e c e nt D X A s c a n, 
b o n e mi n er al d e nsit y l oss at t h e l u m b ar 
s pi n e ( L 1 -L 4) or t ot al hi p w as > 2 %, 
r el ati v e t o t h e pi v ot al p h a s e 3 st u d y 
b as eli n e.  

−  t h e m ost r e c e nt D X A w a s aft er t h e 
W e e k 2 4 visit a n d o n t h e m ost r e c e nt 
D X A s c a n, b o n e mi n er al d e nsit y l oss at 
t h e l u m b ar s pi n e ( L 1-L 4) or t ot al hi p 
w as > 3 %, r el ati v e t o t h e pi v ot al p h as e 
3 st u d y b as eli n e.  

• F or p ati e nts w h o c o m pl et e t h e o p e n-l a b el 
e xt e nsi o n st u d y:   

−  at t h e W e e k 1 0 4 visit or o n t h e m ost 
r e c e nt D X A s c a n, b o n e mi n er al d e nsit y 
l oss at t h e l u m b ar s pi n e ( L 1-L 4) or 
t ot al hi p w as > 3 %, r el ati v e t o t h e 
pi v ot al p h as e 3 st u d y b as eli n e.  

  
1 2 -M o nt h P ost -Tr e at m e nt D X A:  
p ati e nts h a v e 6 -m o nt h p o st -tr e at m e nt f oll o w-
u p s c a ns t h at s h o w b o n e l oss of > 1. 5 % at t h e 
l u m b ar s pi n e a n d/ or > 2. 5 % at t ot al hi p 
c o m p ar e d wit h t h e pi v ot al p h as e 3 st u d y 
b as eli n e, p ati e nts ar e str o n gl y e n c o ur a g e d t o 
c o m e b a c k t o t h e cli ni c f or a n a d diti o n a l p ost-
tr e at m e nt f oll o w 
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AM 4.0 • For Early Termination occurring 
before Week 36, DXA is not 
required at the Early Termination 
visit unless it will aid in the 
assessment of an adverse event or 
if the most recent DXA BMD loss 
at lumbar spine (L1-L4) or total 
hip was > 2% relative to the 
parent study baseline.    
 
• For Early Termination occurring 
at or after Week 36, DXA is 
required at Early Termination 
unless a DXA result is available 
from within six weeks prior to 
Early Termination. 

6-month and 12-Month Post-Treatment DXA: 
• All ongoing patients, after they complete the 
Week 104 visit or terminate the study early, 
will return for a 6-month PTFU DXA and a 
12-month PTFU DXA 
• All patients who completed treatment or 
terminated from the study early and are within 
6 months from their last day on treatment will 
be requested to return for a 6month PTFU 
DXA and again for a 12-month PTFU DXA.   
• All patients who completed treatment or 
terminated from the study early and are past 6 
months but within 12 months from their last 
day on treatment will be requested to return for 
a 12-month post-treatment DXA. 
• For patients who are outside the PTFU visit 
windows, PTFU DXA is still recommended.  
However, if the patient is beyond 14 months 
from last day on treatment, she does do not 
need to return for 12-month post-treatment 
DXA. 
 
If patients have 6-month or 12-month PTFU 
scans that show bone loss of ≥ 3% at the 
lumbar spine and/or total hip compared with 
the parent study baseline, patients should be 
referred to and strongly encouraged to see a 
bone specialist for further evaluation of the 
bone loss. 

 
The 6-month and 12-month PTFU visits will also measure post-treatment medical and 
gynecological history, concomitant medications, and bone fracture events.  Patients should also 
have the following clinical laboratory evaluations:  vitamin D, thyroid-stimulating hormone, 
parathyroid hormone, creatinine, calcium, and phosphorous at the 6-month and 12-month PTFU 
visit only if PTFU scans show a bone loss of ≥ 3% at the lumbar spine and/or total hip compared 
with the parent study baseline.   

Status of menstruation recovery will be documented at the Safety Follow-Up visit.  Patients 
whose menses has not resumed as of the Follow-Up visit for whom there is no explanation for 
the lack of resumption (eg, medical procedure or medications) will be contacted again by 
telephone 3 (+0.5) months after the Follow-Up visit to determine if menses has resumed and will 
be asked about factors that may affect resumption of menses.  If a patient is lost to follow-up, 
three documented attempts should be made to contact the patient by telephone.  If unable to 
contact the patient by telephone, a certified letter must be sent to the patient. A mammogram will 
be performed at Week 52 or at Week 104/Early Termination for women who are or become ≥ 40 
years old during the study 
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A schematic of the MVT-601-3103 study is presented in Figure 1.   

Figure 1 MVT-601-3103 Study Schematic 

 
 

2.2. Sample Size Considerations 
It was estimated approximately 800 patients (67% of the total of planned 1200 patients who 
would be randomized to the pivotal phase 3 studies (MVT-601-3101 or MVT-601-3102) and had 
completed either study) were eligible and willing to participate in this extension study. 
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3. PLANNED ANALYSES 
The final analysis of the data includes data through Week 104 and all post-treatment follow-up 
data. 

3.1. Final Analyses 
The final analyses of all efficacy and safety data from MVT-601-3103 will occur after all 
enrolled patients have either completed 80 weeks of open-label treatment with relugolix + 
E2/NETA and the 30-day safety Follow-Up visit or discontinued early from the study.  The 
results of the final analyses will be used for the final CSR for MVT-601-3103.  

3.2. Safety Follow-Up Analyses 
If the first menstruation after the end of study treatment administration is observed before the 
Follow-Up visit, the date of onset of the first menstruation is recorded in the eCRF.  Patients 
whose menses has not resumed as of the Follow-Up visit for whom there is no explanation for 
the lack of resumption (eg, medical procedure or medications) will be contacted by telephone 3 
months (+ 0.5 months) after the Follow-Up visit to determine if menses has resumed and will be 
asked about factors that may affect resumption of menses.  If a patient is lost to follow-up, three 
documented attempts should be made to contact the patient by telephone.  If unable to contact 
the patient by telephone, a certified letter must be sent to the patient. 

Bone mineral density by DXA at 6-month and 12-month Post-Treatment will be proceed 
according to the rules mentioned in Section 2.1 Table 2.  The follow-up bone densitometry will 
be submitted for central reading.  
Post-treatment medical and gynecological history, concomitant medications, and bone fracture 
events will be measured at the 6-month and 12-month PTFU visits.  Patients with PTFU scan 
bone loss ≥ 3% at the lumbar spine and/or total hip compared with the pivotal study baseline will 
have the following clinical laboratory evaluations:  vitamin D, thyroid-stimulating hormone, 
parathyroid hormone, creatinine, calcium, and phosphorous.   

Data collected during the additional safety Follow-Up period that are available at the time of 
database lock for final analyses will be summarized and reported in the final clinical study 
report. 
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4.  G E N E R A L C O N SI D E R A TI O N S F O R D A T A A N A L Y S E S  A N D 
H A N D LI N G  O F  MI S SI N G D A T A  

4. 1.  D at a P r es e nt ati o n C o n v e nti o ns  

All st ati sti c al a n al ys es will b e c o n d u ct e d usi n g S A S ® V ersi o n 9. 2  or hi g h er.   O nl y d es cri pti v e 
a n al ys es will b e pr o vi d e d .  F or m al st ati sti c al c o m p aris o n s ar e n ot pl a n n e d.  

A ll c o nfi d e n c e i nt er v als ( Cis) will b e r e p ort e d as t w o -si d e d  9 5 %  C is u nl ess ot h er wis e st at e d.  

W h er e a p pr o pri at e, v ari a bl es will b e s u m m ari z e d d es cri pti v el y b y st u d y vi sit .  F or t h e 
c at e g ori c al v ari a bl es, t h e c o u nt a n d pr o p orti o ns of e a c h p ossi bl e v al u e will b e t a b ul at e d b y 
pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p .  F or c o nti n u o us v ari a bl es, t h e n u m b er of p ati e nts  wit h 
n o n -mi ssi n g v al u es,  m e a n, m e di a n, st a n d ar d d e vi ati o n ( S D ), mi ni m u m, a n d m a xi m u m v al u es 
will b e t a b ul at e d . 

U nl ess ot h er wis e s p e cifi e d, t h e f oll o wi n g c o n v e nti o ns will b e a p pli e d t o all a n al ys es:  

  M e a n a n d m e di a n v al u es will b e f or m att e d t o o n e  d e ci m al pl a c e , u nl ess ot h er wis e 
s pe cifi e d .  F or B M D D X A, m e a n a n d m e di a n v al u es will b e f o r m att e d t o t w o d e ci m al 
pl a c e s.  St a n d ar d d e vi ati o n v al u es will b e f or m att e d t o t w o m or e d e ci m al pl a c es , 
u nl ess ot h er wis e s p e cifi e d.   M i ni m u m a n d m a xi m u m v al u es will b e pr es e nt e d t o t h e 
s a m e n u m b er of d e ci m al pl a c es as t h e m e as ur e d v al u e .  If t h e m e as ur e d v al u e is l ar g e 
(e g , >  1 0 0), f e w er  d e ci m al pl a c e s m a y b e dis pl a y e d.  

  P er c e nt a g es will b e r o u n d e d t o o n e  d e ci m al pl a c e . 

  P v al u e s will b e r o u n d e d t o f o ur d e ci m al pl a c es .  P  v al u e s <  0. 0 0 0 1 will b e pr es e nt e d 
as “ < 0. 0 0 0 1 ” a n d p  v al u e s >  0. 9 9 9 9 will b e pr es e nt e d as “ >  0. 9 9 9 9 ” . 

  1 m o nt h  =  3 0. 4 3 7 5  d a ys .  M o nt h is c al c ul at e d as ( d a ys/ 3 0. 4 3 7 5) r o u n d e d t o 
o n e  d e ci m al pl a c e . 

  1 y e ar  =  3 6 5. 2 5  d a ys .  Y e ar is c al c ul at e d as ( d a ys/ 3 6 5. 2 5) r o u n d e d t o o n e  d e ci m al 
pl a c e . 

  A g e will b e c al c ul at e d usi n g  t h e d at e of r a n d o mi z ati o n i n pi v ot al p h as e 3 st u d y.  If 
o nl y y e ar of birt h is c oll e ct e d, 1 J ul y of t h e y e ar of birt h will b e us e d t o c al c ul at e a g e . 

  1 p o u n d  =  0. 4 5 4  k g . 

  1 i n c h  =  2. 5 4  c m . 

  Mis si n g effi c a c y or s af et y d at a will n ot b e i m p ut e d , u nl ess ot h er wis e s p e cifi e d . 

  F or l a b or at or y r es ult s a b o v e or b el o w s e nsiti vit y li mit s dis pl a y e d as “ < ”  or “ > ”  a 
q u a ntifi c ati o n t hr es h ol d, 0. 0 0 0 0 0 0 0 0 0 1 will b e s u btr a ct e d or a d d e d, r es p e cti v el y, t o 
t h e t hr es h ol d t o d eri v e a n u m eri c r es ult f or a n al ysis. 

  F or s af et y a n al ys es, p er c e nt a g es will b e c al c ul at e d  b as e d o n  t h e n u m b er of p ati e nts i n 
t h e a n al ysis p o p ul ati o n i n e a c h pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p . 
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  F or b y -visit o bs er v e d d at a a n al ys es, p er c e nt a g es will b e c al c ul at e d  b as e d o n t h e 
n u m b er of p ati e nts wit h n o n -mi ssi n g d at a as t h e d e n o mi n at or , u nl ess ot h er wis e 
s p e cifi e d;  

  F or ot h er c o nti n u o us e n d p oi nt s, t h e s u m m ar y st ati sti cs will i n cl u d e m e a n, S D , 
m e di a n,  mi ni m u m , a n d m a xi m u m . 

  F or ti m e -t o-e v e nt e n d p oi nts, t h e s u m m ar y st atisti c s will i n cl u d e m e di a n ti m e t o 
e v e nt -fr e e s ur vi v al, t h e 2 5t h a n d 7 5 t h p er c e ntil es, a n d t h e n u m b er of p ati e nts at ris k at 
s p e cifi e d ti m e p oi nts . 

  F or c at e g ori c al e n d p oi nts, t h e s u m m ar y st atisti cs will i n cl u d e c o u nts a n d p er c e nt a g es;  

  C o nfi d e n c e i nt er v als  will b e c o nstr u ct e d at t h e 9 5 % l e v el .  F or bi n o mi al v ari a bl es, 
e x a ct m et h o ds will b e e m pl o y e d , u nl ess ot h er wis e s p e cifi e d.  

4. 2.  A n al y sis P o p ul ati o ns   

T h e pr ot o c ol s p e cifi e d effi c a c y a n d s af et y a n al ys e s will b e p erf or m e d o n t h e E xt e nsi o n St u d y 
P o p u lati o n  as d ef i n e d i n S e cti o n 4. 2. 1 a n d S e cti o n 4. 2. 2, r es p e cti v el y.  T h e W e e k 5 2  effi c a c y 
a n al ys es will i n cl u d e effi c a c y d at a u p t o 5 2 w e e ks of tr e at m e nt o n t h e E xt e nsi o n St u d y  
p o p ul ati o n.  T h e W e e k 5 2  s af et y a n al ys es  will i n cl u d e s af et y d at a u p t o 5 2 w e e ks  or  s af et y 
F oll o w -U p  if p ati e nts e arl y t er mi n at ed  t h e st u d y b ef or e W e e k 5 2 o n t h e E xt e nsi o n S af et y 
p o p ul ati o n .  T h e fi n al a n al ysis  will i n cl u d e effi c a c y  d at a u p t o 1 0 4  w e e ks of tr e at m e nt  o n t h e 
E xt e nsi o n St u d y P o p ul ati o n a n d s af et y d at a u p t o s af et y F oll o w -U p  o n t h e E xt e nsi o n S af et y 
p o p ul ati o n .  

4. 2. 1.  E xt e n si o n St u d y P o p ul ati o n  

T h e E xt e nsi o n St u d y p o p ul ati o n i s d efi n e d as all p ati e nts w h o e nr oll e d i nt o M V T -6 0 1 -3 1 0 3 a n d 
w h o h a v e  r e c ei v e d a n y a m o u nt of o p e n -l a b el st u d y dr u g i n M V T-6 0 1 -3 1 0 3.  All effi c a c y  
a n al ys es will b e p erf or m e d o n t h e E xt e nsi o n St u d y p o p ul ati o n,  u nl ess ot h er wis e s p e cifi e d .  
Effi c a c y a n al ys es will b e p erf or m e d b y tr e at m e nt gr o u p as r a n d o mi z e d  i n t h e pi v ot al p h as e 3 
st u d y.  

4. 2. 2.  E xt e n si o n S af et y  P o p ul ati o n  

T h e E xt e nsi o n S af et y p o p ul ati o n  is d efi n e d as all e nr oll e d p ati e nts w h o r e c ei v e d a n y a m o u nt of 
o p e n -l a b el st u d y dr u g i n M V T-6 0 1 -3 1 0 3 .  A n y p ati e nt w h o r e c ei v e d at l e ast o n e d os e of 
r el u g oli x will b e c o nsi d er e d as a r el u g oli x p ati e nt f or p ur p os es of s af et y a n al ys es, c o nsist e nt wit h 
a n al ys is i n t h e pi v ot al p h as e 3 st u di es.  All s af et y a n al ys es will b e p erf or m e d o n t h e E xt e nsi o n 
S af et y p o p ul ati o n , u nl ess ot h er wis e s p e cifi e d .  S af et y d at a will b e a n al y z e d b y pi v ot al p h as e 3 
st u d y tr e at m e nt gr o u p  a c c or di n g t o t h e a ct u al tr e at m e nt r e c ei v e d ( n ot  t h e r a n d o mi z e d tr e at m e nt) 
i n pi v ot al p h as e 3 st u d y.   

4. 2. 3.  E x cl u si o n of Sit e   f r o m Effi c a c y a n d S af et y A n al ys es  

D u e t o t h e r es ult s of a n a u dit w hi c h f o u n d  e vi d e n c e of d at a i nt e grit y iss u es at t h e Sit e   (i n 
st u d y M V T -6 0 1 -3 1 0 2), t h e d at a of t hr e e p ati e nt s e nr oll e d i nt o t h e o p e n -l a b el e xt e nsi o n st u d y at 
t h at sit e will b e e x cl u d e d fr o m all effi c a c y a n d s af et y a n al ys es.  T h e d at a f or t h es e t hr e e p ati e nts 
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will be presented in disposition table and listing, and in listing of patients excluded from efficacy 
and safety analyses. 

4.3. Definitions, Computation, and Convention 

4.3.1. Definition of Date of First Dose and Date of Last Dose of Pivotal phase 3 Study 
Drug 

The date of first dose of pivotal phase 3 study drug is defined as the date when a patient receives 
the first dose of study drug (relugolix/placebo or E2/NETA/placebo) following randomization in 
study MVT-601-3101 or MVT-601-3102.  The date of last dose of pivotal phase 3 study drug is 
defined as the date a patient receives the last dose of study drug in the pivotal Phase 3 study 
MVT-601-3101 or MVT-601-3102, prior to or on the Week 24 visit date.  The exact date of last 
dose of pivotal phase 3 study drug will be known for all patients entering the MVT-601-3103 
study.   

4.3.2. Definition of Date of First Dose and Date of Last Dose of Extension Study Drug 
The date of first dose of extension study drug is defined as the date when a patient receives the 
first dose of open-label study drug (relugolix or E2/NETA) in the MVT-601-3103 study.  The 
date of last dose of extension study drug is defined as the date a patient receives the last dose of 
open-label study drug in the MVT-601-3103 study.  If the complete date of last dose of extension 
study drug is unknown, the last date the extension study drug was dispensed will be used.  For 
patients missing only the day of the last dose of extension study drug, either first of the month of 
last dose of extension drug or last date extension study drug was dispensed will be used, 
whichever is later.   

4.3.3. Study Day 
Study day will be calculated with respect to the date of the first dose of study drug in the pivotal 
phase 3 study (Study Day 1).  For assessments conducted on or after the date of the first dose of 
pivotal phase 3 study drug, study day will be calculated as: 

(Assessment date – date of first dose of pivotal phase 3 study drug) + 1 

For assessments conducted before the date (and time) of the first dose of pivotal phase 3 study 
drug, study day will be calculated as: 

(Assessment date – date of first dose of pivotal phase 3 study drug) 

4.3.4. Extension Study Day 
Extension study day will be calculated with respect to the date of the first dose of open-label 
study drug in the extension study (Extension Study Day 1).  For assessments conducted on or 
after the date of the first dose of extension study drug, extension study day will be calculated as: 

(Assessment date – date of first dose of extension study drug) + 1 

For assessments conducted before the date (and time) of the first dose of extension study drug, 
extension study day will be calculated as: 

(Assessment date – date of first dose of extension study drug) 
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4.3.5. Definition of Overall Treatment Duration 
In the final analysis, overall treatment duration is defined as the duration of time from the date of 
the first dose of pivotal phase 3 study drug to the date of the last dose of extension study drug as 
follows:  

(Date of last dose of extension study drug – Date of first dose of pivotal phase 3 study drug) + 1 

For patients missing day and month of the last dose date of extension study drug, the last date 
extension study drug was dispensed will be used to calculate overall treatment duration.  For 
patients missing only day for date of last dose of extension study drug, the later of first of the 
month of last dose of extension drug or last date extension study drug was dispensed will be used 
to calculate treatment duration.   

4.3.6. Definition of Extension Study Treatment Duration 
In final analysis, extension study treatment duration is defined as the duration of time from the 
date of the first dose of extension study drug to the date of the last dose of extension study drug 
as follows:  

(Date of last dose of extension study drug – Date of first dose of extension study drug) + 1 

For patients missing day and month for date of last dose of extension study drug, the last date 
extension study drug was dispensed will be used to calculate extension study treatment duration.  
For patients missing only day for date of last dose of extension study drug, the later of first of the 
month of last dose of extension drug or last date extension study drug was dispensed will be used 
to calculate treatment duration.     

4.3.7. Definition of Baseline Value and Post-Baseline Value 
Unless otherwise specified, Baseline values are defined as the last measurement before the first 
administration (date and time) of study drug in the pivotal phase 3 study.  A post-Baseline value 
is defined as a measurement taken after the first administration of study drug in the pivotal phase 
3 study.  Change from Baseline is defined as (post-Baseline value – Baseline value).  Both date 
and time of study drug administration and measurement will be considered when calculating 
Baseline value.  If the time is not available, then the date alone will be used.   

4.3.8. Visit Windows 

Visit windows, which will be used to associate assessments with a scheduled visit, will be used 
only for summarizing data by visit.  The windows for scheduled assessments are shown in 
Table 3: Visit Windows for Monthly and Quarterly Assessments (Monthly and Quarterly 
Visit, Lab and PGA) (Monthly and Quarterly Visit, Lab and PGA), Table 4 (BMD), Table 5 
(electrocardiogram [ECG]), Table 6 (EHP-30), Table 7 (EHP work domain and EQ-5D-5L), 
Table 8 (PGIC), Table 9 (Endometriosis Biopsy), Table 10 (Mammogram), and Table 11 
(eDairy) respectively.  For safety assessments, the study day will be used to determine the 
associated visit window.  There will be no separation of data from the pivotal phase 3 and 
extension study.  For example, if an assessment in the extension study falls in the Week 24 visit 
window, it will be summarized as Week 24. 
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If the results from more than one assessment are within a given visit window, the non-missing 
result from the assessment closest to the target date will be used.  If two assessments are equally 
close to the target day, the earlier assessment will be used.  For summaries of shift from Baseline 
in safety parameters, all values will be considered for these analyses. 

Table 3: Visit Windows for Monthly and Quarterly Assessments (Monthly and 
Quarterly Visit, Lab and PGA) 

Visit Start Day Target Day End Day 
Week 4a 1(2b) 29 43 
Week 8 44 57 71 
Week 12 72 85 99 

Week 16 100 113 127 
Week 20 128 141 155 
Week 24 156 169 183 
Week 28 184 197 211 
Week 32 212 225 239 
Week 36 240 253 267 
Week 40 268 281 295 
Week 44 296 309 323 
Week 48 324 337 351 
Week 52 352 365 411 
Week 65 412 456 502 
Week 78 503 547 593 
Week 91 594 638 684 

Week 104 685 731 
Date of last dose + 6 

days  
Safety Follow-Upc Date of last dose + 

7 days 
Date of last dose + 

30 days 
Date of last dose + 

60 days 
a Start day of Week 4 for study day 1 includes only post-Baseline assessments that occurred after the first dose. 
b   For Patient Global Assessments (PGAs), the start day of the Week 4 visit window begins at Day 2. 
c The safety Follow-Up visit window will be restricted to assessments prior to the date of initiation of another 

investigational agent or hormonal therapy affecting the hypothalamic‑ pituitary‑ gonadal axis or surgical 
intervention for endometriosis-associated pain.  
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Table 4: Visit Windows for Bone Mineral Density Assessments 

Visit Start Day Target Day End Day 
Week 12 64 85 106 

Week 24 148 169 196 
Week 36 197 253 308 
Week 52 309 365 421 
Week 104 647 731 815 

6-month post-treatment 
Follow-Up  

Date of last dose + 
150 days 

Date of last dose + 
180 days 

Date of last dose +  
304 days 

12-month post-
treatment Follow-Up  

Date of last dose + 
305 days 

Date of last dose + 
365 days 

Date of last dose + 
425 days 

  

Table 5: Visit Windows for ECG Assessments 

Visit Start Day Target Day End Day 
Week 12 64 85 106 

Week 24 148 169 196 
Week 52 309 365 421 
Week 104 675 731 787 

 

Table 6: Visit Windows for EHP-30 Questionnaire Assessments 

Visit Start Day Target Day End Day 
Week 12 64 85 106 

Week 24 148 169 196 
Week 36 197 253 308 
Week 48 309 337 351 
Week 52 352  365 421  
Week 78  491 547 603 
Week 104  675 731 787 
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Table 7: Visit Windows for EHP Work Domain and EQ-5D-5L Assessments   

Visit Start Day Target Day End Day 
Week 24 128 169 196 
Week 52 309 365 421 
Week 78 491 547 603 
Week 104 675 731 787 

 

Table 8: Visit Windows for PGIC Assessments  

Visit Start Day Target Day End Day 
Week 12 64 85 106 
Week 24 148 169 196 
Week 36 197 253 308 
Week 52 309 365 421 

 

Table 9: Visit Windows for Endometrial Biopsies Assessments   

Visit Start Day Target Day End Day 
Week 24 128 169 196 
Week 52 309 365 421 
Week 104 675 731 787 

Safety Follow-Up a 
Date of last dose + 

7 days 
Date of last dose + 

30 days 
Date of last dose + 

60 days 
a Assessments will be excluded from analysis if they occur on or after the date of initiation of another investigational 
agent or hormonal therapy affecting the hypothalamic‑ pituitary‑ gonadal axis or surgical intervention for 
endometriosis-associated pain.  Assessments after date of last dose of extension study drug + 30 days will also be 
excluded from analysis. 
 

Table 10: Visit Windows for Mammogram Assessments  

Visit Start Day Target Day End Day 
Week 52 309 365 421 
Week 104 675  731 787 

For patients who are or become ≥ 40 years old during the study.  
Mammogram assessments are required only by protocol amendment 3.0 and 3.1. 
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Table 11: Time Windows for Daily Assessments from eDiary 

Visit Target Study Day of Visita Days Included in Assessment Period Window 

Week 4 X1 1 to X1 
Week 8 X2 (X2 – 34) to ≤ X2 
Week 12 X3 (X3 – 34) to ≤ X3 
Week 16 X4 (X4 – 34) to ≤ X4 
Week 20 X5 (X5 – 34) to ≤ X5 
Week 24 X6 

b (X6 – 34) to ≤ X6 
Week 28 X7 Maximum [OLE start day c, (X7 –34)] to ≤ X7 
Week 32 X8 Maximum [OLE start day c, (X8 – 34)] to ≤ X8 
Week 36 X9 (X9 – 34) to ≤ X9 
Week 40 X10 (X10 – 34) to ≤ X10 
Week 44 X11 (X11 – 34) to ≤ X11 
Week 48 X12 (X12 – 34) to ≤ X12 
Week 52 X13  (X13 – 34) to ≤ X13

 

Week 65g X14 (X14 – 56) to ≤ X14 
Week 78g X15 (X15 – 56) to ≤ X15 
Week 91g X16 (X16  – 48) to ≤ X16 
Week 104g X17 (X17 - 51) to ≤ X17 

Week104/EOTe X17 Maximum [OLE start day c, (X17 – 34)] to ≤ X17 or PAP f 
Abbreviation:  EOT = end of treatment, OLE = open label extension. 
Error! Reference source not found. Refer to Error! Reference source not found.Table 3 for target study day for Weeks 4, 8, 

12, 16, 20, 24, 28, 32, 36, 40, 44, 48, 52, 65, 78, 91, 104 and safety Follow-Up. 
b The target study day for Week 24 is defined as date of last dose of randomized study treatment in pivotal phase 3 
study.  The Week 24 assessment period is defined as the 35 days up to and including the date of last dose of 
randomized study treatment in pivotal phase 3 study, which should occur on the day prior to the Week 24 visit. 
c OLE start day = day of first dose administered of extension study treatment. 
e The target study day for Week 104/EOT for purposes of visit window calculations is defined as date of last dose of 

study treatment in the extension study.   
f If the last 35 calendar days prior to and including date of last dose of study drug are not entirely within an eDiary   
collection period, then days of the pain assessment period (PAP) will be determined as follows: (1) if the date of last 
dose occurs during the eDiary collection period, the PAP will be the last 35 days which are counted during up to  
two eDiary collection periods immediately prior to and including date of last dose of study drug (2) if the date of last 
dose occurs outside of the eDiary collection period, the PAP will be the last 35 days which are counted during up to 
two eDiary collection period(s) immediately prior to but not including date of last dose of study drug.  
g: For Week 65, Week 78, Week 91 and Week 104, only data collected within eDiary cycles required by protocol is 
included in the analysis.  
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4. 4.  G e n e r al R ul es f o r Mi ssi n g D at a  

T h e r ul es f or h a n dli n g mi ssi n g d at a f or b y -visit e n d p oi nt s a n d i n c o m pl et e d at es ass o ci at e d wit h 
a d v ers e e v e nts a n d c o n c o mit a nt m e di c ati o ns ar e di s c uss e d i n t hi s s e cti o n.  H a n dli n g of missi n g 
d at a f or t h e pri m ar y effi c a c y a n al ys e s ar e  d es cri b e d i n  S e cti o n  7. 2. 4 .  

4. 4. 1.  B y -Visit E n d p oi nts  

B y -visit e n d p oi nts will b e a n al y z e d usi n g o bs er v e d d at a, u nl ess ot h er wis e s p e cifi e d .  F or 
o bs er v e d d at a a n al ys es, mi ssi n g d at a will n ot b e i m p ut e d a n d o nl y t h e o bs er v e d r e c or ds will b e 
i n cl u d e d. 

4. 4. 2.  A d v e rs e E v e nts a n d C o n c o mit a nt M e di c ati o n s  

T h e f oll o wi n g i m p ut ati o n r ul es f or t h e s af et y a n al ys es will b e us e d t o a d dr ess t h e iss u es wit h 
p arti al d at es .  T h e i m p ut e d d at es will b e us e d t o d et er mi n e t h e tr e at m e nt -e m er g e nt p eri o d .  F or 
a d v ers e e v e nts wit h a p arti al d at e, a v ail a bl e d at e p arts ( y e ar, m o nt h, a n d d a y) of t h e p arti al d at e 
will b e c o m p ar e d wit h t h e c orr es p o n di n g d at e c o m p o n e nts of t h e st art d at e a n d e n d d at e s of t h e 
tr e at m e nt-e m er g e nt p eri o d  to d et er mi n e if t h e e v e nt i s tr e at m e nt  e m er g e nt .  W h e n i n d o u bt, t h e 
a d v ers e e v e nt will b e c o n si d er e d tr e at m e nt  e m er g e nt b y d ef a ult .   

T h e f oll o wi n g r ul es will b e a p pli e d t o i m p ut e p arti al d at es f or a d v ers e e v e nts:  

  If st art d at e of a n a d v ers e e v e nt i s p artiall y mi ssi n g, i m p ut e as f oll o ws:  

  If b ot h M o nt h a n d D a y ar e mi ssi n g a n d Y e ar = Y e ar of e xt e nsi o n  st u d y tr e at m e nt 
st art d at e, t h e n s et t o  e xt e nsi o n st u d y tr e at m e nt st art d at e, as l o n g as a d v ers e e v e nt 
e n d d at e is n ot pri or t o  e xt e nsi o n  st u d y tr e at m e nt st art d at e;  

  If b ot h M o nt h a n d D a y ar e mi ssi n g a n d Y e ar ≠ Y e ar of e xt e nsi o n st u d y tr e at m e nt 
st art d at e, t h e n s et t o J a n u ar y  1;  

  If D a y is missi n g a n d M o nt h a n d Y e ar = M o nt h a n d Y e ar of e xt e nsi o n  st u d y 
tr e at m e nt st art d at e, t h e n s et t o e xt e nsi o n  st u d y tr e at m e nt st art d at e , as l o n g as 
a d v ers e e v e nt e n d d at e is n ot pri or t o e xt e nsi o n  st u d y tr e at m e nt st art d at e; 

  If D a y is missi n g a n d M o nt h a n d Y e ar ≠ M o nt h a n d Y e ar of e xt e nsi o n  st u d y 
tr e at m e nt st art d at e, t h e n s et t o first of t h e m o nt h; 

  If st art d at e is c o m pl et el y missi n g, s et t o e xt e nsi o n  st u d y tr e at m e nt st art d at e, as 
l o n g as a d v ers e e v e nt e n d d at e is n ot pri or t o pi v ot al p h as e 3 st u d y tr e at m e nt st art 
d at e.  

  If e n d d at e of a n a d v ers e e v e nt i s p arti all y mi ssi n g, i m p ut e as f oll o ws:  

  If b ot h M o nt h a n d D a y ar e mi ssi n g, th e n s et t o D e c e m b er  3 1;  

  If o nl y D a y is missi n g, t h e n s et t o l ast d a y of t h e m o nt h; 

  If e n d d at e is c o m pl et el y mi ssi n g, d o n ot i m p ut e. 

W h e n t h e st art d at e or e n d d at e of a m e di c ati o n is p arti all y mi ssi n g, t h e d at e will b e i m p ut e d t o 
d et er mi n e w h et h er t h e m e d i c ati o n is pri or or c o n c o mit a nt ( or b ot h).   

T h e f oll o wi n g r ul es will b e a p pli e d t o i m p ut e p arti al d at es f or m e di c ati o ns:  
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  If st art d at e of a m e di c ati o n is p arti all y mi ssi n g, i m p ut e as f oll o ws: 

  If b ot h M o nt h a n d D a y ar e mi ssi n g, t h e n s et t o J a n u ar y 1;  

  If o nl y D a y is missi n g, t h e n s et t o t h e first of t h e m o nt h.  

  If e n d d at e of a m e di c ati o n is p arti all y mi ssi n g, i m p ut e as f oll o ws: 

  If b ot h M o nt h a n d D a y ar e mi ssi n g, t h e n s et t o D e c e m b er 3 1;  

  If o nl y D a y is missi n g, t h e n s et t o l ast d a y of t h e m o nt h. 

If st art d at e or e n d d at e of a m e di c ati o n is c o m pl et el y mi ssi n g, d o n ot i m p ut e. 

4. 5.  H a n dli n g M ulti pl e V al u es o n t h e S a m e D a y  

Q u esti o n n ai r es  

If a q u esti o n n air e ( e g, P G A, P GI C, or E H P-3 0) i s c o m pl et e d m ulti pl e ti m es o n t h e s a m e d a y, 
t h e n t h e q u esti o n n air e ass ess m e nt wit h th e w orst s c or e will b e us e d f or a n al ysis.  

e Di a r y E nt ri es  

If t h er e ar e m ulti pl e e Di ar y e ntri es ( N R S, s B & B) o n t h e s a m e d a y f or a p ati e nt, t h e n t h e w orst 
s c or e ( e g, hi g h er p ai n s c or e) will b e us e d f or a n al ysis.  

If t h er e ar e m ulti pl e e Di ar y e ntri es ( a n al g esi cs) r e p ort e d o n t h e s a m e d a y b ut at diff er e nt ti m e  f or 
a p ati e nt, t h e n all  pills r e p ort e d  at diff er e nt ti m e will b e us e d f or a n al ysis . If t h er e ar e m ulti pl e 
e Di ar y e ntri es ( a n al g esi c s) o n t h e s a m e d a y a n d at t h e s a m e ti m e, t h e n t h e r e c or d wit h t h e l ast 
m o di fi e d ti m e will b e us e d f or t h at ti m e.  

 

5.  S T U D Y P O P U L A T I O N  

5. 1.  S u bj e ct Dis p o siti o n  

T h e n u m b er a n d p er c e nt a g e of p ati e nts f or e a c h of t h e f oll o wi n g c at e g ori es will b e s u m m ari z e d 
b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p  i n fi n al a n al ysis: 

  All p ati e nts  e nr oll e d  d efi n e d as t a ki n g t h e first d o s e of st u d y dr u g  i n t h e E xt e nsi o n 
S t u d y; 

  P ati e nts i n cl u d e d i n t h e E xt e nsi o n St u d y p o p ul ati o n;   

  P ati e nts i n cl u d e d i n t h e E xt e nsi o n S af et y p o p ul ati o n .  

I n fi n al a n al ysis, t h e n u m b er a n d p er c e nt a g e of p ati e nts f or e a c h of t h e f oll o wi n g c at e g ori es will 
b e s u m m ari z e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p : 

  P ati e nts w h o c o m pl et e d 5 2  w e e ks tr e at m e nt (2 4 w e e ks pi v ot al st u d y tr e at m e nt p eri o d 
a n d 2 8  w e e ks o p e n -l a b el tr e at m e nt p eri o d) 

  P ati e nts w h o c o m pl et e d t h e 1 0 4 w e e ks of tr e at m e nt  (2 4 w e e ks pi v ot al st u d y tr e at m e nt 
p eri o d a n d 8 0 w e e ks o p e n -l a b el tr e at m e nt p eri o d); 
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  P ati e nts w h o dis c o nti n u e d e arl y fr o m t h e 8 0 w e e k s  o p e n -l a b el tr e at m e nt p eri o d  a n d 
r e as o ns f or dis c o nti nu ati o n ; 

  P ati e nts w h o e nt er e d t h e B M D p ost -tr e at m e nt F oll o w -U p  p eri o d . 

5. 2.  P r ot o c ol D e vi ati o ns  

Pr ot o c ol d e vi ati o ns  t h at o c c urr e d d uri n g t h e e xt e nsi o n st u d y will b e c at e g ori z e d as i m p ort a nt or 
mi n or p er t h e m ost u p d at e d v ersi o n of pr ot o c ol d e vi ati o n pl a n .  Im p or t a nt pr ot o c ol d e vi ati o ns 
will i n cl u d e, b ut will n ot b e li mit e d t o, t h e f oll o wi n g c at e g ori es:  

  P ati e nt  tr e at e d wit h o p e n-l a b el st u d y dr u g w h o di d n ot s ati sf y k e y e ntr y crit eri a;  

  P ati e nt tr e at e d wit h o p e n -l a b el st u d y dr u g w h o m et wit h dr a w al crit eri a d uri n g t h e 
st u d y b ut w as n ot wit h dr a w n;  

  P ati e nt tr e at e d wit h o p e n -l a b el st u d y dr u g w h o re c ei v e d a pr o hi bit e d c o n c o mit a nt 
m e di c ati o n t h at m et crit eri a f or a n i m p ort a nt pr ot o c ol d e vi ati o n . 

I m p ort a nt pr ot o c ol d e vi ati o ns will b e s u m m ari z e d b y d e vi ati o n c at e g or y f or a ll p ati e nts i n t h e 
E xt e nsi o n St u d y P o p ul ati o n.  A p ati e nt listi n g of all i m p ort a nt pr ot o c ol d e vi ati o ns will b e  
pr o vi d e d.  

5. 3.  D e m o g r a p hi c a n d B a s eli n e C h a r a ct e ri sti cs  

D e m o gr a p hi c a n d B as eli n e  c h ar a ct eristi cs will b e s u m m ari z e d b y pi v ot al p h as e 3 st u d y tr e at m e nt  
gr o u p  in  E xt e nsi o n St u d y P o p ul ati o n .  C at e g ori c al d at a will b e s u m m ari z e d usi n g fr e q u e n ci es 
a n d p er c e nt a g es, b y  pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p  a n d o v er all  (s e e T a bl e  1 2 l e 1 2).  
S u m m ari es of c o nti n u o us d at a will di s pl a y t h e m e a n, S D , m e di a n, mi ni m u m, a n d  m a xi m u m .  
T h e n u m b ers of missi n g v al u es will als o b e s u m m ari z e d.  

T a bl e  1 2 : C at e g ori es f or D e m o gr a p hi c a n d B as eli n e C h ar a ct eristi cs   

V a ri a bl e  C at e g o r y  

A g e ( y e ar s)  <  3 5 , ≥ 3 5   

G e o gr a p hi c r e gi o n  N ort h A m eri c a, R est of W orl d  

R a c e  
Bl a c k  or Afri c a n A m eri c a n , W hit e, A m eri c a n 
I n di a n or Al as k a N ati v e, Asi a n , N ati v e H a w aii a n or 
Ot h er P a cifi c Isl a n d er, Ot h er   

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

N ot r e p ort e d  

B MI ( k g/ m 2 )  
< 1 8. 5, 1 8. 5  t o < 2 5, 2 5 t o < 3 0, 3 0  t o <  3 5,  

3 5  t o <  4 0, ≥  4 0  

Ti m e Si n c e S ur gi c al Di a g n osi s of E n d o m etri osis 
( y e ar s)  

<  5, ≥  5  

<  2, 2 t o <  5, ≥  5  

Al c o h ol C o ns u m pti o n Hi st or y  N o n e, M o d er at e, H e a v y  
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Smoking History Never smoker, Former smoker, Current smoker 

Analgesic Use (During Run-In Period in pivotal 
phase 3 study) 

None, Tier 1 only, Tier 2 only,  
Both Tier 1 and Tier 2 

Dysmenorrhea NRS Score  
< 7, ≥ 7  
< 4, 4 to < 7, 7 to 10 

NMPP NRS Score  
< 4, ≥ 4 
< 4, 4 to < 7, 7 to 10 

EHP-30 Pain Domain Score  0 to < 25, 25 to < 50, 50 to < 75, 75 to 100 

Patient Global Assessments   

    Dysmenorrhea Absent, Mild, Moderate, Severe, Very Severe 

    NMPP Absent, Mild, Moderate, Severe, Very Severe 

    Function Not at all, Minimally, Moderately, significantly, 
very significantly 

    Overall Pelvic Pain Absent, Mild, Moderate, Severe, Very Severe 
American Fertility Society of Endometriosis 
Stage 

I Minimal; II Mild; III Moderate; IV Severe; 
Unknown/Not Available 

Bone Mineral Density  

    Lumbar L1-L4 Mean (SD), median, min, max 

   Total Hip Mean (SD), median, min, max 

    Femoral Neck Mean (SD), median, min, max 

Renal Function a  CrCl: < 60, ≥ 60 to < 90, ≥ 90 mL/min 
Abbreviations:  BMI = body mass index; CrCl = creatinine clearance; EHP-30 = Endometriosis Health Profile 
30-Item Questionnaire; NMPP = non-menstrual pelvic pain; NRS = numerical rating scale; SD = standard deviation. 
a Creatinine clearance by Cockcroft-Gault Equation = 0.85 × {(140 – age(years)) × weight(kg)}/(72 × Serum 
Creatinine(mg/dL)) for women. 

5.4. Medical History 
Medical history collected at the time of entry into the pivotal phase 3 study will be coded using 
the Medical Dictionary for Regulatory Activities (MedDRA) and will be summarized by system 
organ class (SOC) and preferred term (PT) for the Extension Study Population.  Additionally, 
summaries of endometriosis–specific medical history, and historic medical and surgical 
treatments collected at the time of entry into the pivotal phase 3 study will be provided.  A 
patient with multiple occurrences of medical history within a PT will be counted only once in 
that PT. 

5.5. Concomitant Medications 
Concomitant medications taken during the extension study treatment period and overall 
treatment period will be summarized for all patients in the Extension Safety Population by 
pivotal phase 3 study treatment group.  Medications are considered concomitant during the 
extension study if exposure starts prior to the pivotal phase 3 study and continues in the 
extension treatment period, or exposure starts during the pivotal phase 3 study and continues in 
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the extension treatment period, or exposure starts during the extension study and continues in the 
extension treatment period.  Medications are considered as overall concomitant if exposure starts 
prior to the pivotal phase 3 study, starts during the pivotal phase 3 study, or starts during the 
extension study, with exposure ending in the pivotal phase 3 study period, ending in the 
extension treatment period, or continuing after the extension treatment period.   

A patient who has been administered several medications with the same preferred medication 
name will be counted only once for that preferred medication name.   

Certain medication types will be summarized separately, including Tier 1 analgesics, Tier 2 
analgesics, all analgesics, hormonal contraceptives, estrogens, progestins, other hypothalamic-
pituitary-gonadal axis affecting drugs, calcium supplements, vitamin D supplements, and 
glucocorticoids. 

 

6. STUDY DRUG EXPOSURE AND COMPLIANCE 
All analyses of study drug exposure and compliance will be summarized by actual treatment 
received in the pivotal phase 3 study.  Extent of exposure to relugolix and E2/NETA during the 
extension study will be summarized for patients in the Extension Safety population.  Overall 
exposure to relugolix (with or without E2/NETA), overall exposure to E2/NETA, and overall 
exposure to any study drug (relugolix [with or without E2/NETA] and placebo) throughout the 
pivotal phase 3 study and extension study will be summarized by pivotal Phase 3study treatment 
group.  Compliance with open-label study drug during the extension study for the Extension 
Safety population will be summarized by pivotal phase 3 study treatment group.  Overall 
compliance with study drug throughout the pivotal phase 3 study and extension study will be 
summarized by pivotal phase 3 study treatment group.  Exposure to and compliance with 
relugolix and E2/NETA will be summarized separately and will be based on the drug 
accountability case report forms. 

Study drug exposure summaries will include the total dosage of relugolix and E2/NETA taken in 
milligrams and treatment duration.  Total dosage of relugolix and E2/NETA taken during the 
extension study and overall, throughout the pivotal phase 3 and extension studies, will be 
summarized by pivotal phase 3 study treatment group.  Treatment duration during the extension 
study and overall with any study drug (relugolix, E2/NETA, or placebo) will be summarized by 
pivotal phase 3 study treatment group. 

Study drug compliance will be summarized for the extension study treatment period and for the 
overall pivotal phase 3 and extension study treatment period, and will be calculated as follows: 

(total tablets taken / total tablets expected to be taken) × 100 

The total tablets taken will be calculated as:   

(total tablets dispensed - total tablets returned) 

The total tablets expected to be taken is calculated as the total number of tablets a patient is 
expected to take each day times the length of time (in days) that the patient was in the extension 
study treatment period, or throughout the pivotal phase 3 and extension study treatment period.  
Tablets that were dispensed and not returned will be assumed to have been taken.  For patients 
without dose interruption, expected number of tablets is calculated as (last dose date of any of 

DocuSign Envelope ID: CE161604-353F-4E3C-B651-A88B271F8C27



Statistical Analysis Plan   MVT-601-3103 
 

Myovant Sciences GmbH 35 CONFIDENTIAL 
 

the study drug – first dose date of study drug) + 1. In the final analysis, for patients who did not 
return for their last scheduled visit, tablets that were dispensed and not returned will not be 
included in the calculation of study drug compliance.  For patients who did not return for any 
extension study visits after week 24 and did not return dispensed extension study drug, extension 
study drug compliance will not be calculated and will be categorized as “not able to calculate” in 
summaries of extension study drug compliance. 

Summary statistics of study drug compliance (eg, mean, median, etc.) will be presented, along 
with a categorical summary (eg, < 80%, 80% to 100%, > 100%). 

 

7. EFFICACY ANALYSES 

7.1. General Considerations 
Efficacy analyses will be conducted on the Extension Study Population by pivotal phase 3 study 
treatment group.  No formal treatment comparisons will be performed for this extension study.  
As there are no inferential statistics for these analyses, there is no need for multiplicity 
adjustment.  

The pivotal phase 3 study Baseline will be used as the reference point for this extension study for 
the analyses of change from baseline.  The pain scores during the Baseline Pain Assessment 
Period of the pivotal phase 3 study will establish the patient’s baseline for both the pivotal phase 
3 study and the extension study. 

For the final analyses, efficacy outputs will include all data up to Week 104. Study visits include 
each monthly visit from Week 4 to Week 52 and each quarterly visit after Week 52. 

7.1.1. Analyses for Categorical Data 
Qualitative variables will be summarized by frequency counts and percentages.  Unless 
otherwise specified, the calculation of proportions will include the missing category.  Therefore, 
counts of missing observations will be included in the denominator and presented as a separate 
category. 

For efficacy endpoints evaluating proportions, descriptive statistics (point estimates and 
corresponding 95% CIs) will be provided by pivotal phase 3 study treatment group and by visit 
as appropriate. 

7.1.2. Analyses for Continuous Data 
Continuous variables will be summarized using descriptive statistics (eg, n, mean, median, SD, 
minimum, and maximum).  For the analyses of change from Baseline, the mean at Baseline will 
be calculated for all patients with at least one post-Baseline value by pivotal phase 3 study 
treatment group.  Additionally, the mean will also be calculated for each visit, including only the 
patients who are in the analysis who have data for that visit by pivotal phase 3 study treatment 
group. 

For endpoints evaluating the change (absolute or percent change) from Baseline to Week 52 or 
Week 104/EOT, mean change as well as least squares (LS) means change and 95% CI will be 
summarized.  LS means and 95% CI will be derived using a mixed-effects model repeated 
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m e as ur es a p pr o a c h wit h pi v ot al P h as e 3 st u d y r a n d o mi z ati o n str atifi c ati o n f a ct ors, visit, 
tr e at m e nt, a n d tr e at m e nt-b y -visit  i nt er a cti o n i n cl u d e d as fi x e d eff e cts.  H er e tr e at m e nt r ef ers t o 
pi v ot al P h as e 3 st u d y tr e at m e nt gr o u p.   T h e B as eli n e v al u e will b e i n cl u d e d as a c o v ari at e, a n d a n 
u nstr u ct ur e d v ari a n c e -c o v ari a n c e m atri x will b e ass u m e d.  If t h e mi x e d -eff e cts  m o d el f ail s t o 
c o n v er g e , a first -or d er a ut or e gr essi v e  v ari a n c e -c o v ari a n c e m atri x will b e us e d.  C al c ul ati o n of 
t h e d e p e n d e nt v ari a bl e ( c h a n g e fr o m B as eli n e) f or e a c h p ati e nt at e a c h visit will b e c al c ul at e d 
b as e d o n t h e visit wi n d o ws s p e cifi e d i n S e cti o n  4. 3. 8 .  I n a d diti o n, s u m m ar y st atisti cs ( m e a n 
c h a n g e or m e a n % c h a n g e) will b e gr a p hi c all y pr es e nt e d as a p pr o pri at e.   

7. 2.  P ri m a r y Effi c a c y E n d p oi nt s 

T h e pri m ar y e n d p oi nt s will b e r ef err e d t o as r es p o n d er r at es a n d d eri v e d o n t h e b asis of r e d u cti o n 
o f p ai n s c or e a n d n o i n cr e as e i n us e of a n al g esi c m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y  (s e e 
S e cti o n  7. 2. 5  f or d et ails).   

T h e pri m ar y effi c a c y e n d p oi nt s of t h e st u d y f or t h e fi n al a n al ys es ar e f or W e e k 5 2 a n d W e e k 
1 0 4/ E O T . 

T h e pri m ar y effi c a c y e n d p oi nt s of t h e st u d y f or t h e W e e k 5 2 a n al ys es ar e:  

  P r o p orti o n of p ati e nts w h o m e et t h e D Y S r es p o n d er crit eri a at t h e W e e k  5 2  p ai n 
ass ess m e nt p eri o d, a c hi e vi n g a m e a n r e d u cti o n i n D Y S N R S s c or es of at l e ast 2. 8 p oi nt s 
a n d n o i n cr e as e i n us e of a n al g esi c m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y ; 

  Pr o p orti o n o f p ati e nts w h o m e et t h e N M P P r es p o n d er crit eri a at t h e W e e k 5 2  p ai n 
ass ess m e nt p eri o d, a c hi e vi n g a m e a n r e d u cti o n i n N M P P N R S s c or es of at l e ast 2. 1 
p oi nt s a n d n o i n cr e as e i n us e of a n al g esi c m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y ; 

T h e pri m ar y effi c a c y e n d p oi nt s of t h e st u d y f or W e e k 1 0 4/ E O T ar e:  

  Pr o p orti o n of p ati e nts w h o m e et t h e D Y S r es p o n d er crit eri a at t h e W e e k  1 0 4/ E O T p ai n 
ass ess m e nt p eri o d, a c hi e vi n g a m e a n r e d u cti o n i n D Y S N R S s c or es of at l e ast 2. 8 p oi nt s 
a n d n o i n cr e as e i n us e of a n al g esi c m e di c ati o ns as r e c or d e d i n a d ail y e Di ar y ; 

Pr o p orti o n of p ati e nts w h o m e et t h e N M P P r es p o n d er crit eri a at t h e W e e k  1 0 4/ E O T p ai n 
ass ess m e nt p eri o d, a c hi e vi n g a m e a n r e d u cti o n i n N M P P N R S s c or es of at l e ast 2. 1 p oi nt s 
a n d n o i n cr e as e i n us e of a n al g esi c m e di c ati o ns as r e c or d e d i n a d ail y . 

7. 2. 1.  P ri m a r y Effi c a c y A n al ys is 

T h e r es p o n d er r at e a n d t w o-si d e d 9 5 % CI  will b e pr es e nt e d b y t h e pi v ot al p h as e 3 st u d y 
tr e at m e nt gr o u p.  N o tr e at m e nt c o m p aris o ns will b e p erf or m e d f or t hi s e xt e nsi o n st u d y .  F or t h e 
pri m ar y a n al ys e s, b ot h pri m ar y e n d p oi nt s will i n c or p or at e t h e mi ssi n g d at a h a n dli n g r ul es 
d es cri b e d i n  S e cti o n  7. 2. 6 . 

7. 2. 2.  D et e r mi n ati o n of t h e M e a ni n gf ul C h a n g e T h r es h ol d s f o r t h e P ri m a r y E n d p oi nts  

T h e r es p o n d er t hr es h ol d of D Y S a n d N M P P us e d i n pi v ot al p h as e 3 st u di es will b e a p pli e d t o 
t hi s e xt e nsi o n st u d y.  F or D Y S, t h e r es p o n d er t hr e s h ol d w as d et er mi n e d as a 2. 8 -p oi nt 
i m pr o v e m e nt.  F or N M P P, t h e r es p o n d er t hr es h ol d w as d et er mi n ed as a 2. 1 -p oi nt i m pr o v e m e nt.  
T h e d eri v ati o n of t h e pr es p e cifi e d  m e a ni n gf ul c h a n g e t hr es h ol ds ( M C Ts) f or t h e pri m ar y 
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e n d p oi nt s w as d o n e b y a n c h or -b as e d a n al ys es  (s e e A p p e n di x 3 of t h e pi v ot al p h as e 3 st u d y 
st atisti c al a n al ysis pl a n v ersi o n 1. 2 ).  

7. 2. 3.  D at a S o u r c es S u p p o rti n g D e ri v ati o n of R es p o n d e r St at u s  

T h e d at a s o ur c es us e d t o d et er mi n e t h e r es p o n d er st at us f or t h e d ys m e n orr h e a a n d N M P P 
r es p o n d er effi c a c y e n d p oi nt s ar e li st e d b el o w:  

  P ati e nt r e p ort of N R S p ai n s c or es ( d ys m e n orr h e a a n d N M P P), m e nstr u ati o n st at us, a n d 
us e of pr ot o c ol s p e cifi e d a n al g esi cs f or p el vi c p ai n as c a pt ur e d i n t h e e Di ar y;  

  M e nstr u ati o n st at us as r e c or d e d o n t h e C R F p a g e at e a c h visit.  

F urt h er d et ails of t h e d eri v ati o n of t h e r es p o n d er st at us f or t h e pri m ar y effi c a c y e n d p oi nt s ar e 
d es cri b e d i n  t h e pi v ot al p h as e 3 st u d y S A P v ersi o n  1. 2 S e cti o n  7. 2. 5 . 

7. 2. 4.  D efi nit i o n s R el at e d t o N u m e ri c al R ati n g S c al e P ai n S c o r es a n d A n al g esi c Us e 

D ys m e n o r r h e a N R S S c o r es  

D ys m e n orr h e a N R S p ai n s c or es ar e p ai n s c or es r e p ort e d i n t h e e Di ar y o n d a ys t h at t h e p ati e nt 
r e p orts s h e is bl e e di n g .  N o n -m e nstr u al p el vi c p ai n N R S p ai n s c or es ar e t h os e p ai n s c or es 
r e p ort e d i n t h e e Di ar y o n d a ys t h at t h e p ati e nt r e p orts s h e is n ot bl e e di n g . 

B as eli n e Ass ess m e nt of N R S P ai n S c o r es a n d A n al g esi c Us e  

Pi v ot al p h as e 3 st u d y b as eli n e N R S p ai n s c or es  will b e us e d as b as eli n e N R S p ai n s c or es  i n t h e 
e xt e nsi o n st u d y a n al ys es .  B as eli n e N R S p ai n s c or es f or D Y S  a n d N M P P ar e t h e a v er a g es of t h e  
r es p e cti v e e Di ar y p ai n s c or es r e p ort e d d uri n g t h e b as eli n e p ai n ass ess m e nt p eri o d .  

Pi v ot al p h as e 3 st u d y b as eli n e a n al g esi c us e f or p el vi c p ai n will b e us e d  as b a s eli n e  a n al g esi c us e  
i n t h e e xt e nsi o n st u d y a n al ys es.  It is t h e a v er a g e d ail y pill c o u nt as r e p ort e d i n t h e e Di ar y d uri n g 
t h e pi v ot al p h as e 3 st u d y b as eli n e p ai n ass ess m e nt p eri o d.  T h e b as eli n e a v er a g e d ail y pill c o u nt 
will b e c al c ul at e d s e p ar at el y f or T i er 1 a n d Ti er  2 a n al g esi cs.  

W e e k 5 2  a n d W e e k 1 0 4 / EO T  Ass ess m e nt of N R S P ai n S c o r es a n d A n al g esi c Us e  

T h e W e e k 5 2 p ai n s c or es f or D Y S a n d N M P P ar e t h e a v er a g es of t h e r es p e cti v e e Di ar y p ai n 
s c or es r e p ort e d d uri n g t h e W e e k  5 2 p ai n ass ess m e nt p eri o d  ( P A P), d efi n e d as t h e l ast 
3 5  c al e n d ar d a ys of e xt e nsi o n st u d y tr e at m e nt i m m e di at el y pri or t o W e e k 5 2 .  F or p ati e nts wit h  
e xt e nsi o n st u d y tr e at m e nt d ur ati o n l ess t h a n 3 5 d a ys , W e e k 5 2  P A P  is d efi n e d as t h e d a ys 
b et w e e n t h e first d os e of e xt e nsi o n st u d y dr u g a n d  d at e of l ast d os e of e xt e nsi o n st u d y dr u g . 

W e e k  5 2 a n al g esi c us e f or p el vi c p ai n i s t h e a v er a g e d ail y pill c o u nt as r e p ort e d i n t h e e Di ar y 
d uri n g t h e W e e k  5 2/  P A P .  T h e a v er a g e d ail y pill c o u nt will b e c al c ul at e d s e p ar at el y f or Ti er 1 
a n d Ti er  2 a n al g esi c s f or W e e k  5 2.  

Si n c e e Di ar y is n ot r e q uir e d t o r e p ort o ut of t h e e Di ar y c oll e cti o n c y cl e, i e. W e e k 5 3 - 5 7, W e e k 
6 6 - 7 0, W e e k 7 9  - 8 4 a n d W e e k 9 2 - 9 7, st u d y d a ys i n t h os e p eri o ds w o ul d n ot b e i n cl u d e d i n 
t h e W e e k 1 0 4/ E O T p ai n ass ess m e nt p eri o d or a n al g es i c us e f or pri m ar y e n d p oi nt s a n al ys es.  

T h e W e e k 1 0 4/ E O T p ai n s c or es f or D Y S  a n d N M P P ar e t h e a v er a g es of t h e  r es p e cti v e e Di ar y 
p ai n s c or es r e p ort e d d uri n g t h e W e e k  1 0 4 / E O T P A P , d efi n e d as  

  If t h e l ast 3 5 c al e n d ar d a ys pri or t o a n d i n cl u di n g d at e of l ast d os e of  e xt e nsi o n  st u d y 
dr u g ar e e ntir el y wit hi n a n e Di ar y c oll e cti o n p eri o d, t h e n t h e P A P will b e t h e l ast 

D o c u Si g n E n v el o p e I D: C E 1 6 1 6 0 4- 3 5 3 F- 4 E 3 C- B 6 5 1- A 8 8 B 2 7 1 F 8 C 2 7



St atisti c al A n al ysis Pl a n    M V T -6 0 1 -3 1 0 3  
 

M y o v a nt S ci e n c e s G m b H  3 8  C O N FI D E N TI A L  
 

3 5  c al e n d ar d a ys i m m e di at el y pri or t o a n d i n cl u di n g t h e d at e of l ast d os e of st u d y 
dr u g;  

  If t h e d at e of l ast d os e o c c urs o utsi d e of t h e e Di ar y c oll ecti o n p eri o d  or t h er e ar e n ot 
3 5 c al e n d ar d a y s pri or t o t h e l ast d os e of e xt e nsi o n st u d y dr u g fr o m t h e e Di ar y 
c oll e cti o n p eri o d  t h at i n cl u d es t h e l ast d os e, t h e P A P will b e t h e l ast 3 5 d a ys i n t h e 
e Di ar y  c oll e cti o n  d a y  o n or  pri or t o t h e  l ast d os e of st u d y dr u g , fr o m t h e l ast o n e or 
t w o e Di ar y c oll e cti o n p eri o ds . 

  If t h e l ast 3 5 c al e n d ar d a ys pri or t o a n d i n cl u di n g d at e of l ast d os e of st u d y dr u g ar e 
n ot e ntir el y wit hi n a n e Di ar y c oll e cti o n p eri o d :  

o  if t h e d at e of l ast d os e o c c urs d uri n g t h e e Di ar y c oll e cti on p eri o d, t h e P A P will b e 
t h e l ast 3 5 d a ys w hi c h ar e c o u nt e d d uri n g u p t o t w o e Di ar y c oll e cti o n p eri o ds 
i m m e di at el y pri or t o a n d i n cl u di n g d at e of l ast d os e of st u d y dr u g 

o  if t h e d at e of l ast d os e o c c urs o utsi d e of t h e e Di ar y c oll e cti o n p eri o d, t h e P A P will 
b e t h e l ast 3 5 d a ys w hi c h ar e c o u nt e d d uri n g u p t o t w o e Di ar y c oll e cti o n p eri o d(s) 
i m m e di at el y pri or t o b ut n ot i n cl u di n g d at e of l ast d os e of st u d y dr u g 

W e e k  1 0 4/ E O T a n al g esi c us e f or p el vi c p ai n i s t h e a v er a g e d ail y pill c o u nt as r e p ort e d i n t h e 
e Di ar y d uri n g t h e W e e k  1 0 4/ E O T P A P . T h e a v er a g e d ail y pill c o u nt will b e c al c ul at e d 
s e p ar at el y f or Ti er  1 a n d Ti er  2 a n al g esi cs f or W e e k  1 0 4/ E O T.  

N R S p ai n sc or es a n d a n al g esi c u s e d uri n g P A P of e a c h of ot h er st u d y w e e k s will b e c al c ul at e d 
f or effi c a c y a n al ysis b y visit.  P ai n s c or es f or D Y S  a n d N M P P ar e t h e a v er a g es of t h e  r es p e cti v e 
e Di ar y p ai n s c or es r e p ort e d d uri n g  e a c h  i n di vi d u al P A P. A n al g esi c us e f or p el vi c p ai n i s t h e 
a v er a g e d ail y pill c o u nt a s r e p ort e d i n t h e e Di ar y d uri n g e a c h i n di vi d u al P A P.  

F or W e e k 6 5, 7 8, 9 1 a n d 1 0 4 , P A P  is d efi n e d as t h e t ot al d a ys of e d i ar y c oll e cti o n p eri o d 
i m m e di at el y pri or t o r es p e cti v e w e e k.  F or W e e k  2 8  t o W e e k 4 8 , P A P i s d efi n e d as t h e l ast 
3 5  c al e n d ar d a ys of e xt e nsi o n st u d y tr e at m e nt i m m e di at el y pri or t o r es p e cti v e w e e k. F or p ati e nts 
wit h e xt e nsi o n st u d y tr e at m e nt d ur ati o n l ess t h a n 3 5 d a ys, P A P  is d efi n e d as t h e d a ys b et w e e n 
t h e first d os e of e xt e nsi o n st u d y dr u g a n d d at e of l ast d os e of e xt e nsi o n st u d y dr u g.D efi niti o n  of 
I n c r e as e d Us e of A n al g esi cs  

T h e d efi niti o n of i n cr e as e d a n al g esi c us e i n pi v ot al p h as e 3 st u di es will b e a p pli e d t o t his 
e xt e nsi o n st u d y.  Pr ot o c ol -s p e cifi e d a n al g esi c m e di c ati o ns f or e n d o m etri osis-ass o ci at e d p ai n will 
b e a n al y z e d b as e d o n t h e f oll o wi n g  c at e g ori es:  

  Ti er  1  

o  Ib u pr of e n ( 2 0 0  m g)  

  Ti er  2:  

o  T r a m a d ol ( 3 7. 5 m g)/ P ar a c et a m ol ( 3 2 5  m g)  

o  T r a m a d ol ( 5 0 m g)  

o  C o d ei n e ( 3 0  m g)  

o  C o d ei n e ( 3 0  m g)/ P ar a c et a m ol ( 3 0 0  m g)  

o  C o d ei n e ( 3 0  m g)/ P ar a c et a m ol ( 5 0 0  m g)  
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o  C o d ei n e ( 1 5  m g)/ P ar a c et a m ol ( 5 0 0  m g)  

o  H y dr o c o d o n e ( 5  m g)/ P ar a c et a m ol ( 3 2 5  m g)  

T h e Ti er  2 a n al g esi cs pr e s cri b e d f or us e i n t h e st u d y w as c o u ntr y s p e cifi c.  P ati e nts will r e c or d 
t h eir us e of t h es e m e di c ati o ns i n an  e Di ar y  e v er y d a y u ntil W e e k 5 2  a n d aft er W e e k 5 2 , e Di ar y 
s c or es will b e e nt er e d o v er f o ur e D i ar y c olle cti o n c y cl e s o n f oll o wi n g s c h e d ul es: W e e k 5 7 t o t h e 
W e e k 6 5 visit, W e e k 7 1 t o t h e W e e k 7 8 visit, W e e k 8 5 t o t h e W e e k 9 1 visit, a n d W e e k 9 8 t o  t h e 
W e e k 1 0 4 visit .  T his will  i n cl u de t h e  i nf or m ati o n o n m e di c ati o n n a m e, d os a g e, us a g e of 
m e di c ati o n ( e g, f or e n d o m etri osi s -ass o ci at e d p el vi c p ai n or n ot), a n d t ot al n u m b er of pills t a k e n.  
T h e p er c e nt c h a n g e i n a n al g esi c us e b et w e e n t h e pi v ot al p h as e 3 st u d y b as eli n e a n d W e e k  5 2 will 
b e c al c ul at e d a s a bs ol ut e c h a n g e i n a n al g esi c us e fr o m pi v ot al p h as e 3 st u d y b as eli n e t o W e e k  5 2  
di vi d e d b y pi v ot al p h as e 3 st u d y  b as eli n e a n al g esi c us e. T h e p er c e nt c h a n g e i n a n al g esi c us e 
b et w e e n t h e pi v ot al p h as e 3 st u d y b as eli n e a n d W e e k  1 0 4/ E O T will b e c al c ul at e d as a bs ol ut e 
c h a n g e i n a n al g esi c us e fr o m pi v ot al p h as e 3 st u d y b as eli n e t o W e e k  1 0 4/ E O T di vi d e d b y pi v ot al 
p h as e 3 st u d y  b as eli n e a n al g esi c us e.  F or t h e pri m ar y e n d p oi nt s of D Y S a n d N M P P, p ati e nts 
will b e c o nsi d er e d as n o n -r es p o n d ers if t h e y h a v e a n i n cr e as e i n r es c u e a n al g esi c us e as s p e cifi e d 
i n T a bl e  1 3 . 

T a bl e  1 3 : Eff e ct of P r ot o c ol -S p e cifi c A n al g esi c M e di c ati o n Us e f o r E n d o m et ri osi s -
Ass o ci at e d P ai n o n R es p o n d e r St at u s  at W e e k 5 2, W e e k 1 0 4/ E O T  

A n al g esi c Us e f o r E A P at 
Pi v ot al p h a s e 3 st u d y 
B a s eli n e  

Ti e r 1 A n al g esi c 
Us e f o r E A P   

 Ti e r 2 A n al g esi c Us e 
f o r E A P 

A n al g esi c R es p o n d e r 
St at us a  

Missi n g all e Di a r y d at a d u ri n g e xt e nsi o n st u d y  

n/ a  n/ a   n/ a  B as eli n e/ W e e k 2 4 
a n al g e si c r es p o n d er 
st at u s  fr o m pi v ot al 

p h as e 3 st u d y  

A t l e a st o n e e D ai r y d at a d u ri n g e xt e nsi o n st u d y 

N o a n al g e si c u s e  A n y us e  O R  A n y us e  N o n -r es p o n d er 

 N o us e  A N D  N o us e  R es p o n d er  

Us e d Ti er  1 a n al g esi c o nl y  Us e i n cr e a s e d >  1 5 % 
fr o m b as eli n e 

A N D  N o us e or a n y us e  

N o n -r es p o n d er 

A n y us e  or n o u s e  A N D  A n y us e  

Us e st o p p e d, d e cr e a s e d , 
or st a bl e  

A N D  N o us e  
R es p o n d er  

Us e d Ti er  2 a n al g esi c o nl y  A n y us e or n o u s e  A N D  Us e i n cr e a s e d >  1 5 % 
fr o m b as eli n e 

N o n -r es p o n d er 

A n y us e  A N D  Us e is st a bl e  

N o us e  A N D  Us e st o p p e d, 
d e cr e a s e d , or st a bl e  

R es p o n d er  

St art e d  us e  A N D  Us e st o p p e d or 
d e cr e a s e d  
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A n al g esi c Us e f o r E A P at 
Pi v ot al p h a s e 3 st u d y 
B a s eli n e  

Ti e r 1 A n al g esi c 
Us e f o r E A P   

 Ti e r 2 A n al g esi c Us e 
f o r E A P 

A n al g esi c R es p o n d e r 
St at us a  

Us e d Ti er  1 a n d Ti er  2 
a n al g e si cs  

Us e i n cr e a s e d > 1 5 % 
fr o m b as eli n e 

A N D  Us e st a bl e or 
i n cr e a s e d > 1 5 % 
fr o m b as eli n e 

N o n -r es p o n d er 

St a bl e us e  A N D  Us e i n cr e a s e d >  1 5 % 
fr o m b as eli n e 

Us e d e cr e a s e d  A N D  Us e i n cr e a s e d >  1 5 % 
fr o m b as eli n e 

Us e st o p p e d  A N D  Us e i n cr e a s e d >  1 5 % 
fr o m b as eli n e 

Us e d Ti er  1 a n d Ti er  2 
a n al g e si cs  

Us e i n cr e a s e d > 1 5 % 
fr o m b as eli n e 

A N D  Us e st o p p e d or 
d e cr e a s e d  

R es p o n d er  

S t a bl e us e  
A N D  

Us e st o p p e d , 
d e cr e a s e d , or st a bl e 

Us e d e cr e a s e d  
A N D  

Us e st o p p e d , 
d e cr e a s e d , or st a bl e 

Us e st o p p e d  
A N D  

Us e st o p p e d , 
d e cr e a s e d , or st a bl e 

A b br e vi ati o ns:   E A P  =  e n d o m etri o sis -a ss o ci at e d p ai n; E O T  =  e n d of tr e at m e nt.  
a N o n -r es p o n d er = p ati e nt will b e c o nsi d er e d a n o n-r es p o n d er f or e a c h of t h e pri m ar y e n d p oi nts; R es p o n d er = 
p ati e nt m a y b e cl assifi e d as a r es p o n d er f or t h e d ys m e n orr h e a or n o n -m e n str u al p el vi c p ai n pri m ar y e n d p oi nt s if 
t h er e is als o a s uffi ci e nt r e d u cti o n in d ys m e n orr h e a or n o n -m e nstr u al p el vi c p ai n ( as d et er mi n e d b y t h e a p pr o pri at e 
r es p o n d er t hr es h ol d), r es p e cti v el y, fr o m b as eli n e t o W e e k 5 2 , or t o W e e k 1 0 4 / E O T. 

7. 2. 5.  D efi niti o n of R es p o n d e r at  W e e k 5 2  a n d  W e e k 1 0 4 /E O T  

A D Y S  r es p o n d er is d efi n e d s e p ar at el y f or W e e k  5 2  a n d  W e e k 1 0 4 / E O T.  A D Y S r es p o n d er is 
d efi n e d as a  p ati e nt wit h d at a t h at s ati sfi es e a c h of t h e f oll o wi n g:  

  h a d a r e d u cti o n i n a v er a g e D Y S N R S p ai n s c or e fr o m pi v ot al p h as e 3 st u d y b as eli n e 
of at l e ast 2. 8  p oi nt s , or h a d a D Y S N R S p ai n s c or e ≤ 0. 1 a t W e e k 5 2 or W e e k 
1 0 4/ E O T if t h e pi v ot al p h as e 3 st u d y b as eli n e D Y S p ai n s c or e w as l ess t h a n 2. 8;  

  di d n ot h a v e a n i n cr e as e i n t h e us e of r es c u e a n al g esi c m e di c ati o ns f or e n d o m etri osi s -
ass o ci at e d p ai n c o m p ar e d wit h pi v ot al p h as e 3 st u d y b as eli n e us e ( T a bl e  1 4 ) at W e e k 
5 2 or W e e k 1 0 4/ E O T . 

A n N M P P r es p o n d er is d efi n e d s e p ar at el y f or W e e k  5 2 a n d W e e k 1 0 4/ E O T.  A n N M P P 
r es p o n d er is d efin e d  as a p ati e nt wit h d at a t h at s atisfi es  e a c h of t h e f oll o wi n g:  

  h a d a r e d u cti o n i n a v er a g e N M P P N R S p ai n s c or e fr o m b as eli n e of at l e ast 2. 1  p oi nt s , 
or h a d a N M P P N R S p ai n  s c or e ≤ 0. 1 at W e e k 5 2 or W e e k 1 0 4/ E O T if t h e pi v ot al 
p h as e 3 st u d y b as eli n e N M P P p ai n s c or e w as l ess t h a n 2. 1;  

  di d n ot h a v e  a n i n cr e as e i n t h e us e of r es c u e a n al g esi c m e di c ati o ns f or e n d o m etri osi s -
ass o ci at e d p ai n c o m p ar e d wit h pi v ot al p h as e 3 st u d y b as eli n e us e  (T a bl e  1 5 ) at W e e k 
5 2 or W e e k 1 0 4/ E O T . 
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T h e r e d u cti o n fr o m b as eli n e i n D Y S  or N M P P p ai n s c or es at W e e k 5 2, or W e e k 1 0 4 / E O T will 
b e c al c ul at e d  s e p ar at el y as t h e a bs ol ut e diff er e n c e b et w e e n t h e r es p e cti v e a v er a g e p ai n s c or e at 
W e e k 5 2,  or  W e e k 1 0 4 / E O T a n d t h e a v er a g e pai n s c or e at pi v ot al p h as e 3 st u d y b as eli n e.   
A c c or di n g t o t h e d es cri pti o n gi v e n a b o v e, p ati e nts w h o h a v e a n a v er a g e b a s eli n e D Y S or N M P P 
s c or e s m all er t h a n t h e c orr es p o n di n g m e a ni n gf ul c h a n g e t hr es h ol d m a y still b e cl assifi e d as a 
r es p o n d er if t h eir a v er ag e p ai n s c or e at W e e k 5 2, or W e e k 1 0 4 / E O T is n o m or e t h a n 0. 1.  T his 
c o n diti o n i s stri ct a n d c a n o nl y b e m et w h e n n e arl y all d ail y p ai n s c or es fr o m t h e ass ess m e nt 
p eri o d ar e 0, wit h t h e v er y f e w r e m ai ni n g d ail y p ai n s c or e(s) b ei n g mi ni m al.  

T h e r es p o n d er st at us f or D Y S  or N M P P at W e e k 5 2, W e e k 1 0 4 / E O T will b e ass ess e d b as e d o n 
t h e r e d u cti o n fr o m pi v ot al p h as e 3 st u d y b as eli n e i n a v er a g e p ai n s c or es  (i e, w h et h er t h er e is a 
r e d u cti o n of at l e ast t h e m e a ni n gf ul c h a n g e t hr es h ol d as d es cri b e d a b o v e) , c h a n g e fr o m pi v ot al 
p h as e 3 st u d y b as eli n e i n us e of r es c u e a n al g esi c m e di c ati o ns, c o m pli a n c e wit h e Di ar y e ntr y o v er 
t h e W e e k 5 2, W e e k 1 0 4 / E O T p ai n ass ess m e nt p eri o d, a n d m e nstr u ati o n st at us p er t h e e C R F.  
F urt h er d et ails of t h e d eri v ati o n of r es p o n d er st at us ar e gi v e n i n S e cti o n  7. 2. 6 . 

7. 2. 6.  D e ri v ati o n of R es p o n d e r St at u s at W e e k 5 2 , W e e k 1 0 4/ E O T  a n d Missi n g D at a 
H a n dli n g R ul es  

F or t h e pri m ar y effi c a c y a n al ysis, b ot h pri m ar y e n d p oi nt s will i n c or p or at e t h e mi ssi n g d at a 
h a n dli n g r ul es at W e e k 5 2, W e e k 1 0 4 / E O T as f oll o ws (T a bl e  1 4 , T a bl e  1 5  a n d Fi g ur e  2 ): 

  F or p ati e nts missi n g e Di ar y f or all visits  i n t h e e xt e nsi o n st u d y, t h eir B as eli n e /W e e k 2 4 
r es p o n d er st at us fr o m t h e pi v ot al p h as e 3 st u d y will b e c arri e d o v er as t h eir r es p o n d er 
st at us  t o W e e k 5 2,  W e e k 1 0 4/ E O T .     

  F or p ati e nts w h o h a v e a n y p ai n s c or e e ntri es i n e Di ar y i n t h e e xt e nsi o n st u d y , r es p o n d er 
st at us f or D Y S a n d N M P P will b e d eri v e d as f oll o ws:  

  F or D Y S , t h e r es p o n d er st at us will b e d efi n e d usi n g t h e f oll o wi n g r ul es t a ki n g 
a n al g esi c us e i nt o c o nsi d er ati o n ( T a bl e  1 4 ): 

  If t h er e ar e at l e ast 2 d a ys of D Y S  N R S s c or es r e p ort e d i n t h e e Di ar y, t h e n t h e 
a v er a g e will b e c al c ul at e d a n d us e d i n t h e ass ess m e nt of t h e D Y S  r es p o n d er 
st at us.  R e q uiri n g a  mi ni m u m of  2  d a ys of D Y S  N R S s c or es is c o nsi d er e d 
r e as o n a bl e si n c e a t y pi c al m e nstr u al c y cle  h as  bl e e di n g d a ys r a n gi n g fr o m 3 t o 
7  d a ys.  

  If t h er e ar e < 2 d a ys of N R S s c or es f or D Y S  r e p ort e d i n t h e e Di ar y, t h e n t h e 
f oll o wi n g s c e n ari os will b e c o nsi d er e d: 

  If n o D Y S  s c or es ar e r e p ort e d i n t h e e Di ar y, t h e n t h e d at a c oll e ct e d o n t h e 
m e nstr u ati o n e C R F will  b e c o nsi d er e d as f oll o ws:  

o  If n o m e nstr u ati o n is r e p ort e d o n t h e e C R F, t h e n t h e a v er a g e D Y S  s c or e 
will b e s et as 0;  

o  O t h er wis e, if a n y m e nstr u ati o n d a ys ar e r e p ort e d o n t h e e C R F, t h e n t h e 
a v er a g e D Y S  s c or e will b e s et as missi n g a n d will b e i m p ut e d usi n g a 
mi x e d -eff e cts m o d el.  
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  If o nl y  o n e D Y S  s c or e is r e p ort e d i n t h e e Di ar y, t h e n t h e d at a c oll e ct e d o n t h e 
m e nstr u ati o n e C R F will b e c o nsi d er e d as f oll o ws:  

o  If n o m or e t h a n o n e m e n str u ati o n d a y is r e p ort e d o n t h e e C R F, t h e n t h e 
o bs er v e d D Y S  s c or e will b e t a k e n as t h e a v er a g e D Y S  s c or e;  

o  If m or e t h a n o n e m e nstr u ati o n d a y is r e p ort e d o n t h e e C R F, t h e n t h e 
a v er a g e D Y S  s c or e will b e c o nsi d er e d mi ssi n g a n d will b e i m p ut e d usi n g a 
mi x e d -eff e cts m o d el.  

  F or N M P P, t h e r es p o n d er st at us will b e d efi n e d u si n g t h e f oll o wi n g r ul es, t a ki n g 
a n al g esi c us e i nt o c o nsi d er ati o n ( T a bl e  1 5 ): 

  If t h er e ar e at l e ast 1 4 d a ys of s c or es f or N M P P r e p ort e d i n t h e e Di ar y, t h e n t h e 
a v er a g e N M P P s c or e will b e us e d i n t h e ass ess m e nt of t h e N M P P r es p o n d er 
st at us.  R e q uiri n g mi ni m u m 1 4  d a ys o f N M P P s c or es is c o nsi d er e d r e as o n a bl e 
si n c e t hi s c orr es p o n ds t o at l e ast h alf of t h e n o n -m e nstr u al d a ys fr o m a t y pi c al 
2 8 -d a y m e nstr u al c y cl e.  

  If t h er e ar e l ess t h a n 1 4 d a ys of N M P P s c or es i n t h e e Di ar y, t h e n t h e a v er a g e 
N M P P s c or e will b e c o nsi d er e d mi ss i n g a n d will b e i m p ut e d usi n g pr e di ct e d 
v al u es fr o m a mi x e d -eff e cts m o d el.  

T a bl e  1 4 : Missi n g D at a H a n dli n g R ul es f o r A v e r a g e D ys m e n o r r h e a N R S S c o r e at 
W e e k 5 2, W e e k 1 0 4 / E O T  

N u m b e r of D a y s 

wit h D Y S  S c o r e s 

R e p o rt e d i n e Di a r y  
M e nst r u ati o n St at us p e r 

e C R F  
A v e r a g e D Y S S c o r e 

St at us  R es p o n d e r St at us a  
Missi n g all e Di a r y d at a d u ri n g e xt e nsi o n st u d y  

n/ a  n/ a  n/ a  B as eli n e/ W e e k 2 4 r es p o n d er 
st at u s fr o m pi v ot al p h a s e 3 st u d y 

H a vi n g a t l e a st o n e e Di a r y  d at a d u ri n g e xt e nsi o n st u d y  

≥ 2 d a ys  n/ a  O b s er v e d  B as e d o n o b s er v e d c h a n g e fr o m 
b as eli n e a n d a n al g esi c us e  

1 d a y  N o m or e t h a n 1  
m e n str u ati o n d a y r e p ort e d  

O b s er v e d  B as e d o n o b s er v e d c h a n g e fr o m 
b as eli n e a n d a n al g esi c us e  

M or e t h a n 1  m e nstr u ati o n 
d a y r e p ort e d  

Missi n g (t o b e i m p ut e d 
fr o m mi x e d-eff e cts  
m o d el)  

B as e d o n i m p ut e d c h a n g e fr o m 
b as eli n e a n d a n al g esi c us e  

0 d a ys  N o m e n str u ati o n d a ys 
r e p ort e d 

Assi g n e d as 0  B as e d o n c h a n g e fr o m b as eli n e 
a n d a n al g esi c us e  

At l e a st 1  m e nstr u ati o n d a y 
r e p ort e d 

Missi n g (t o b e i m p ut e d 
fr o m mi x e d-eff e cts 
m o d el)  

B as e d o n i m p ut e d c h a n g e fr o m 
b as eli n e a n d a n al g esi c us e  

A b br e vi ati o ns:   e C R F  =  el e ctr o ni c c a s e r e p ort f or m; e Di ar y  =  el e ctr o ni c di ar y; n/ a  =  n ot a p pli c a bl e.  
a
   D et er mi n e d b y c o m p ari n g t h e o b s er v e d ( or i m p ut e d) c h a n g e fr o m b as eli n e t o t h e r es p o n d er  t hr es h ol d a n d b y 
e x a mi n ati o n of c h a n g e fr o m b as eli n e i n a n al g e si c u s e.  
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Table 15: Missing Data Handling Rules for Average Non-Menstrual Pelvic Pain NRS 
Score at Week 52, Week 104/EOT 

Number of Days with 
NMPP Scores 

Reported in eDiary Average NMPP Score Status Responder Statusa 
Missing all eDiary data during extension study 

n/a n/a Baseline/Week 24 responder status from pivotal 
phase 3 study 

At least one eDiary data during extension study 

≥ 14 days Observed Based on observed change from baseline and 
analgesic use 

< 14 days Missing (to be imputed from 
mixed-effects model) 

Based on imputed change from baseline and 
analgesic use 

Abbreviations:  eDiary = electronic diary; n/a = not applicable; NMPP = non-menstrual pelvic pain. 
a   Determined by comparing the observed (or imputed) change from baseline to the responder threshold and by 

examination of change from baseline in analgesic use. 

Figure 2: Visual Depiction of the Missing Data Handling Rules and Determination of 
Responder Status for the Primary Efficacy Endpoints 

 
Abbreviations:  CRF = case report form; DYS = dysmenorrhea; EOT = end of treatment; NMPP = non-menstrual 
pelvic pain. 
T represents the responder threshold (-2.8 for dysmenorrhea and -2.1 for NMPP) determined from the anchor-based 
analyses. 
 

7.2.7. Mixed-Effects Model for Imputing Missing or Partially Missing Pain Scores at 
Week 52 and Week 104/EOT 

For the primary analysis in the final analysis, patients with missing pain scores at Week 52, 
Week 104/EOT will be identified separately for DYS and NMPP, per the missing data handling 
rules described above.  For imputing missing data for the primary analysis of each primary 
endpoint, a mixed-effects model approach will be used to derive predicted average pain scores, 
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as the mixed-effects approach may better describe the effects of a hormonal treatment (such as 
suppression of the hypothalamic-pituitary-ovarian axis by gonadotropin-releasing hormone 
(GnRH) receptor antagonists) than other imputation methods, such as multiple imputation. 

Specifically, a mixed-effects model with repeated measures of average pain scores at multiple 
time points will be fitted to predict change in average pain scores from baseline (as a dependent 
variable) through the fixed-effects associated with covariates (ie, stratification factors of years 
since endometriosis diagnosis at pivotal phase 3 study baseline and geographic region, visit, 
treatment,  treatment-by-visit interaction, pivotal phase 3 study baseline average NRS score,) and 
random effects (from the individual patients).  Here treatment refers to pivotal Phase 3 pivotal 
phase 3 study treatment group.  In this model, an unstructured variance-covariance matrix is 
assumed for each patient. If the mixed-effects model fails to converge, a first-order 
autoregressive variance-covariance matrix will be used. Multiple time points at Weeks 4, 8, 12, 
16, 20, 24, 28, 32, 36, 40, 44, 48, 52, 65, 78, 91, 104 and 104/EOT will be used for the analyses. 

Sample SAS code is provided below for illustration.  The specification of type=UN implements 
unstructured variance-covariance matrix for an individual patient with multiple measures of 
average pain scores.  If the model fails to converge, then variance-covariance matrix structure 
will be specified as first-order autoregressive (ie, AR(1)).  

BASE is the pivotal phase 3 study baseline pain score; CHG_NRS is change in average pain score from pivotal 
phase 3 study baseline to Week 104/EOT as the dependent variable; DXYRS is a randomization stratification factor 
(years since endometriosis diagnosis: < 5 versus ≥ 5); PID is patient identification number; REGION is a 
randomization stratification factor (North America versus rest of world); TRT is pivotal phase 3 study treatment 
group (relugolix + E2/NETA, relugolix + delayed E2/NETA, placebo); VISIT is visit time point. 

Applying this model over the observed longitudinal average NRS score data, the fixed-effects 
will be estimated and the relationship of change in average NRS scores from pivotal phase 3 
study baseline with the covariates will be characterized by the fitted model.  From the fitted 
model, the change in average NRS scores (whether missing or not) will be predicted for each 
patient at each visit and in a particular stratum.  The imputed average NRS scores at Week 52 or 
Week 104/EOT will be obtained by adding the pivotal phase 3 study baseline average NRS 
scores to the difference. 

Since the purpose of using the mixed-effects model is to impute the missing average NRS scores 
identified at Week 52 or Week 104/EOT as described above, the predicted average NRS scores 
from the model at the corresponding Week 52 or Week 104/EOT visit (at which the missing 
average NRS scores are identified) will be used in the determination of responder status.  For 
patients without the need for imputation, their responder status will be derived based on the 
observed data according to the algorithms laid out in Figure 2. 

This imputation approach is consistent with the definition of responder at Week 52, Week 
104/EOT for the primary endpoints. 

proc mixed data=NRS_dataset method=REML covtest; 
class PID DXYRS REGION VISIT TRT; 
model CHG_NRS = DXYRS REGION BASE VISIT TRT VISIT*TRT/ s  outp=emmi_mixed_p covb       
outp=emmi_mixed_p covb; 
repeated VISIT / type=UN subject=PID r; 
lsmeans  VISIT*TRT; 
ods output SolutionF=mixparms CovB=mixcovb; 
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7.2.8. Subgroup Analyses 
Subgroup analyses of the dysmenorrhea and NMPP responder analyses at Week  104/EOT will 
be performed to assess whether responder rate is consistent across clinically important 
subgroups.  The responder rate and 95% CI may be displayed for each subgroup.  Subgroups will 
include, but will not be limited to, the subgroups outlined in Table 16. 

Table 16: Planned Subgroup Analyses  

Subgroup Name  Subgroup Level 
Geographic region  North America, Rest of World 
Age (years) < 35, >= 35; 

< 30, 30 to < 35, 35 to < 40, ≥ 40 
Race Black or African American, White 
BMI (kg/m2) at Baseline < 30, ≥ 30; 

< 18.5, 18.5 to < 25, 25 to < 30, 30 to < 35,  
35 to < 40, ≥ 40; 
<25, 25 to < 30, >=30   

Abbreviations:  BMI = body mass index;  

7.3. Secondary Efficacy Endpoints 
All secondary efficacy measures over the course of both the pivotal phase 3 and extension 
studies will be presented by the pivotal phase 3 study treatment group using descriptive statistics.  
No treatment comparisons will be performed for this extension study.    

7.3.1. Change from Baseline in EHP-30 Pain Domain Scores 
No imputations will be made for missing values in the EHP-30 Pain Domain scores.  
The score for an EHP-30 domain is calculated by adding the scores for individual items (each 
with five response options scored from 0 to 4) to obtain a total raw score, then dividing by the 
highest possible raw score and multiplying the result by 100 to obtain a normalized score that 
ranges from 0 to 100.  For each domain, the normalized score is: 

Normalized score = (Total raw score / Total raw score range) × 100 
The normalized score is used for analysis.  Higher scores represent a greater (ie, more negative) 
functional impact of endometriosis.   The domains are provided in Table 17.   
The mean change and percent change from pivotal phase 3 study baseline by visit of pivotal 
phase 3 study and extension study will be analyzed for pain domain and each of the non-pain 
domains (Control and Powerlessness, Social Support, Emotional Well-Being, and Self-Image).  
LS means and 95% CI are based on mixed-effects model with visit, treatment, treatment-by-visit 
interaction, region (North America, Rest of World), time since initial surgical diagnosis of 
endometriosis (< 5, >=5 years), and baseline value included as fixed effects.  The multiple visits 
for each patient are the repeated measures as random effects within each patient, and an 
unstructured covariance matrix is assumed. If the mixed-effects model fails to converge, a first-
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order autoregressive variance-covariance matrix will be used. Here treatment refers to pivotal 
phase 3 study treatment group.  

In addition, proportion of patients who are responders of EHP-30 pain domain will be 
determined and summarized by pivotal phase 3 study treatment group.  The prespecified 
clinically meaningful threshold of ≥ 20 points decrease from baseline will be used. 
Responder rate and two-sided 95% CI based on Clopper-Pearson exact binomial will be 
presented for Week 52 and Week 104.  For each question of the EHP-30 Pain Domain, the 
proportion of patients in each category at Week 52 and Week 104 will be described.  The 
percentage of patients shifting from Baseline “often/always” to post-baseline “never/rarely” will 
also be summarized for each question at Week 52 and Week 104. 

Table 17: Endometriosis Health Profile 30-Item Questionnaires Scores 

Domain Items 
Lowest and Highest Possible 

Total Raw Scores 
Total Raw Score 

Range 
Pain  1 – 11 0, 44 44 
Control and Powerlessness 12 – 17 0, 24 24 
Emotional Well-Being 18 – 23 0, 24 24 
Social Support 24 – 27 0, 16 16 
Self-Image 28 – 30 0, 12 12 

7.3.2. Change from Baseline in Numerical Rating Scale Score for Endometriosis-
Associated Pain  

Patients assessed endometriosis-associated pain using an NRS as part of their daily eDiary 
entries.  Patients rated their worst pelvic pain in the past 24 hours on a scale from 0 to 10, with 
0 indicating no pain and 10 indicating pain as bad as you can imagine.  Patients also recorded 
whether they had menstruated in the past 24 hours.  The mean NRS score for DYS during the 
Week 52, Week 104/EOT pain assessment period is calculated as the average of the pain scores 
recorded on days for which patients reported they were menstruating.  The mean NRS score for 
NMPP during the Week 52, Week104/EOT pain assessment period is calculated as the average 
of the pain scores recorded on days on which patients reported they were not menstruating.  The 
mean NRS scores for DYS and NMPP are calculated in a similar manner during the pivotal 
phase 3 studies baseline pain assessment period. 
The mean NRS score of overall pelvic pain for Week 52 and Week 104/EOT pain assessment 
periods will be based on all pain scores recorded without regard for menstruation status.  The 
mean NRS score of dyspareunia for Week 52 and Week 104/EOT pain assessment periods will 
be based on the pain scores recorded on days when the patient reported having vaginal sexual 
intercourse. This analysis will be performed in the subgroup of patients with baseline 
dyspareunia defined as having a non-zero baseline dyspareunia score. 
The mean change and percent change of NRS score from baseline to Week 52, and to Week 
104/EOT will be presented by the pivotal phase 3 study treatment group for DYS, NMPP, 
overall pelvic pain, and dyspareunia separately. LS means and 95% CI are based on mixed-
effects model with visit, treatment, treatment-by-visit interaction, region (North America, Rest of 
World), time since initial surgical diagnosis of endometriosis (< 5, >=5 years), and baseline 
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v al u e  as  fi x e d eff e cts; T h e m ulti pl e visits f or e a c h p ati e nt ar e t h e r e p e at e d m e as ur es as r a n d o m 
eff e cts wit hi n e a c h p ati e nt, a n d a n u nstr u ct ur e d c o v ari a n c e m atri x is ass u m e d.  H er e tr e at m e nt 
r ef ers t o pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p.   

T h e n u m b er a n d p er c e nt a g e  of p ati e nts wit h f oll o wi n g N R S c at e g ori es will b e pr es e nt e d b y visit 
a n d b y t h e pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p  f or D Y S, N M P P s e p ar at el y.  

  < 4 vs > =  4  

  <  4, 4 - <  7, 7 –  1 0  

7. 3. 3.  A n al g esi c  u s e  

P r ot o c ol-s p e cifi e d a n al g e si cs (s e e se cti o n 7. 2. 4 ) f or e n d o m etri osi s-r el at e d p ai n will b e a n al y z e d. 
Pr o p orti o n of p ati e nts n ot usi n g pr ot o c ol -s p e cifi e d o pi oi ds f or e n d o m etri osi s -ass o ci at e d p ai n at 
W e e k 5 2, a n d  W e e k 1 0 4/ E O T  will b e pr es e nt e d  b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p a n d b y 
visit . Pr o p orti o n of p ati e nts n ot usi n g pr ot o c ol -s p e cifi e d  a n al g esi cs f or e n d o m etri osi s -ass o ci at e d 
p ai n at W e e k 5 2,  a n d  W e e k 1 0 4/ E O T  will b e pr es e nt e d  b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p 
a n d b y visit . T w o -si d e d 9 5 % CI s f or t h e pr op orti o ns will b e g e n er at e d b as e d o n Cl o p p er -P e ars o n 
e x a ct bi n o mi al.  

7. 3. 4.  C h a n g e f r o m B as eli n e i n P ati e nt Gl o b al Ass ess m e nts  

T h e P G As f or o v er all p el vi c p ai n a n d f u n cti o n i m p air m e nt us e  a 5 -p oi nt r e s p o ns e s c al e.  T o 
c al c ul at e c h a n g e fr o m pi v ot al p h as e 3 st u di es b as eli n e t o W e e k 5 2, a n d  W e e k 1 0 4 , t h e n u m eri c al 
s c or es s h o w n i n T a bl e  1 8  T a bl e  1 will b e assi g n e d t o e a c h r es p o ns e l e v el . 

T a bl e  1 8 : P ati e nt Gl o b al Ass ess m e nt N u m e r i c al S c o r es 

F u n cti o n  O v e r all P el vi c P ai n  N u m e ri c al  S c o r e  

N ot at all  A bs e nt  0  

Mi ni m all y  Mil d  1  

M o d er at el y  M o d er at e  2  

Si g nifi c a ntl y  S e v er e  3  

V er y Si g nifi c a ntl y  V er y S e v er e  4  

 

T h e n u m b er a n d p er c e nt a g e of p ati e nts i n e a c h s e v erit y of P G A c at e g or y will b e pr es e nt e d b y 
pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p. T h e m e a n c h a n g e of t ot al P G A  s c or e fr o m pi v ot al p h as e 3 
st u d y B as eli n e will b e pr es e nt e d f or o v er all p el vi c p ai n a n d f u n cti o n  s e p ar at el y b y visit a n d b y 
pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p. L S m e a ns a n d 9 5 % CI ar e b as e d o n mi x e d -eff e cts m o d el 
wit h vi sit, pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p , tr e at m e nt-b y -visit i nt er a cti o n , r e gi o n ( N ort h 
A m eri c a, R est of W orl d), ti m e si n c e i niti al s ur gi c al di a g n osis of e n d o m etri osis ( < 5, > = 5 y e ars), 
a n d b as eli n e v al u e  i n cl u d e d as  fi x e d eff e cts; T h e m ulti pl e visits f or e a c h p ati e nt ar e t h e r e p e at e d 
m e as ur es as r a n d o m eff e cts wit hi n e a c h p ati e nt, a n d a n u nstr u ct ur e d c o v ari a n c e m atri x is  
ass u m e d.  H er e tr e at m e nt r ef ers t o pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p. L e ast s q u ar e s m e a n 
a n d 9 5 % CI will b e pr es e nt e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p a n d  b y  visit .  T h e 
c at e g ori c al c h a n g es of a m o u nt of i m pr o v e m e nt of P G A f or o v er all p el vi c p a i n fr o m b as eli n e t o 
W e e k  5 2, a n d t o W e e k  1 0 4 will b e s u m m ari z e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p a n d b y 
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visit. Proportion of patients with PGA for function Improvement, No Change, and Worsening 
from Baseline will be presented by pivotal phase 3 study treatment group and by visit. 

7.3.5. Change from Baseline in Functional Impairment on sB&B Scale 
The daily eDiary completed by patients includes assessments of endometriosis-associated pain 
by the sB&B scales for DYS, pelvic pain, and dyspareunia.  The dysmenorrhea and dyspareunia 
scales have possible scores of 0 to 4, while the pelvic pain scale has possible scores of 0 to 3, as 
outlined in Table 19. 

Table 19: Subject Modified Biberoglu and Behrman Scales for Dysmenorrhea, Pelvic 
Pain, and Dyspareunia 

Dysmenorrhea Pelvic Pain Dyspareunia Numerical Score 
No pain No pain No pain 0 
Mild Mild Mild 1 
Moderate Moderate Moderate 2 
Severe Severe Severe 3 
Did not Menstruate -- No Intercourse 4 

 

The mean sB&B for DYS during the Week 52, Week 104/EOT pain assessment period will be 
the average over the days when the DYS response was something other than “Did not 
menstruate.”  If the patient reports “Did not menstruate” for all days of the pain assessment 
period, then the mean sB&B score will be imputed as 0.   

The mean sB&B for NMPP during the Week 52, Week 104/EOT pain assessment period, 
derived from the sB&B for pelvic pain, will be the average of the scores reported for days on 
which a patient reports she did not menstruate.  Mean change of sB&B for NMPP and percent 
change from baseline will be presented by visit by treatment group. 

The mean sB&B for dyspareunia during the Week 52, Week 104/EOT pain assessment period 
will be the average over the days when the dyspareunia response was something other than “No 
intercourse.”  Mean change of sB&B for dyspareunia and percent change from baseline will be 
presented by visit by pivotal phase 3 study treatment group.  Additionally, the following will be 
summarized for patients who reported one or more day on which they had vaginal sexual 
intercourse during a given time interval; the percentage of patients whose maximum 
dysmenorrhea score was severe, moderate, mild, and none during the specified time interval; the 
percentage of patients whose maximum dysmenorrhea score was severe or moderate and mild or 
none during the specified time interval.   

The mean change and percent change of sB&B score from baseline to Week 52, and to Week 
104/EOT will be presented by visit and by the pivotal phase 3 study treatment group for DYS, 
NMPP, and dyspareunia separately.  LS means of mean change and 95% CI are based on mixed-
effects model with visit, pivotal phase 3 study treatment group, treatment-by-visit interaction, 
region (North America, Rest of World), time since initial surgical diagnosis of endometriosis (< 
5, >=5 years), and baseline value included as fixed effects.  The multiple visits for each patient 
are the repeated measures as random effects within each patient, and an unstructured covariance 
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m atri x is ass u m e d.  H er e tr e at m e nt r ef ers t o pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p.  L e ast s q u ar e s 
m e a n  a n d 9 5 % CI will b e pr es e nt e d b y pi v ot al p h a s e 3 st u d y tr e at m e nt gr o u p a n d b y visit .  

7. 3. 6.  P ati e nt Gl o b al I m p r essi o n  of C h a n g e  

T h e P GI Cs c o m pl et e d b y p ati e nts i n cl u d es ass ess m e nts of D Y S , N M P P, a n d d ys p ar e u ni a use  a 
7 -p oi nt r es p o ns e s c al e .  T h e  f oll o wi n g p ossi bl e r es p o ns es  ar e:   M u c h b ett er, B ett er, A littl e 
b ett er, T h e s a m e, A littl e w ors e, W ors e, or M u c h w ors e .  T h e p r o p orti o n of p ati e nts w h o ar e 
b ett er or m u c h b ett er o n t h e P GI C at W e e k  5 2 a n d t w o -si d e d 9 5 % CI  b as e d o n Cl o p p er -P e ars o n 
e x a ct bi n o mi al will b e pr es e nt e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p f or D Y S , N M P P, a n d 
d ys p ar e u ni a  s e p ar a te l y.  N u m b er a n d p er c e nt a g e of p ati e nts i n s u m m ar y of P GI C c at e g or y  will 
b e pr es e nt e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p f or D Y S , N M P P, a n d d ys p ar e u ni a 
s e p ar at el y. 

7. 4.  E x pl o r at o r y Effi c a c y E n d p oi nts  

D es cri pti v e s u m m ari es b y  pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p a n d m e a n c h a n g e fr o m b as eli n e  
will b e pr o vi d e d f or t h e f oll o wi n g e x pl or at or y e n d p oi nt s.   

F or fi nal  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 will b e ass ess e d:  

  C h a n g e fr o m B as eli n e t o W e e k 2 4, W e e k 5 2 , W e e k 1 0 4 i n t h e E H P -3 0 s c al e t ot al 
s c or e  

  C h a n g e fr o m B as eli n e t o W e e k 2 4, W e e k 5 2 , W e e k 1 0 4 i n t h e E H P W or k D o m ai n 
s c or e  

C h a n g e fr o m Pi v ot al p h a s e 3 St u di es B as eli n e t o W e e k 2 4, W e e k 5 2 , W e e k 1 0 4 i n 
t h e E Q -5 D -5 L  

7. 4. 1.  E x pl o r at o r y Effi c a c y A n al ys es  

E H P -3 0 T ot al S c o r e  

T h e t ot al s c or e f or t h e E H P -3 0 q u esti o n n air e will b e c al c ul at e d a n d a n al y z e d as a n or m ali z e d 
s c or e usi n g t h e f or m ul a a b o v e.  T o t al s c or e will b e s u m m ari z e d b y visit b y pi v ot al p h as e 3 st u d y 
tr e at m e nt gr o u p.  S c or e c h a n g e wit h 9 5 % CI fr o m pi v ot al p h as e 3 st u di es b as eli n e t o W e e k 2 4, 
W e e k  5 2, or  W e e k  1 0 4 will b e s u m m ari z e d b y  pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p.  

A mi x e d -eff e cts m o d el wit h r e p e at e d m e as ur es will b e us e d t o ass ess t ot al s c or e c h a n g e f or t h e 
E H P -3 0 at W e e k 2 4, W e e k 5 2 a n d W e e k 1 0 4.  T h e m o d el will h a v e b as eli n e v al u e, visit, 
tr e at m e nt, tr e at m e nt-b y -visit i nt er a cti o n , r e gi o n ( N ort h A m eri c a, R est of W orl d), ti m e si n c e 
i niti al s ur gi c al di a g n osis of e n d o m etri osi s ( < 5, > = 5 y e ars) i n cl u d e d as  fi x e d eff e cts . 
V isit is als o  i n cl u d e d i n t h e m o d el  as  r a n d o m eff e ct  wit hi n  e a c h  p ati e nt a n d a n u nstr u ct ur e d 
v ari a n c e -c o v ari a n c e m atri x is ass u m e d.  If t h e mi x e d-eff e cts m o d el f ail s t o c o n v er g e, a first -
or d er a ut or e gr essi v e v ari a n c e -c o v ari a n c e m atri x will b e us e d. H er e tr e at m e nt r ef ers t o pi v ot al 
p h as e 3 st u d y tr e at m e nt gr o u p.   L e ast s q u ar e s m e a n  a n d 9 5 % CI  will b e  pr es e nt e d b y pi v ot al 
p h as e 3 st u d y tr e at m e nt gr o u p a n d b y visit .  

E H P W o r k D o m ai n  

T h e s c or e f or t h e 5 -it e m E H P w or k d o m ai n q u esti o n n air e is c al c ul at e d b y a d di n g t h e s c or es f or 
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individual items (each with five response options scored from 0 to 4) to obtain a total raw score, 
then dividing by 20 and multiplying the result by 100 to obtain a normalized score that ranges 
from 0 to 100.  The normalized score used for analysis is: 

Normalized score = (Total raw score / 20) × 100 
Higher scores represent a greater (ie, more negative) impact of endometriosis on work-related 
activities.  If one or more items are missing, then the score cannot be calculated for that patient 
and will be set missing. 

The normalized score for the EHP-30 work domain will be summarized by visit and by pivotal 
phase 3 study treatment group. Score change from studies baseline to Week 24, Week 52, and 
Week 104 will be summarized by pivotal phase 3 study treatment group.  
A mixed-effects model with repeated measures will be used to assess total score change for the 
EHP work domain at Week 24, Week 52 and Week 104.  The model will have baseline value, 
visit, treatment, treatment-by-visit interaction, region (North America, Rest of World), time since 
initial surgical diagnosis of endometriosis (< 5, >= 5 years) included as fixed effects.  Visit is 
also included in the model as random effect within each patient and an unstructured variance-
covariance matrix is assumed. If the mixed-effects model fails to converge, a first-order 
autoregressive variance-covariance matrix will be used. Here treatment refers to pivotal phase 3 
study treatment group.  Least square means and associated 95% CIs will be presented by 
treatment and visit. 

For each question, the proportion of patient in each category of the work domain will be 
presented at Baseline, week 24, Week 52 and Week 104 by pivotal phase 3 study treatment 
group.  Additionally, the proportion of patients shifting from “often/always” to “never/rarely” 
from Baseline to Week 24, from Baseline to Week 52, and from Baseline to Week 104 will be 
described by visit and by pivotal phase 3 study treatment group. 
 
European Quality of Life Five-Dimension Five-Level Scale 
The EQ-5D-5L is a standardized instrument for use as a measure of health outcomes. Mobility, 
self-care, usual activities, pain/discomfort, and anxiety/depression are each assessed on a 5-level 
categorical scale.  The categorical changes of amount of improvement (1-4 categories), amount 
of deterioration (1-4 categories), or no change from baseline to Week 24, Week 52, and Week 
104 will be summarized by pivotal phase 3 study treatment group.  The EQ-5D-5L also has an 
assessment of overall health status that the patient rates on a 100-point visual analogue scale.  
The change from baseline to Week 24, Week 52, and Week 104 for the visual analogue scale 
scores will be summarized by pivotal phase 3 study treatment group. 

 

8. PHARMACODYNAMIC ANALYSES 
For pharmacodynamic assessment, data for the extension study consists of predose 
concentrations of serum estradiol.  The change from the pivotal phase 3 study Baseline to Week 
52 and to Week 104 in predose concentrations of serum estradiol will be summarized.  This data 
will be listed and summarized using descriptive statistics (including raw and change from pivotal 
phase 3 study Baseline to Week 52 and Week 104 by pivotal phase 3 study treatment group, and 
by visit).   
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F or p h ar m a c o d y n a mi c as s ess m e nt, t h e n u m b er a n d p er c e nt a g e of p ati e nts wit h i n di vi d u al E 2 
c o n c e ntr ati o n v al u es will b e s u m m ari z e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p (r el u g oli x + 
E 2/ N E T A, r el u g oli x  + d el a y e d E 2/ N E T A, or pl a c e b o ) a n d visit a c c or di n g t o t h e f oll o wi n g 
c at e g ori es:  

  <  1 0  p g/ m L, 1 0 t o <  2 0  p g/ m L, 2 0 t o <  3 0  p g/ m L , 3 0 t o < 4 0 p g/ m L , 4 0 t o < 5 0  p g/ m L,  
5 0  t o < 6 0 p g/ m L , 6 0 t o < 7 0 p g/ m L, a n d ≥  7 0  p g/ m L  

  < 2 0 p g/ m L, 2 0 t o < 5 0 p g/ m L, a n d ≥  5 0  p g/ m L  
  < 2 0  p g/ m L, 2 0 t o < 6 0 p g/ m L, a n d ≥  6 0 p g/ m L  

9.  S A F E T Y A N A L Y S E S  

U nl ess ot h er wis e s p e cifi e d, s af et y a n al ys es will b e c o n d u ct e d usi n g t h e E xt e nsi o n S af et y 
P o p ul ati o n  a c c or di n g t o t h e  a ct u al  tr e at m e nt r e c ei v e d b y t h e p ati e nts  i n t h e e xt e nsi o n  st u d y.   

S af et y ass ess m e nts will i n cl u d e tr e at m e nt -e m er g e nt a d v er s e e v e nts, vit al si g ns, cli ni c al 
l a b or at or y t ests, 1 2-l e a d E C G, b o n e mi n er al d e nsit y wit h D X A, m a m m o gr a ms (f or w o m e n w h o 
ar e or b e c o m e  ≥ 4 0 y e ars of a g e  d uri n g t h e st u d y ), a n d e n d o m etri al bi o ps y.  

9. 1.  A d v e rs e E v e nts  

A d v ers e e v e nts will b e c oll e ct e d fr o m t h e ti m e of t h e first d os e of o p e n -l a b el st u d y dr u g t hr o u g h 
t h e s af et y F oll o w u p visit a p pr o xi m at el y 3 0 d a ys aft er t h e l ast d os e of o p e n -l a b el st u d y dr u g (t h e 
e n d of e xt e nsi o n tr e at m e nt p eri o d), or t h e d at e of i niti ati o n of a n ot h er i n v esti g ati o n al a g e nt or 
h or m o n al t h er a p y or s ur gi c al i nt er v e nti o n  aff e cti n g t h e h y p ot h al a mi c -pit uit ar y -g o n a d al a xis  or 
s ur gi c al i nt er v e nti o n  f or e n d o m etri osi s, w hi c h e v er o c c urs first, as als o s p e cifi e d i n t h e S c h e d ul e 
of A cti viti es  i n t h e st u d y pr ot o c ol S e cti o n 1. 1 .  A d diti o n all y, s eri o us a d v ers e e v e nts r e p ort e d t o 
t h e i n v esti g at or aft er t h e s af et y r e p orti n g p eri o d s h o ul d b e r e p ort e d t o t h e s p o ns or r e g ar dl ess of 
c a us al r el ati o ns hi p t o st u d y dr u g tr e at m e nt . 

Usi n g a S af et y R e p ort F or m, all s eri o us a d v ers e e v e nts m ust b e r e p ort e d wit hi n  2 4  h o urs of t h e 
st u d y sit e p ers o n n el’s k n o wl e d g e of t h e e v e nt , r e g ar dl ess of t h e i n v esti g at or ass ess m e nt of t h e 
r el ati o ns hi p of t h e e v e nt t o st u d y dr u g.  

T h e s e v erit y of all tr e at m e nt -e m er g e nt a d v ers e e v e nts will b e e v al u at e d b y t h e i n v esti g at or b as e d 
o n t h e N ati o n al C a n c er I nstit ut e ’s C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts ( C T C A E, 
v ersi o n  5. 0 d at e d  2 7 N o v 2 0 1 7 ), a n d will b e c o d e d t o pr ef err e d t er m a n d s yst e m or g a n cl ass 
usi n g M e d D R A  2 2. 0 or hi g h er.  

A t r e at m e nt-e m er g e nt a d v ers e e v e nt i s d efi n e d as a n y a d v ers e e v e nt  t h at o c c urs  aft er 
a d mi nistr ati o n of t h e first d os e of pi v ot al p h as e 3 st u d y dr u g.  

A d v ers e e v e nt s u m m ari e s will b e b as e d o n tr e at m e nt -e m er g e nt a d v ers e e v e nts  i n t h e pi v ot al 
p h as e 3 a n d e xt e nsi o n st u di es , u nl ess ot h er wis e s p e cifi e d.  All a d v ers e e v e nts i n t h e pi v ot al 
p h as e 3 a n d e xt e nsi o n st u di es  will b e li st e d i n b y -p ati e nt listi n gs.  

T h e f oll o wi n g t a b ul ar s u m m ari es t h at 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 ati e nts will b e 
pr o vi d e d:  

  O v er vi e w of a d v ers e e v e nts ;  

  S af et y p ar a m et ers of i nt er est  
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  S af et y p ar a m et ers of i nt er est wit h first o ns et d uri n g  e xt e nsi o n st u d y  

  All a d v ers e e v e nts;  

  B y S O C  a n d P T ; 

  B y d e cr e asi n g fr e q u e n c y of P T ; 

  B y S O C , P T , a n d m a xi m u m s e v erit y; 

  St u d y dr u g -r el at e d p er i n v esti g at or b y S O C  a n d P T ; 

  B y ti m e t o o ns et  ( D a y 1 t o W e e k 2 4, >  W e e k 2 4 t o W e e k 5 2, > W e e k 5 2 t o W e e k 
7 8, > W e e k 7 8 t o W e e k 1 0 4 , > W e e k 1 0 4)), S O C  a n d P T ;  

  E x p os ur e -a dj ust e d A E r at e b y S O C a n d P T  

  A d v ers e e v e nts re p ort e d i n at le ast 5 % of p ati e nts i n a n y tr e at m e nt g r o u p  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  Gr a d e 3 or a b o v e a d v ers e e v e nts ; 

  B y S O C  a n d P T ; 

  B y d e cr e asi n g fr e q u e n c y of P T ; 

  St u d y dr u g -r el at e d p er i n v esti g at or b y S O C  a n d P T ; 

  First o ns et e v e nts d uri n g e xt e nsi o n st u d y b y d e cr e asi n g fr e q u e n c y of P T  

  A d v ers e e v e nts l e a di n g t o st u d y dr u g wit h dr a wal;  

  B y S O C  a n d P T;  

  B y d e cr e asi n g fr e q u e n c y of P T ; 

  A d v ers e e v e nts l e a di n g t o d os e wit h dr a w al wit h first o ns et d uri n g e xt e nsi o n st u d y;  

  B y S O C a n d P T;  

  B y d e cr e asi n g fr e q u e n c y of P T  

  A d v ers e e v e nts r es ulti n g i n f at al o ut c o m e ; 

  B y d e cr e asi n g fr e q u e n c y of P T ; 

  S eri o us a d v ers e e v e nts ; 

  B y S O C  a n d P T ; 

  B y S O C, P T a n d m a xi m u m gr a d e  

  B y d e cr e asi n g fr e q u e n c y of P T ; 

  B y S O C , P T , a n d r el ati o ns hi p t o st u d y dr u g; 

  A d v ers e e v e nts  of cli ni c al i nt er est ( A L T or A S T ≥ 3 ×  U L N) ; 

  B y S O C , P T , a n d m a xi m u m s e v erit y ; 
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  B y d e cr e asi n g fr e q u e n c y of P T . 

  First o ns et  e v e nts d uri n g e xt e nsi o n st u d y  b y P T  

  R es ol v e d w hil e o n st u d y dr u g tr e at m e nt (i e, pri or t o t h e l ast d os e d at e)  

  A d v ers e e v e nts  wit h first o ns et d uri n g t h e e xt e nsi o n st u d y ; 

  B y S O C  a n d P T;  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  S eri o us a d v ers e e v e nts  wit h first o ns et d uri n g t h e e xt e nsi o n st u d y;  

  B y S O C  a n d P T;  

  M o o d dis or d er e v e nt  wit h first o ns et d uri n g t h e e xt e nsi o n st u d y;  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  R es ol v e d w hil e o n st u d y dr u g tr e at m e nt (i e, pri or t o t h e l ast d os e d at e)  

  V as o m ot or s y m pt o ms wit h First O ns et D uri n g t h e E xt e nsi o n St u d y  

  B y S O C a n d P T;  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  R es ol v e d w hil e o n st u d y dr u g tr e at m e nt (i e, pri or t o t h e l ast d os e d at e)  

  B o n e h e alt h r el at e d e v e nt s  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  First o ns et e v e nts d uri n g e xt e nsi o n st u d y b y P T ; 

  H e p ati c tr a ns a mi n as e el e v ati o ns  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  First o ns et e v e nts d uri n g e xt e nsi o n st u d y b y P T ; 

  C ar b o h y dr at e a n d li pi d m et a b oli c eff e cts  

  B y d e cr e asi n g fr e q u e n c y of P T;  

  First o ns et e v e nts d uri n g e xt e nsi o n st u d y b y P T ; 

9. 1. 1.  R el ati o n s hi p t o St u d y D r u g  

A d v ers e e v e nts will b e cl assifi e d as  “ rel at e d ”  t o st u d y tr e at m e nt if t h e r el ati o ns hi p w as r at e d b y 
t h e i n v esti g at or as p ossi bl y r el at e d or pr o b a bl y r el at e d.  A d v ers e e v e nts r el at e d t o a n y st u d y dr u g  
c o m p o n e nt  (r el u g oli x or pl a c e b o a n d E 2/ N E T A or pl a c e b o) will b e c o nsi d er e d as r el at e d t o st u d y 
dr u g .   

9. 1. 2.  S e v e rit y of A d v e rs e E v e nt  

Gr a d e 2 or hi g h er a d v ers e e v e nts will b e s u m m ari z e d b y S O C , P T , a n d/ or m a xi m u m s e v erit y, 
r el ati o ns hi p t o st u d y tr eat m e nt .   
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9. 1. 3.  S e ri o u s A d v e rs e E v e nt  

S eri o us a d v ers e e v e nts t hr o u g h o ut t h e pi v ot al p h as e 3 a n d e xt e nsi o n st u di es will b e s u m m ari z e d 
b y S O C , P T , a n d/ or m a xi m u m s e v erit y, r el ati o ns hi p t o st u d y tr e at m e nt. 

T h e d at a h a n dli n g c o n v e nti o ns f or a n d t h e d efi niti o n of a s eri o us a d v ers e e v e nt ar e dis c uss e d i n 
t hi s s e cti o n.  All d e at hs d uri n g t h e st u d i es, i n cl u di n g t h e p ost tr e at m e nt F oll o w -U p  p eri o d, a n d 
d e at hs t h at r es ult e d fr o m a pr o c ess t h at b e g a n d uri n g t h e st u d i es, s h o ul d b e i n cl u d e d i n t h e 
a n al ysis .  F or m or e d et ail s , d e at hs o c c urri n g d uri n g t h e f oll o wi n g ti m e p eri o ds or u n d er t h e 
f oll o wi n g c o n diti o ns s h o ul d b e c o nsi d er e d:  

  D e at hs o c c urri n g d uri n g p arti ci p ati o n i n eit h er t h e pi v ot al p h as e 3 st u d y or e xt e nsi o n 
st u d y;  

  D e at hs o c c urri n g aft er a p ati e nt l e a v es t h e e xt e nsio n st u d y, or ot h er wis e di s c o nti n u es 
st u d y dr u g, w h et h er or n ot t h e p ati e nt c o m pl et es t h e st u d y t o t h e n o mi n al e n d p oi nt  
will b e i n cl u d e d i n t h e a n al ysis if d e at h i s r e p ort e d pri or t o d at a b as e l o c k  d at e . D e at h 
r e p ort e d aft er t h at will b e s a v e d i n t h e d at a b as e b ut will n ot b e a n al y z e d .    

9. 1. 4.  A d v e rs e E v e nt L e a di n g t o Wit h d r a w al of St u d y D r u g  

A d v ers e e v e nts l e a di n g t o wit h dr a w al of st u d y dr u g ar e t h os e a d v ers e e v e nt s c oll e ct e d fr o m t h e 
a d v ers e e v e nt  el e ctr o ni c c as e r e p ort f or m ( e C R F ) p a g es wit h “ dr u g wit h dr a w n ”  as t h e a cti o n 
t a k e n wit h st u d y dr u g.   

A d v ers e e v e nts wit h “ dr u g wit h dr a w n ” as a cti o n t a k e n d u e t o a n y o n e of t h e c o m p o n e nts of 
st u d y dr u g will b e c o nsi d er e d as l e a di n g t o wit h dr a w al of st u d y dr u g .   

9. 1. 5.  A d v e rs e E v e nts L e a di n g t o D os e I nt e r r u pti o n  

A d v ers e e v e nts l e a di n g t o d os e i nt err u pti o n ar e t h os e a d v ers e e v e nt s c oll e ct e d fr o m t h e a d v ers e  
e v e nt  e C R F p a g es wit h “ dr u g i nt err u pt e d ”  as t h eir a cti o n t a k e n wit h st u d y dr u g .   

A d v ers e e v e nt s wit h “ dr u g i nt err u pt e d ” as a cti o n t a k e n d u e t o a n y o n e of t h e c o m p o n e nts o f 
st u d y dr u g will b e c o nsi d er e d as l e a di n g t o d os e i nt err u pti o n.  

9. 1. 6.  A d v e rs e E v e nts R es ulti n g i n a F at al O ut c o m e  

A d v ers e e v e nts r es ulti n g i n a f at al o ut c o m e ar e t h o s e a d v ers e e v e nt s c oll e ct e d fr o m t h e a d v ers e 
e v e nt  p a g es wit h “f at al ”  as t h eir o ut c o m e .   

T h e f a t al e v e nts, if a n y, will b e pr o vi d e d i n  a b y -s u bj e ct li sti n g. 

9. 1. 7.   Ot h e r S af et y P a r a m et e rs of Int e r est  

I n a d diti o n, ot h er s af et y p ar a m et ers of i nt er est  d efi n e d i n T a bl e  2 0  will  b e s u m m ari z e d b y 
d e cr e asi n g fr e q u e n c y of P T  i n t h e e xt e nsi o n s af et y p o p ul ati o n .  A d diti o n all y , e v e nt of ut eri n e 
bl e e di n g ar e s u m m ari z e d i n cl u di n g M e d D R A pr ef err e d t er ms: m e n orr h a gi a, m et r orr h a gi a, 
m e nstr u ati o n irr e g ul ar, v a gi n al h a e m orr h a g e, m e n o m etr orr h a gi a, p ol y m e n orr h o e a, a n d ut eri n e 
h a e m orr h a g e.  
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T a bl e  2 0 : Ot h e r S af et y P a r a m et e rs of I nt e r est  

Gr o u pi n g  S e ar c h C rit eri a 

B o n e h e alt h r el at e d e v e nt s  Ost e o p or osi s/ Ost e o p e ni a S M Q ( br o a d)  

Fr a ct ur e ( c ust o m S M Q):  All pr ef err e d t er ms i n cl u di n g t h e t er m “fr a ct ur e, ” 
e x cl u di n g “ T o ot h fr a ct ur e ” a n d “ Fr a ct ur e of p e ni s ”  

H e p ati c tr a ns a mi na s e 
el e v ati o n s 

Dr u g -r el at e d h e p ati c di s or d er s –  c o m pr e h e nsi v e  S M Q ( n arr o w)  

C ar b o h y dr at e a n d li pi d 
m et a b oli c eff e ct s   

D ysli pi d e mi a S M Q  

H y p er gl y c e mi a/ n e w o ns et di a b et es m ellit us S M Q ( n arr o w)  

V as o m ot or s y m pt o ms  T h e f oll o wi n g fi v e P r ef err e d T er ms will b e i n cl u d e d:  

  H y p er hi dr osis  

  F e eli n g h ot  

  H ot fl us h  

  Ni g ht s w e at s  
  Fl us hi n g  

M o o d di s or d er s  M e d D R A D e pr es si o n a n d S ui ci d e/ S elf -I nj ur y S M Q ( br o a d)   

A b br e vi ati o ns:  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 ; S M Q  = St a n d ar di z e d M e d D R A Q u er y .   
 

9. 1. 8.  E x p os u r e -a dj ust e d A d v e rs e E v e nts  

A d v ers e e v e nts b y ti m e t o o ns et a n d a n e x p os ur e -a dj ust e d a d v ers e e v e nt a n al ysis will b e 
pr o vi d e d .  T h e e x p os ur e -a dj ust e d a d v ers e e v e nt r at e will b e s u m m ari z e d b y s yst e m or g a n  cl ass 
a n d pr ef err e d t er m f or e a c h  pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p , w h er e t h e e x p os ur e-a dj ust e d 
a d v ers e e v e nt r at e is c al c ul at e d as n u m b er of p ati e nts wit h a p arti c ul ar a d v ers e e v e nt b y t ot al 
e x p os ur e -ti m e a m o n g p ati e nts at ris k of a n i niti al o c c urr e n c e of t h e e v e nt.  E x p os ur e -ti m e is 
d eri v e d as e x p os ur e t o a n y st u d y dr u g t hr o u g h o ut t h e pi v ot al p h as e 3  st u di e s  a n d e xt e nsi o n 
st u d y.  

9. 1. 9.  A d v e rs e E v e nts  of Cli ni c al I nt e r est  

A d v ers e E v e nt s of cli ni c al i nt er est i n t h e pi v ot al p h as e 3 st u d i es a n d th e e xt e nsi o n st u d y ar e 
d efi n e d as a n y i n cr e as e i n A L T or A S T ≥ 3 x  U L N , w hi c h ar e r e p ort e d as “ Y es ” f or a d v ers e 
e v e nts of cli ni c al i nt er est i n t h e a d v ers e e v e nt C R F. A d v ers e e v e nts of cli ni c al i nt er est will b e 
s u m m ari z e d b y P T.  

9. 2.  L a b o r at o r y D at a  

L a b or at or y p ar a m et ers, i n cl u di n g c h e mi str y a n d h e m at ol o g y p a n els, a n d h or m o n al t ests  s p e cifi e d 
as p er pr ot o c ol  f or t h e pi v ot al p h as e 3 a n d e xt e nsi o n st u di es , a n d c oll e ct e d fr o m t h e c e ntr al 
l a b or at or y wi ll b e t a b ul at e d a n d pr es e nt e d i n b y-p ati e nt listi n gs .  E x c e pt f or t h e t a bl es usi n g pr e -
d efi n e d t hr es h ol d f or c h e mi str y a n d h e m at ol o g y  p ar a m et ers , l o c al l a b or at ory  p ar a m et ers will n ot 
b e pr es e nt e d i n t a bl es.  T h e l o c al l a b or at or y p ar a m et ers will b e pr es e nt e d i n b y -p ati e nt listi n gs . 
Uri n al ysis a n d h e p atiti s vir us s er ol o gi c al t est r es ults will b e pr o vi d e d i n b y -p ati e nt listi n g o nl y.   
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For patients with incomplete recovery of bone mineral density loss at the 6- and 12-month post-
treatment Follow-Up visit, clinical laboratory tests specified in the protocol should be performed.  
These laboratory assessments will be submitted to the central laboratory.  If these laboratory 
assessments are scheduled to occur after the study database is locked, they will be performed at a 
local laboratory.  

The National Cancer Institute CTCAE Grading Scale with numeric component will be used to 
categorize toxicity grade for laboratory parameters (CTCAE v5.0, dated 27 Nov 2017).  
Parameters that have criteria available for both low and high values (eg, hypercalcemia for a high 
value of calcium and hypocalcemia for a low value of calcium) will be summarized for both 
criteria (low and high).  Patients will only be counted once for each criterion.  The same patient 
can be counted for both criteria (ie, low and high) if she has laboratory values meeting each 
criterion.  Shift tables will be provided for each parameter gradable by the CTCAE to summarize 
Baseline toxicity grade versus worst post-Baseline toxicity grade throughout the pivotal phase 3 
and extension studies.  For laboratory parameters that are not gradable by the CTCAE, a shift 
table based upon the normal range (low, normal, and high) will be provided for each parameter 
to summarize the Baseline versus worst post-Baseline results throughout the pivotal phase 3 and 
extension studies. A shift table for selected parameters based on predefined categories will be 
provided to summarize baseline category versus post-baseline category at Week 104. The 
parameters include glucose (< 100 mg/dL, 100 - 125 mg/dL, 126 - 200 mg/dl, > 200 mg/dL), 
fasting glucose (< 100 mg/dL, 100 - 125 mg/dL, 126 - 200 mg/dl, > 200 mg/dL), HbA1c (<= 
5.6%, 5.7% - 6.4%, 6.5% - 8.0%, 8.1% - 9.4%, 9.5% - 11%, > 11%), low density cholesterol 
(normal <100 mg/dL, normal high 100 to < 130 mg/dL, borderline high 130 to < 160 mg/dL, 
high 160 to < 190 mg/dL, very high >= 190 mg/dL), high density cholesterol (< 40 mg/dL, 40 - 
59 mg/dL, >= 60 mg/dL), triglycerides (< 150 mg/dL, 150 - 300 mg/dL, 301 - 500 mg/dL, 501 - 
1000  mg/dL, > 1000 mg/dL)  and total cholesterol (<= ULN, > ULN - 300 mg/dL, > 300 - 400 
mg/dL, > 400 - 500 mg/dL, > 500 mg/dL).  

Boxplots of laboratory values over time, including visits in both the pivotal phase 3 study and 
extension study, will be plotted for key laboratory parameters.  These laboratory parameters 
include, but are not limited to, hematology (hemoglobin, platelets, leukocytes, neutrophils), 
creatinine, estimated glomerular filtration rate, and hepatic function panel (alanine 
aminotransferase [ALT], aspartate aminotransferase [AST], alkaline phosphatase [ALP], and 
total bilirubin). 

The change from Baseline to each post-Baseline study visit will be presented by pivotal phase 3 
study treatment group for each laboratory test in both tables and figures. 

The number and proportion of patients with liver test elevations will be presented by pivotal 
phase 3 study treatment group.  Liver test elevations are assessed by using post-Baseline results 
for ALT, AST, ALP, and total bilirubin based on the definitions presented in Table 21. The 
number and percentage of patients with concurrent (defined as measurements on the same day) 
ALT or AST ≥ 3 × ULN and total bilirubin > 2 × ULN, Concurrent ALT or AST ≥ 3  ULN and 
total bilirubin > 2  ULN and ALP < 2  ULN will also be presented. A by-patient listing will 
also be provided, 
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Table 21: Categories of Liver Test Elevations 

Laboratory Test Category 

ALT or AST ALT or AST > ULN < 3 × ULN 
ALT or AST ≥ 3 × to < 5 × ULN 
ALT or AST ≥ 5 × to < 10 × ULN 
ALT or AST ≥ 10 to < 20 × ULN 
ALT or AST ≥ 20 × ULN 

Total bilirubin Total bilirubin > 2  ULN 

ALT or AST and total bilirubin Concurrent ALT or AST ≥ 3  ULN and total bilirubin > 2  ULN  

ALT or AST, total bilirubin, 
and ALP 

Concurrent ALT or AST ≥ 3  ULN and total bilirubin > 2  ULN and 
ALP < 2  ULN 

Abbreviations:  ALP = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartate aminotransferase; 
ULN = upper limit of normal. 

Selected chemistry and hematology test results meeting pre-defined limits of change at any time 
and based on last observation on treatment will be also summarized per pre-defined threshold 
(refer to Appendix 2)Error! Reference source not found. by pivotal phase 3 study treatment 
group. 

9.3. Other Safety Analyses 

9.3.1. Electrocardiograms 
ECG interval results and changes from Baseline will be summarized descriptively for each 
scheduled visit, including visits in both the pivotal phase 3 studies and extension study, in both 
tables and figures using data provided by and read by central reading. 

A categorical analysis of corrected QT interval using Fridericia’s calculation (QTcF) intervals 
will also be performed for each scheduled visit and for the maximum post-Baseline value.  The 
number and percentage of patients in each QTcF interval category (< 450 msec, 450 to 480 msec, 
481 to 500 msec, and > 500 msec) will be summarized.  Categories of changes from Baseline 
(≥ 30 msec and ≥ 60 msec) will be summarized as well. 

ECG intervals and central reader interpretation and diagnoses will be presented in by-patient 
listings.   

9.3.2. Vital Signs 
Blood pressure (systolic and diastolic), heart rate, and BMI will be summarized at pivotal phase 
3 study Baseline and each subsequent scheduled assessment, including visits in both the pivotal 
phase 3 study and extension study, by pivotal phase 3 study treatment group.  Change from 
pivotal phase 3 study Baseline will be calculated and presented for each parameter at all 
scheduled post-Baseline assessment time points in both tables and figures.  All vital sign data 
will also be provided in by-patient listings. 
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Potentially clinically significant abnormalities in vital signs are defined in Table 22, and they 
will be summarized by using post-Baseline values that meet the defined criteria.  Potentially 
clinically significant abnormalities will also be flagged in by-patient listings. 

Table 22: Categories of Potentially Clinically Significant Abnormalities in Vital Signs 

Parameter Category 

Systolic blood 
pressure 

≥ 140 mmHg over 2 consecutive visits 
≥ 180 mmHg over 2 consecutive visits 
≤ 90 mmHg over 2 consecutive visits 

≥ 140 mmHg and > highest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits; 
≥ 180 mmHg and > highest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

≤ 90 mmHg and < lowest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

Increase of ≥ 20 mmHg from Baseline in pivotal phase 3 studies over 2 
consecutive visits 
Decrease of ≥ 20 mmHg from Baseline in pivotal phase 3 studies over 2 
consecutive visits 

Diastolic blood 
pressure 

≥ 90 mmHg over 2 consecutive visits 
≥ 105 mmHg over 2 consecutive visits 
≤ 50 mmHg over 2 consecutive visits 

≥ 90 mmHg and > highest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits  
≥ 105 mmHg and > highest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

≤ 50 mmHg and < lowest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

Increase of ≥ 15 mmHg from Baseline in pivotal phase 3 studies over 2 
consecutive visits 
Decrease of ≥ 15 mmHg from Baseline in pivotal phase 3 studies over 2 
consecutive visits 

Heart rate ≥ 120 bpm and > highest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

< 45 bpm and < lowest screening or baseline in pivotal phase 3 studies over 2 
consecutive visits 

Increase of ≥ 15 bpm from Baseline in pivotal phase 3 studies over 2 consecutive 
visits  
Decrease of ≥ 15 bpm from Baseline in pivotal phase 3 studies over 2 consecutive 
visits  

Abbreviations:  bpm = beats per minute; mmHg = millimeters of mercury. 
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9. 3. 3.  E n d o m et ri al Bi o p s y  

T h e pr ot o c ol -s p e cifi e d e n d o m etri al bi o ps y pr o c e d ur e w a s p erf or m e d at  B as eli n e f or all p ati e nts 
i n M V T-6 0 1 -3 1 0 1 a n d M V T -6 0 1 -3 1 0 2 , a n d at  t h e pi v ot al p h as e 3 st u d y W e e k 2 4 / E T visit f or all 
p ati e nts w h o p arti ci p at e d i n M V T -6 0 1 -3 1 0 1  o nl y .  St arti n g fr o m pr ot o c ol a m e n d m e nt 2. 0, 
e n d o m etri al bi o ps y pr o c e d ur e w a s r e q uir e d f or all p ati e nts i n t h e e xt e nsi o n st u d y at W e e k 5 2  a n d 
E arl y T er mi n ati o n V isit (e x c e pt f or p ati e nts w h os e l ast d os e of st u d y dr u g w as t a k e n d uri n g 
W e e k 3 2 or e arli er or wit hi n f o ur w e e ks aft er c o m pl eti o n of t h e W e e k 5 2 e n d o m etri al bi o ps y ).  
H o w e v er, t h e pr o c e d ur e m a y h a v e b e e n  d o n e if it w o ul d  a i d i n t h e e v al u ati o n of a n o n g oi n g 
a d v ers e e v e nt.   A n e n d o m etri al bi o ps y at W e e k 1 0 4 w a s r e c o m m e n d e d f or all p ati e nts w h o 
c o m pl et e t h e o p e n -l a b el e xt e nsi o n; h o w e v er, p ati e nts h a v e t h e o pti o n t o o pt o ut.  C o ns e ns us 
r e a di n gs b y i n d e p e n d e nt p at h ol o gist s  w er e p erf or m e d o n all e n d o m etri al bi o psi es .   

T h e W e e k 5 2, W e e k 1 0 4, a n d E arl y T er mi n ati o n e n d o m etri al bi o ps y s a m pl es will b e s u b mitt e d 
t o t h e c e ntr al l a b or at or y.  If t h e W e e k 5 2, W e e k 1 0 4, or E arl y T er mi n ati o n bi o ps y s p e ci m e n is 
i n a d e q u at e, a tr a ns v a gi n al ultras o u n d f or e n d o m etri al t hi c k n ess s h o ul d b e o bt ai n e d a n d r e a d 
l o c all y.  T h e tr a ns v a gi n al ultr as o u n d fi n di n gs will b e us e d t o d et er mi n e if f urt h er a cti o n is 
r e q uir e d.  N o f urt h er a cti o n is r e q uir e d f or en d o m etri al t hi c k n ess ≤ 5 m m . R e p e at e n d o m etri al 
s a m pli n g  will b e c oll e ct e d f or e n d o m etri al t hi c k n e ss > 5 m m at a n y l o c ati o n or a n y ot h er 
e n d o m etri al a b n or m alit y  is pr es e nt.  U ns c h e d ul e d e n d o m etri al bi o psi es m a y als o b e p erf or m e d 
w h e n m e di c all y i n di c at e d a n d as d e e m e d n e c ess ar y b y t h e i n v esti g at or.   

E n d o m etri al  bi o psi es will b e s u m m ari z e d usi n g fr e q u e n ci es a n d p er c e nt a g e s  a c c or di n g t o 
pri m ar y di a g n osis a n d s e c o n d ar y  di a g n osis  fr o m t h e c o ns e ns us r e a di n g (T a bl e  2 3 ).  Pri m ar y a n d 
s e c o n d ar y di a g n osis fr o m c o ns e ns us r e a di n g  e v al u ati o n ar e  s u m m ari z e d T a bl e  2 3   E n d o m etri al 
bi o psi es p erf or m e d i n t h e pi v ot al p h as e 3 st u di es a n d e xt e nsi o n st u d y will b e s u m m ari z e d  b y 
pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p  a n d b y visit .  A n y r e p e at e n d o m etri al bi o psi es p e rf or m e d 
will als o b e s u m m ari z e d. Bi o ps y r e p ort e d i n t h e pi v ot al st u d y C S R s will b e e x cl u d e d fr o m t h e 
e xt e nsi o n st u d y a n al ys e s.  All e n d o m etri al bi o ps y fi n di n gs a n d tr a ns v a gi n al u ltr as o u n d d at a will 
als o b e pr o vi d e d i n a b y -p ati e nt listi n g, i n cl u di n g visits  i n b ot h t h e pi v ot al p h as e 3 st u d y a n d 
e xt e nsi o n st u d y .   

T a bl e  2 3 :  C at e g o ri es of P ri m a r y Di a g n osis i n E n d o m et ri al Bi o p si es  

P ri m a r y Di a g n osi s C at e g o r y  S e c o n d a r y Di a g n osis  

N or m al -Pr olif er ati v e    W e a kl y pr olif er ati v e  

  Pr olif er ati v e  

  Di s or d er e d pr olif er ati v e  

N or m al -S e cr et or y/ M e nstr u al/ Mi x e d    S e cr et or y  

  M e nstr u al  

  Pr o g est ati o n al/ D e ci d u ali z e d  

  Mi x e d  

N or m al -Atr o p hi c /I n d et er mi n at e/I n a cti v e    Atr o p hi c  

  I n d et er mi n at e/I n a cti v e 
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H y p er pl asi a    Si m pl e h y p er pl asi a wit h o ut at y pi a  

  Si m pl e h y p er pl asi a wit h at y pi a  

  C o m pl e x h y p er pl asi a wit h o ut at y pi a  

  C o m pl e x h y p er pl asi a wit h at y pi a  

C ar ci n o m a  _  

I n a d e q u at e  _  

Mi ssi n g  _  

A d diti o n al Di a g n osi s ( Ot h er r e p ort e d 
fi n di n gs)  

  R e a cti v e/I nfl a m m at or y  

  P ol y p  

  M et a pl asi a  

  Gl a n d ul ar a n d/ or Str o m al Br e a k d o w n  

 

9. 3. 4.  M a m m o g r a m  

A r e q uir e m e nt f or p ost -tr e at m e nt ma m m o gr a m s w as a d d e d st arti n g wit h  pr ot o c ol  a m e n d m e nt 3. 0  
as f oll o ws:   F or w o m e n w h o ar e or b e c o m e ≥  4 0 y e ars ol d at t h e ti m e of t h e visit , th e pr ot o c ol -
s p e cifi e d l o c al m a m m o gr a m  w as t o b e  p erf or m e d at W e e k 5 2 or  at W e e k 1 0 4/ E arl y T er mi n ati o n .  
If a p ati e nt h a d a r e c e nt m a m m o gr a m p er st a n d ar d of c ar e wit hi n t h e si x m o nt hs b ef or e W e e k 5 2 
t h at w as Br e ast I m a gi n g R e p orti n g a n d D at a S yst e m c at e g or y 1 or 2 or e q ui v al e nt or h a d b e ni g n 
fi n di n gs, as d et er mi n e d b y t h e i n v esti g at or or m e di c al m o nit or, a m a m m o gr a m i s n ot r e q uir e d at 
W e e k 5 2 b ut s h o ul d b e c o m pl et e d b y W e e k 1 0 4/ E arl y T er mi n ati o n.  If a p ati e nt t ur ns 4 0 y e ars 
ol d aft er t h e W e e k 5 2 visit h as o c c urr e d, a m a m m o gr a m s h o ul d b e p erf or m e d n o l at er t h a n t h e 
W e e k 1 0 4/ E arl y T er mi n a ti o n visit. All m a m m o gr a m r es ult s will b e r e a d l o c all y usi n g Br e ast 
I m a gi n g R e p orti n g a n d D at a S yst e m c at e g ori es or e q ui v al e nt a n d r e c or d e d i n t h e e C R F.   

M a m m o gr a m s p erf or m e d i n t h e e xt e nsi o n st u d y at W e e k 5 2, W e e k 1 0 4 // E arl y T er mi n ati o n will 
b e s u m m ari z e d.  N u m b er a n d p er c e nt a g e of p ati e nts i n e a c h Br e ast I m a gi n g R e p orti n g a n d D at a 
S yst e m c at e g or y  or e q ui v al e nt  will b e s u m m ari z e d b y visit a n d b y pi v ot al p h as e 3 st u d y 
tr e at m e nt gr o u p.  M a m m o gr a m d at a will als o b e pr o vi d e d i n a b y -p ati e nt li sti n g  i n t h e e xt e nsi o n 
st u d y.  

 

9. 3. 5.  B o n e Mi n e r al D e n sit y  

C orr e ct e d B M D d at a as d et er mi n e d b y t h e c e nt r al r a di ol o g y l a b or at or y i n t h e t hr e e pr es p e cifi e d 
a n at o mi c al l o c ati o ns  will b e us e d f or a n al ysis :  l u m b ar s pi n e ( L 1 – L 4), t ot al hi p , a n d f e m or al 
n e c k .   

B M D m e as ur e d at B as eli n e  a n d p ost -b as eli n e visits will b e s u m m ari z e d d es cri pti v el y b y pi v ot al 
p h as e 3 st u d y tr e at m e nt gr o u p  a n d e a c h m e as ur e d a n at o mi c al l o c ati o n  f or all p ati e nts i n t h e 
E xt e nsi o n S af et y p o p ul ati o n .  M e a n c h a n g e a n d p er c e nt a g e c h a n g es fr o m b as eli n e  al o n g wit h 
9 5 %  CIs  will b e s u m m ari z e d b y pi v ot al p h as e 3 st u d y tr e at m e nt gr o u p , visit a n d a n at o mi c al 
l o c ati o n.  P er c e nt a g e c h a n g e fr o m b as eli n e  wit h it s c orr es p o n di n g 9 5 % CI  will b e pl ott e d b y 
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visit, pivotal phase 3 study treatment group, and anatomical location.  Percentage change from 
Week 12 to subsequent visits along with 95% CIs will be summarized by pivotal phase 3 study 
treatment group, visit and anatomical location.   
A mixed-effects model with repeated measures will be used to assess BMD at each visit.  The 
model will have age at Baseline, treatment, visit, treatment-by-visit interaction, Baseline BMD 
value, stratification factors (geographic region and time since initial surgical diagnosis), body 
mass index at baseline, race (Black/African American versus Other) as fixed effects using an 
unstructured variance-covariance matrix. If the mixed-effects model fails to converge, a first-
order autoregressive variance-covariance matrix will be used. Here treatment refers to pivotal 
phase 3 study treatment group. Least squares mean on each anatomical location will be presented 
and plotted by pivotal phase 3 study treatment group at each visit with associated 95% CIs. 
Specifically for percentage change from Week 12 to subsequent visits, week 12 BMD value is 
considered as a baseline.  

Categorical representation of percentage change from Baseline to post-baseline visits will be 
presented by the number and proportion of patients who had BMD increased (> 0%), no change 
(= 0%) and decreased by < 2%, >= 2% to 3%, > 3% to 5%, > 5% to 8%, and > 8% by pivotal 
phase 3 study treatment group and anatomical location.  The 95% CIs will be provided for the 
respective proportions.  The number and percentage of patients meeting a bone mineral density 
decrease of at least 4%, 5%, 6%, 7%, or 8% by anatomical location (lumbar spine, total hip, or 
femoral neck) will be estimated with 95% CIs by the pivotal phase 3 study treatment group. 

Categorical changes from Baseline in overall BMD (defined as lumbar spine and total hip) also 
will be assessed at post-baseline visits.  Femoral neck evaluates a smaller area of bone mass than 
the total hip and is prone to lower precision in the measurement (Leslie 2007; ISCD Official 
Positions 2015).  Since femoral neck BMD may be associated with discordant readings 
compared with the total hip or lumbar spine due to technical considerations, it is not expected to 
add meaningful interpretation of overall BMD changes in response to treatment, though will be 
included for completeness. 

Z-scores will be summarized by pivotal phase 3 study treatment group, visit, and anatomical 
location with descriptive statistics including 95% CIs. Number and percentage of patients with a 
Z -score < -2.0 will be presented by pivotal phase 3 study treatment group, visit, and anatomical 
location.  Number and percentage of patients with a Z score- change from baseline >= 0, < 0 to -
0.25, < -0.25 to -0.5, < -0.5 to -0.75, < -0.75 to -1.0, < -1.0 to -2.0 and < -2.0 will be presented by 
pivotal phase 3 study treatment group and anatomical location at Week 24, Week 52 and Week 
104.   

BMD change from baseline in the category of decreased, no change, and increased will be 
presented by pivotal phase 3 study treatment group, visit, and anatomical location.   

BMD percentage changes from Baseline will also be summarized by intrinsic factors (eg, age, 
race, body mass index) and extrinsic factors (eg, geographic region).  Subgroups will include, but 
will not be limited to, the subgroups outlined in Table 24.  

Table 24: Planned Subgroup Analyses  

Subgroup Name Subgroup Level 
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Geographic region North America, Rest of World 

Age category (years) < 35, ≥ 35  

Race Black or African American, Other 

Ethnicity Hispanic or Latino, Not Hispanic or Latino  

BMI (kg/m2) at Baseline < 25, ≥ 25  
Abbreviations:  BMI = body mass index. For patients reporting multiple races, those who reported “Black/African-
American” as one of the races will be included in the “Black or African-American” category. 
 

Post-treatment BMD  
Determination of bone mineral density by DXA at post-treatment follow-up of findings will 
proceed according to the rules defined by original protocol or amendments.  Complete data 
collected during the post-treatment Follow-Up period will be summarized and reported in an 
addendum to the final clinical study report.  

Patients required to have post-treatment follow up for BMD are defined according to the rules 
defined in section 2.1 (Table 2): 

All available 6-month and 12-month post-treatment follow-up BMD data will be summarized to 
display the number and percent of patients who completed post-treatment follow-up, who met 
the threshold for recovery, and who did not meet the threshold for recovery.  Summary statistics 
will be provided for post-treatment DXA by anatomic location at 6 months and 12-months.  
Summary of BMD loss recovery during post treatment follow up will be provided by location 
and by pivotal phase 3 study treatment group. Summaries will be presented of percent change in 
BMD from baseline for patients who entered post-treatment follow-up period by anatomic 
location and by pivotal phase 3 study treatment group. For patients who decline to participate in 
the 6-month and 12-month PTFU, reasons of decline will be summarized in the by-patient 
listing.  

Post-treatment follow-up medical and gynecological history, concomitant medications, and bone 
fracture events will be listed in the by-patient listing. 

For patients with PTFU scans showing a bone loss of ≥ 3% at the lumbar spine and/or total hip at 
the 6-month and 12-month PTFU visit compared with the pivotal study baseline, clinical 
laboratory evaluations including vitamin D, thyroid-stimulating hormone, parathyroid hormone, 
creatinine, calcium, and phosphorous will be listed in the by-patient listings. 

9.3.6. Menstruation Recovery 
Status of menstruation recovery will be documented at the Follow-Up visit.  Patients whose 
menses has not resumed as of the Follow-Up visit for whom there is no explanation for the lack 
of resumption (eg, medical procedure or medications) will be contacted again by telephone 3 
(+0.5) months after the Follow-Up visit to determine if menses has resumed and will be asked 
about factors that may affect resumption of menses. 

Menstruation recovery data will be presented in the table by pivotal phase 3 study treatment 
group for patients in the Extension Study Population. The table will include menstruation status 
during follow up, number of days to return of menses from last dose of study drug, and 
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explanation for the lack of menstruation resumption. Menstruation recovery data will also be 
provided in a by-patient listing, 

9.3.7. Analysis of Bleeding Profiles 
Bleeding profile categories will be determined based on the amount of bleeding experienced by 
patients as reported in the eDiary.  When a patient is menstruating, the amount of bleeding 
during the past 24 hours is captured daily in the eDiary with five response options: spotting, 
light, moderate, heavy, and extremely heavy.  It will be assumed that there is no bleeding on 
days that the patient either uses the eDiary and reports that she is not menstruating, or when the 
patient misses reporting menstruating within eDiary cycle.  The responses to the eDiary question 
about the amount of bleeding will be used to define the bleeding profile categories (Table 25). 
After Week 52, to reduce patient burden, eDiary data were collected over four eDiary collection 
cycles on the following schedule: Week 57 to the Week 65 visit, Week 71 to the Week 78 visit, 
Week 85 to the Week 91 visit, and Week 98 to the Week 104 visit. After the Week 104 visit, 
patients continued daily eDiary entry until the 30-day Follow-Up visit. 

Table 25: Definitions of Bleeding Profile Categories 

Bleeding Profile Category Category Definition 

Irregular bleeding 3 to 5 bleeding/spotting episodes and less than 3 bleeding-free intervals 
of least 14 days during a bleeding-profile period 

Prolonged bleeding Bleeding/spotting episodes of more than 14 days during a bleeding-
profile period 

Frequent bleeding More than 5 bleeding/spotting episodes during a bleeding-profile period 
Infrequent bleeding 1 or 2 bleeding/spotting episodes during a bleeding-profile period 
No bleeding No bleeding during a bleeding-profile period 
Normal bleeding None of the above definitions are met 

a Bleeding/spotting episode: at least one day with bleeding or spotting reported, bounded by bleeding-free intervals. 
b Bleeding-free interval: at least two consecutive days with no bleeding or spotting reported, bounded by 
bleeding/spotting episodes. 

The number and percentage of patients belonging to each of the bleeding profile categories 
defined in Table 25 will be summarized by pivotal phase 3 study treatment group over four 
bleeding-profile periods:  Days 1 through 90, Day 91-Day 180, Day 181-Day 270, and Day 271-
365. A patient must have at least 90 days of treatment exposure to be included in the summary of 
each period. No analyses of bleeding profile after Day 365 will be performed because all of the 
eDiary reporting cycles are less than 90 consecutive days.   
Summaries of bleeding intensity and number of bleeding days based on 28-day intervals will be 
provided from the last 28 days starting from the pivotal phase 3 baseline through Day Day 731.  
The following 28-day windows will be used for summaries of bleeding during the randomized 
treatment period:  Week 4 (Days 1 through 28), Week 8 (Days 29 through 56), Week12 (Days 57 
through 84), Week 16 (Days 85 through 112), Week 20 (Days 113 through 140), Week 24 
(Days 141 through 168, Week 28 (Days 169  through 196), Week 32 (Days 197  through 224), 
Week 36 (Days 225  through 252), Week 40 (Days 253  through 280), Week 44 (Days 281  
through 308), Week 48 (Days 309  through 336), Week 52 (Days 338 through 365), Week 65 
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(Days 429 through 456), Week 78 (Days 520 through 547), Week 91 (Days 611 through 638) 
and Week 104 (Days 704 through 731).  Only patients who were on study drug for all days in a 
given 28-day window will be included in the summary for that window.  The specific summaries 
of bleeding that will be provided are described in Table 26. 

Table 26: Summaries of Bleeding Amount and Number of Bleeding Days 

Bleeding outcome Type of summary 
Bleeding amount (or intensity), defined 
numerically as: 

Spotting = 1 
Light = 2 
Moderate = 3 
Heavy = 4 
Extremely Heavy = 5 

Mean, SD, median, minimum, maximum; based on all 
eligible patients who report bleeding in the eDiary. 

Number of bleeding days Mean, SD, median, minimum, maximum; based on all 
eligible patients, regardless of whether any bleeding is 
reported in the eDiary. 

Number of bleeding days by the 
following bleeding amount (or intensity) 
categories: 

No bleeding 
Spotting 
Light 
Moderate 
Heavy 
Extremely Heavy 

Mean number of days per category. 

9.3.8. Amenorrhea Rate and Sustained Amenorrhea Rate 
Determination of amenorrhea will be based on a patient’s daily menstruation status as reported in 
the eDiary.  Amenorrhea for at least 56 consecutive days is defined as the lack of bleeding for at 
least 56 consecutive days after starting randomized study treatment in pivotal phase 3 study until 
Week 52. Amenorrhea for at least 28 consecutive days is defined as the lack of bleeding for at 
least 28 consecutive days after starting randomized study treatment in pivotal phase 3 study until 
Week 104.  The study day when amenorrhea begins is defined as the first study day following 
the last reported day of menstruation.  It will be assumed that there is no menstruation on days 
when menstrual status is not reported in the eDiary. 

A summary of amenorrhea for at least 56 consecutive days will be provided by pivotal phase 3 
study treatment group based on the following 56-day time intervals from pivotal phase 3 baseline 
through Day 365:  Week 8 (Days 1 through 56), Week 12 (Days 29 through 84), Week 16 
(Days 57 through 112), Week 20 (Days 85 through 140), Week 24 (Days 113 through 168), 
Week 28 (Day 141 through 196), Week 32 (Day 169 through 224), Week 36 (Day 197 through 
252), Week 40 (Day 225 through 280), Week 44 (Day 253 through 308), Week 48 (Day 281 
through 336), and Week 52 (Day 310 through 365).  No analyses of 56-day amenorrhea after 
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Week 52 will be performed because some eDiary reporting cycles are less than 56 days.  A 
summary of amenorrhea for at least 28 consecutive days intervals from pivotal study baseline 
through Day 731 will be provided by pivotal phase 3 study treatment group. The number and 
percentage of patients who are amenorrheic (ie, the amenorrhea rate) in each time interval will be 
presented.  In each time interval, the numerator for the amenorrhea rate is the number of patients 
who did not bleed during the time interval; the denominator is the number of patients who 
remained on treatment during the entire time interval. 

Sustained amenorrhea through week 52, defined as lack of bleeding for at least 56 days that 
continues until the Week 52 visit or the date of last dose of extension study treatment for early 
terminated patients who terminated before Week 52, will be summarized by pivotal phase 3 
study treatment group in the time intervals defined above.  No analyses of sustained amenorrhea 
after Week 52 will be performed because some eDiary reporting cycle were less than 56 days.  In 
each time interval, the number and percentage (ie, the sustained amenorrhea rate) of patients with 
sustained amenorrhea will be presented.  In each time interval, the numerator of the sustained 
amenorrhea rate will be the number of patients with sustained amenorrhea beginning on or prior 
to the end of the time interval; the denominator will be the number of patients in the Extension 
Safety population.  For patients who discontinued early, their amenorrhea status at the time of 
discontinuation will be carried forward until Week 104. 
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St atisti c al A n al ysis Pl a n    M V T -6 0 1 -3 1 0 3  
 

M y o v a nt S ci e n c e s G m b H  6 8  C O N FI D E N TI A L  
 

A P P E N DI C E S  

A p p e n di x 1.  P r ot o c ol -S p e cifi e d R es c u e A n al g esi cs  

T h e m e di c ati o ns b el o w ar e li st e d b as e d o n t h eir d os e str e n gt h. T h e  pr ot o c ol st at e d t h at t h e  
pr es cri pti o n ( or i nstr u cti o ns f or us e) f or t h es e m e di c ati o ns m a y all o w f or us e of m or e t h a n o n e 
t a bl et at a n y gi v e n ti m e. A d diti o n all y, a n al g esi cs w er e t o  b e  pr es cri b e d i n a c c or d a n c e wit h t h e 
r es p e cti v e c o u ntr y’s a p pr o v e d pr o d u ct l a b eli n g a n d t h e s u bj e ct’s hist ori c al us e of o pi oi d 
a n al g esi cs s h o ul d b e t a k e n i nt o c o nsi d er ati o n w h e n pr es cri bi n g t h es e dr u gs.   
O nl y o n e  Ti er 2 m e di c ati o n w as all o w e d t o b e s el e c t e d f or a gi v e n p ati e nt t o b e us e d t hr o u g h o ut 
t h e st u d y a n d t hi s w as t o b e t h e s a m e Ti er 2 m e di c ati o n us e d i n t h e pi v ot al p h as e 3 st u d y.  
 
St u d y -s p e cifi e d a n al g esi cs w er e as f oll o ws : 

  Ti er 1  

  i b u pr of e n ( 2 0 0 m g d os e str e n gt h)1  

  Ti er 2  

  tr a m a d ol ( 3 7. 5 m g) / p ar a c et a m ol ( 3 2 5 m g)  

  tr a m a d ol ( 5 0 m g) 

  c o d ei n e ( 3 0 m g)  

  c o d ei n e ( 3 0 m g) / p ar a c et a m ol ( 3 0 0 m g)  

  c o d ei n e ( 3 0 m g) / p ar a c et a m ol ( 5 0 0 m g)  

  c o d ei n e 1 5  m g/ p ar a c et a m ol (5 0 0  m g ) 

  h y dr o c o d o n e ( 5 m g) / a c et a mi n o p h e n 3 2 5 m g  

 

Wit hi n a gi v e n c o u ntr y, t h e c h oi c e of Ti er 2 a n al g esi c w as li mit e d t o o n e or t w o of t h e a b o v e 
Ti er 2 a n al g esi c m e di c ati o ns . 
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Appendix 2. List of pre-defined threshold in selected chemistry and 
hematology test results 

 

Chemistry Laboratory 

Liver Function  

ALT > ULN and < 3 × ULN Total BILI > ULN 

ALT ≥ 3 × ULN and < 5 × ULN Total BILI > 2 × ULN 

ALT ≥ 5 × ULN and < 10 × ULN  

ALT ≥ 10 × ULN and < 20 × ULN ALT or AST ≥ 3 × ULN and  
Total BILI > 2 × ULN 

ALT ≥ 20 × ULN ALT or AST ≥ 3 × ULN and 
Total BILI > 2 × ULN and ALP < 2 × ULN 

  

AST > ULN and < 3 × ULN GGT > ULN and < 3 × ULN 

AST ≥ 3 × ULN and < 5 × ULN GGT ≥ 3 × ULN and < 5 × ULN 

AST ≥ 5 × ULN and < 10 × ULN GGT ≥ 5 × ULN and < 10 × ULN 

AST ≥ 10 × ULN and < 20 × ULN GGT ≥ 10 × ULN and < 20 × ULN 

AST ≥ 20 × ULN GGT ≥ 20 × ULN 

  

ALT or AST > ULN and < 3 × ULN    

ALT or AST ≥ 3 × ULN and < 5 × ULN  

ALT or AST ≥ 5 × ULN and < 10 × ULN  

ALT or AST ≥ 10 × ULN and < 20 × ULN  

ALT or AST ≥ 20 × ULN  

  

Renal Function  

CR > 1.5 mg/dL and > BL eGFR < 15 mL/min per 1.73 m2 

CR > 50% increase from BL eGFR ≥ 15 to < 30 mL/min per 1.73 m2 

 eGFR ≥ 30 to < 60 mL/min per 1.73 m2 

 eGFR ≥ 60 to < 90 mL/min per 1.73 m2 

 eGFR ≥ 90 mL/min per 1.73 m2 
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Metabolic Parameters  

Glucose, Fasting Glucose Highest Postbaseline Glucose 

     < 100 mg/dL at BL Gluc ≥ 200 mg/dL and > BL 

          < 100 mg/dL  Gluc ≥ 200 mg/dL and ≥ 126 mg/dL at BL 

          ≥ 100 to < 126 mg/dL  Gluc ≥ 500 mg/dL and > BL 

          ≥ 126 mg/dL  Gluc ≥ 500 mg/dL and ≥ 126 mg/dL at BL 

     ≥ 100 to < 126 mg/dL at BL  

          < 100 mg/dL   

          ≥ 100 to < 126 mg/dL   

          ≥ 126 mg/dL   

     ≥ 126 mg/dL at BL  

         < 100 mg/dL   

         ≥ 100 to < 126 mg/dL   

         ≥ 126 mg/dL   

Lipids  

Total CHOL > 200 mg/dL and > BL HDL < LLN and < BL 

Total CHOL increase > 30 mg/dL from BL  

  

Total CHOL Normal < 200 mg/dL LDL > ULN and > BL 

Total CHOL Borderline High 200 to < 240 mg/dL LDL 100 - < 130 mg/dL and > BL 
Total CHOL High >= 240 mg/dL LDL 130 - < 160 mg/dL and > BL 
 LDL 160 - < 190 mg/dL and > BL 
TRIG > ULN and > BL LDL >= 190 mg/dL and > BL 
TRIG 150 - < 200 mg/dL and > BL  
TRIG 200 - < 500 mg/dL and > BL LDL Normal < 100 mg/dL 
TRIG >= 500 mg/dL and > BL LDL Normal high 100 - < 130 mg/dL 
 LDL Borderline High 130 - < 160 mg/dL 
 LDL High 160 - < 190 mg/dL 
 LDL very high >= 190 mg/dL  

Electrolytes and other Chemistry Parameters  

ALB < LLN and < BL MG < LLN and < BL 

ALB > ULN and > BL MG > ULN and > BL 

  

ALP > 2 × ULN and > BL CK > 2 × ULN and > BL 
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ALP > 5 × ULN and > BL CK > 5 × ULN and > BL 

ALP > 10 × ULN and > BL CK > 10 × ULN and > BL 

  

CA < LLN and < BL PHOS < LLN and < BL 

CA > ULN and > BL PHOS > ULN and > BL 

  

K < LLN and < BL NA < LLN and < BL 

K > ULN and > BL NA > ULN and > BL 

  
Hematology Laboratory 

HCT < LLN and < BL NEUT < LLN and < BL 

HCT decrease ≥ 10 from BL NEUT > ULN and > BL 

  

HGB ≤ 10.5 g/dL and < BL BASO < LLN and < BL 

HGB decrease > 1 g/dL from BL BASO > ULN and > BL 

  

MCV < LLN and < BL EOS < LLN and < BL 

MCV > ULN and > BL EOS > ULN and > BL 

 EOS > 5% and > BL 

WBC < LLN and < BL  

WBC > ULN and > BL PLT < LLN and < BL 

 PLT < 100 × 109/L and < BL 

LYM < LLN and < BL PLT > ULN and > BL 

LYM > ULN and > BL  

  HbA1c ≤ 5.6% and > BL 

MONO < LLN and < BL  HbA1c 5.7 - 6.4% and > BL 

MONO > ULN and > BL HbA1c ≥ 6.5% and > BL 

 HbA1c increase > 1.0% from BL 

  

HbA1c < 5.7% HbA1c < 5.7% 
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HbA1c 5.7 - 6.4% HbA1c 5.7 - 6.4% 

HbA1c 6.5 – 8.0% HbA1c ≥ 6.5% 

HbA1c 8.1 - 9.4%  

HbA1c 9.5 - 11%  

HbA1c > 11%  
Abbreviations:  ALB = albumin; ALP = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartate 
aminotransferase; BASO = basophils; BILI = bilirubin; BL = baseline; CA = calcium; CHOL = cholesterol; CK = creatine 
kinase; CR = creatinine; E2 = estradiol; EOS = eosinophils; eGFR = estimated glomerular filtration rate; GGT = gamma 
glutamyl transferase; Gluc = glucose; HbA1c = hemoglobin A1c; HCT = hematocrit; HDL = high density lipoprotein 
cholesterol; HGB = hemoglobin; K = potassium; LDL = low density lipoprotein cholesterol; LLN = lower limit of normal; 
LYM = lymphocytes; MCV = mean corpuscular volume; MG = magnesium; MONO = monocytes; NA = sodium; NETA = 
norethindrone acetate; NEUT = neutrophils; PHOS = phosphate; PLT = platelets; TRIG = triglycerides; ULN = upper limit of 
normal; WBC = white blood cell. 
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E L E C T R O NI C R E C O R D A N D SI G N A T U R E DI S C L O S U R E   

Fr o m ti m e t o ti m e, S HI I nt er n ati o n al C or p O B O M y o v a nt S ci e n c es, I n c - P art 1 1 ( w e, us or 
C o m p a n y) m a y b e r e q uir e d b y l a w t o pr o vi d e t o y o u c ert ai n writt e n n oti c es or dis cl os ur es. 
D es cri b e d b el o w ar e t h e t er ms a n d c o n diti o ns f or pr o vi di n g t o y o u s u c h n oti c e s a n d dis cl os ur es 
el e ctr o ni c all y t hr o u g h t h e D o c u Si g n s yst e m. Pl e a s e r e a d t h e i nf or m ati o n b el o w c ar ef ull y a n d 
t h or o u g hl y, a n d if y o u c a n a c c ess t his i nf or m ati o n el e ctr o ni c all y t o y o ur s ati sf a cti o n a n d a gr e e t o 
t hi s El e ctr o ni c R e c or d a n d Si g n at ur e Dis cl os ure ( E R S D), pl e as e c o nfir m y o ur a gr e e m e nt b y 
s el e cti n g t h e c h e c k -b o x n e xt t o ‘I a gr e e t o us e el e ctr o ni c r e c or ds a n d si g n at ur es’ b ef or e cli c ki n g 
‘ C O N TI N U E’ wit hi n t h e D o c u Si g n s yst e m. 

 
G etti n g p a p e r c o pi es   

At a n y ti m e, y o u m a y r e q u est fr o m us a p a p er c o p y of  a n y r e c or d pr o vi d e d or m a d e a v ail a bl e 
el e ctr o ni c all y t o y o u b y u s. Y o u will h a v e t h e a bilit y t o d o w nl o a d a n d pri nt d o c u m e nts w e s e n d 
t o y o u t hr o u g h t h e D o c u Si g n s yst e m d uri n g a n d i m m e di at el y aft er t h e si g ni n g s essi o n a n d, if y o u 
el e ct t o cr e at e a D o c u Si g n  a c c o u nt, y o u m a y a c c e ss t h e d o c u m e nts f or a li mit e d p eri o d of ti m e 
( us u all y 3 0 d a ys) aft er s u c h d o c u m e nts ar e first s e nt t o y o u. Aft er s u c h ti m e, if y o u wis h f or us t o 
s e n d y o u p a p er c o pi es of a n y s u c h d o c u m e nts fr o m o ur offi c e t o y o u, y o u will b e c h ar g e d  a 
$ 0. 0 0  p er -p a g e f e e. Y o u m a y r e q u est d eli v er y of s u c h p a p er c o pi es fr o m us b y f oll o wi n g t h e 
pr o c e d ur e d es cri b e d b el o w.  

 
Wit h d r a wi n g y o u r c o n s e nt   

If y o u d e ci d e t o r e c ei v e n oti c es a n d dis cl os ur es fr o m us el e ctr o ni c all y, y o u m a y at a n y ti m e 
c h a n g e y o ur mi n d a n d t ell us t h at t h er e aft er y o u w a nt t o r e c ei v e r e q uir e d n oti c es a n d dis cl os ur es 
o nl y i n p a p er f or m at. H o w y o u m ust i nf or m us of y o ur d e cisi o n t o r e c ei v e f ut ur e n oti c es a n d 
dis cl os ur e i n p a p er f or m at a n d wit h dr a w y o ur c o ns e nt t o r e c ei v e n oti c es a n d dis cl os ur es 
el e ctr o ni c all y is d es cri b e d b el o w.  

 
C o ns e q u e n c es of c h a n gi n g y o u r mi n d   

If y o u el e ct t o r e c ei v e r e q uir e d n oti c es a n d dis cl o s ur es o nl y i n p a p er f or m at, it will sl o w t h e 
s p e e d at w hi c h w e c a n c o m pl et e c ert ai n st e ps i n tr a ns a cti o ns wit h y o u a n d d eli v er i n g s er vi c es t o 
y o u b e c a us e w e will n e e d first t o s e n d t h e r e q uir e d n oti c es or dis cl os ur es t o y o u i n p a p er f or m at, 
a n d t h e n w ait u ntil w e r e c ei v e b a c k fr o m y o u y o ur a c k n o wl e d g m e nt of y o ur r e c ei pt of s u c h 
p a p er n oti c es or dis cl os ur es. F urt h er, y o u will n o l o n g er b e a bl e t o us e t h e D o c u Si g n s yst e m t o 
r e c ei v e r e q uir e d n oti c es a n d c o ns e nts el e ctr o ni c all y fr o m us or t o si g n el e ctr o ni c all y d o c u m e nts 
fr o m us. 

 
All n oti c es a n d dis cl os u r es will b e s e nt t o y o u el e ct r o ni c all y   

El e ctr o ni c R e c or d a n d Si g n at ur e Di s cl o s ur e cr e at e d o n: 0 1- M a y- 2 0 1 9 | 1 1: 0 8
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U nl ess y o u t ell us ot h er wis e i n a c c or d a n c e wit h t h e pr o c e d ur es d es cri b e d h er ei n, w e will pr o vi d e 
el e ctr o ni c all y t o y o u t hr o u g h t h e D o c u Si g n s yst e m all r e q uir e d n oti c es, di s cl os ur es, 
a ut h ori z ati o ns, a c k n o wl e d g e m e nts, a n d ot h er d o c u m e nts t h at ar e r e q uir e d t o b e pr o vi d e d or m a d e 
a v ail a bl e t o y o u d ur i n g t h e c o urs e of o ur r el ati o ns hi p wit h y o u. T o r e d u c e t h e c h a n c e of y o u 
i n a d v ert e ntl y n ot r e c ei vi n g a n y n oti c e or dis cl os ur e, w e pr ef er t o pr o vi d e all of t h e r e q uir e d 
n oti c es a n d dis cl os ur es t o y o u b y t h e s a m e m et h o d a n d t o t h e s a m e a d dr es s t h at y o u h a v e gi v e n 
us. T h us, y o u c a n r e c ei v e all t h e dis cl os ur es a n d n oti c es el e ctr o ni c all y or i n p a p er f or m at t hr o u g h 
t h e p a p er m ail d eli v er y s yst e m. If y o u d o n ot a gr e e wit h t his pr o c ess, pl e as e l et us k n o w as 
d es cri b e d b el o w. Pl e as e als o s e e t h e p ar a gr a p h i m m e di at el y a b o v e t h at d es cri b es t h e 
c o ns e q u e n c es of y o ur el e cti n g n ot t o r e c ei v e d eli v er y of t h e n oti c es a n d dis cl os ur es 
el e ctr o ni c all y fr o m us.  

 
H o w t o c o nt a ct S HI I nt e r n ati o n al C o r p O B O M y o v a nt S ci e n c es, I n c - P a rt 1 1:   

Y o u m a y c o nt a ct us t o l et us k n o w of y o ur c h a n g e s as t o h o w w e m a y c o nt a ct y o u el e ctr o ni c all y, 
t o r e q u est p a p er c o pi es of c ert ai n i nf or m ati o n fr o m us, a n d t o wit h dr a w y o ur pri or c o ns e nt t o 
r e c ei v e n oti c es a n d dis cl os ur es el e ctr o ni c all y as f oll o ws: 
T o c o nt a ct us b y e m ail s e n d m ess a g es t o:  

 
T o a d vis e S H I I nt e r n ati o n al C o r p O B O M y o v a nt S ci e n c es, I n c - P a rt 1 1 of y o u r n e w e m ail 
a d d r ess   

T o l et us k n o w of a c h a n g e i n y o ur e m ail a d dr ess w h er e w e s h o ul d s e n d n oti c es a n d dis cl os ur es 
el e ctr o ni c all y t o y o u, y o u m ust s e n d a n e m ail m ess a g e t o us at   a n d i n 
t h e b o d y of s u c h r e q u est y o u m ust st at e: y o ur pr e vi o us e m ail a d dr ess, y o ur n e w e m ail 
a d dr ess.  W e d o n ot r e q uir e a n y ot h er i nf or m ati o n fr o m y o u t o c h a n g e y o ur e m ail a d dr ess.   

If y o u cr e at e d a D o c u Si g n a c c o u nt, y o u m ay u p d at e it wit h y o ur n e w e m ail a d dr ess t hr o u g h y o ur 
a c c o u nt pr ef er e n c es.  

 
T o r e q u est p a p e r c o pi es f r o m S HI I nt e r n ati o n al C o r p O B O M y o v a nt S ci e n c es, I n c - P a rt 
1 1   

T o r e q u est d eli v er y fr o m us of p a p er c o pi es of t h e n oti c es a n d dis cl os ur es pr e vi o usl y pr o vi d e d 
b y us t o y o u el e ctr o ni c all y, y o u m ust s e n d us a n e m ail t o   a n d i n t h e 
b o d y of s u c h r e q u est y o u m ust st at e y o ur e m ail a d dr ess, f ull n a m e, m aili n g a d dr ess, a n d 
t el e p h o n e n u m b er. W e will bill y o u f or a n y f e es at t h at ti m e, if a n y.  

 
T o  wit h d r a w y o u r c o n s e nt wit h S HI I nt e r n ati o n al C o r p O B O M y o v a nt S ci e n c es, I n c - P a rt 
1 1   
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T o i nf or m us t h at y o u n o l o n g er wis h t o r e c ei v e f ut ur e n oti c es a n d dis cl os ur es i n el e ctr o ni c 
f or m at y o u m a y: 

i. d e cli n e t o si g n a d o c u m e nt fr o m wit hi n y o ur si g ni n g s essi o n, a n d o n t h e s u bs e q u e nt p a g e, 
s el e ct t h e c h e c k -b o x i n di c ati n g y o u wis h t o wit h dr a w y o ur c o ns e nt, or y o u m a y;  

ii. s e n d us a n e m ail t o  a n d i n t h e b o d y of s u c h r e q u est y o u m ust st at e 
y o ur e m ail, f ull n a m e, m aili n g a d dr ess, a n d t el e p h o n e n u m b er.  W e d o n ot n e e d a n y ot h er 
i nf or m ati o n fr o m y o u t o wit h dr a w c o ns e nt..  T h e c o ns e q u e n c es of y o ur wit h dr a wi n g c o ns e nt f or 
o nli n e d o c u m e nts will b e t h at tr a ns a cti o ns m a y t a k e a l o n g er ti m e t o pr o c es s..  

 
R e q ui r e d h a r d w a r e a n d s oft w a r e   

T h e mi ni m u m s ys t e m r e q uir e m e nts f or usi n g t h e D o c u Si g n s yst e m m a y c h a n g e o v er ti m e. T h e 
c urr e nt s yst e m r e q uir e m e nts ar e f o u n d h er e: htt ps://s u p p ort. d o c usi g n. c o m/ g ui d e s/si g n er -g ui d e -
si g ni n g-s yst e m -r e q uir e m e nts.  

 
A c k n o wl e d gi n g y o u r a c c ess a n d c o n s e nt t o r e c ei v e a n d si g n d o c u m e nts el e ct r o ni c all y   

T o c o nfir m t o us t h at y o u c a n a c c ess t his i nf or m ati o n el e ctr o ni c all y, w hi c h will b e si mil ar t o 
ot h er el e ctr o ni c n oti c es a n d di s cl os ur es t h at w e will pr o vi d e t o y o u, pl e as e c o nfir m t h at y o u h a v e 
r e a d t hi s E R S D, a n d (i) t h at y o u ar e a bl e t o pri nt o n p a p er or el e ctr o ni c all y s a v e t hi s E R S D f or 
y o ur f ut ur e r ef er e n c e a n d a c c ess; or (ii) t h at y o u ar e a bl e t o e m ail t his E R S D t o a n e m ail a d dr ess 
w h er e y o u will b e a bl e t o pri nt o n p a p er or s a v e it f or y o ur f ut ur e r ef er e n c e a n d a c c ess. F urt h er, 
if y o u c o ns e nt t o r e c ei vi n g n oti c es a n d dis cl os ur es e x cl usi v el y i n el e ctr o ni c f or m at as d es cri b e d 
h er ei n, t h e n s el e ct t h e c h e c k -b o x n e xt t o ‘I a gr e e t o us e el e ctr o ni c r e c or ds a n d si g n at ur es’ b ef or e 
cli c ki n g ‘ C O N TI N U E’ wit hi n t h e D o c u Si g n s yst e m.  

B y s el e cti n g t h e c h e c k -b o x n e xt t o ‘I a gr e e t o us e el e ctr o ni c r e c or ds a n d si g n at ur es’, y o u c o nfir m 
t h at: 

  Y o u c a n a c c ess a n d r e a d t hi s El e ctr o ni c R e c or d a n d Si g n at ur e Dis cl os ur e; a n d  
  Y o u c a n pri nt o n p a p er t his El e ctr o ni c R e c or d a n d Si g n at ur e Dis cl os ur e, or s a v e or s e n d 

t hi s El e ctr o ni c R e c or d a n d Dis cl os ur e t o a l o c ati o n w h er e y o u c a n pri nt it, f or f ut ur e 
r ef er e n c e a n d a c c ess; a n d 

  U ntil or u nl ess y o u n otif y  S HI I nt er n ati o n al C or p O B O M y o v a nt S ci e n c es, I n c - P art 1 1 
as d es cri b e d a b o v e, y o u c o ns e nt t o r e c ei v e e x cl usi v el y t hr o u g h el e ctr o ni c m e a ns all 
n oti c es, dis cl os ur es, a ut h ori z ati o ns, a c k n o wl e d g e m e nts, a n d ot h er d o c u m e nts t h at ar e 
re q uir e d t o b e pr o vi d e d or m a d e a v ail a bl e t o y o u b y  S HI I nt er n ati o n al C or p O B O 
M y o v a nt S ci e n c es, I n c - P art 1 1 d uri n g t h e c o urs e of y o ur r el ati o ns hi p wit h S HI 
I nt er n ati o n al C or p O B O M y o v a nt S ci e n c es, I n c - P art 1 1.  

P P D


	STATISTICAL ANALYSIS PLAN
	STATISTICAL ANALYSIS PLAN APPROVAL SHEET
	TABLE OF CONTENTS
	LIST OF TABLES
	Table 1: Study Objectives and Endpoints
	Table 2. BMD Requirement by DXA in Protocol and Amendments
	Table 3: Visit Windows for Monthly and Quarterly Assessments (Monthly and Quarterly Visit, Lab and PGA)
	Table 4: Visit Windows for Bone Mineral Density Assessments
	Table 5: Visit Windows for ECG Assessments
	Table 6: Visit Windows for EHP-30 Questionnaire Assessments
	Table 7: Visit Windows for EHP Work Domain and EQ-5D-5L Assessments
	Table 8: Visit Windows for PGIC Assessments
	Table 9: Visit Windows for Endometrial Biopsies Assessments
	Table 10: Visit Windows for Mammogram Assessments
	Table 11: Time Windows for Daily Assessments from eDiary
	Table 12: Categories for Demographic and Baseline Characteristics
	Table 13: Effect of Protocol-Specific Analgesic Medication Use for Endometriosis- Associated Pain on Responder Status at Week 52, Week 104/EOT
	Table 14: Missing Data Handling Rules for Average Dysmenorrhea NRS Score at Week 52, Week 104/ EOT
	Table 15: Missing Data Handling Rules for Average Non-Menstrual Pelvic Pain NRS Score at Week 52, Week 104/EOT
	Table 16: Planned Subgroup Analyses
	Table 17: Endometriosis Health Profile 30-Item Questionnaires Scores
	Table 18: Patient Global Assessment Numerical Scores
	Table 19: Subject Modified Biberoglu and Behrman Scales for Dysmenorrhea, Pelvic Pain, and Dyspareunia
	Table 20: Other Safety Parameters of Interest
	Table 21: Categories of Liver Test Elevations
	Table 22: Categories of Potentially Clinically Significant Abnormalities in Vital Signs
	Table 23: Categories of Primary Diagnosis in Endometrial Biopsies
	Table 24: Planned Subgroup Analyses
	Table 25: Definitions of Bleeding Profile Categories
	Table 26: Summaries of Bleeding Amount and Number of Bleeding Days

	LIST OF FIGURES
	Figure 1 MVT-601-3103 Study Schematic
	Figure 2: Visual Depiction of the Missing Data Handling Rules and Determination of Responder Status for the Primary Efficacy Endpoints

	LIST OF ABBREVIATIONS
	1. INTRODUCTION
	1.1. Study Objectives and Endpoints

	2. STUDY DESIGN
	2.1. Summary of Study Design
	2.2. Sample Size Considerations

	3. PLANNED ANALYSES
	3.1. Final Analyses
	3.2. Safety Follow-Up Analyses

	4. GENERAL CONSIDERATIONS FOR DATA ANALYSES AND HANDLING OF MISSING DATA
	4.1. Data Presentation Conventions
	4.2. Analysis Populations
	4.2.1. Extension Study Population
	4.2.2. Extension Safety Population
	4.2.3. Exclusion of Site REDACTED from Efficacy and Safety Analyses�

	4.3. Definitions, Computation, and Convention
	4.3.1. Definition of Date of First Dose and Date of Last Dose of Pivotal phase 3 Study Drug
	4.3.2. Definition of Date of First Dose and Date of Last Dose of Extension Study Drug
	4.3.3. Study Day
	4.3.4. Extension Study Day
	4.3.5. Definition of Overall Treatment Duration
	4.3.6. Definition of Extension Study Treatment Duration
	4.3.7. Definition of Baseline Value and Post-Baseline Value
	4.3.8. Visit Windows

	4.4. General Rules for Missing Data
	4.4.1. By-Visit Endpoints
	4.4.2. Adverse Events and Concomitant Medications

	4.5. Handling Multiple Values on the Same Day

	5. STUDY POPULATION
	5.1. Subject Disposition
	5.2. Protocol Deviations
	5.3. Demographic and Baseline Characteristics
	5.4. Medical History
	5.5. Concomitant Medications

	6. STUDY DRUG EXPOSURE AND COMPLIANCE
	7. EFFICACY ANALYSES
	7.1. General Considerations
	7.1.1. Analyses for Categorical Data
	7.1.2. Analyses for Continuous Data

	7.2. Primary Efficacy Endpoints
	7.2.1. Primary Efficacy Analysis
	7.2.2. Determination of the Meaningful Change Thresholds for the Primary Endpoints
	7.2.3. Data Sources Supporting Derivation of Responder Status
	7.2.4. Definitions Related to Numerical Rating Scale Pain Scores and Analgesic Use
	7.2.5. Definition of Responder at Week 52 and Week 104/EOT
	7.2.6. Derivation of Responder Status at Week 52, Week 104/EOT and Missing Data Handling Rules
	7.2.7. Mixed-Effects Model for Imputing Missing or Partially Missing Pain Scores at Week 52 and Week 104/EOT
	7.2.8. Subgroup Analyses

	7.3. Secondary Efficacy Endpoints
	7.3.1. Change from Baseline in EHP-30 Pain Domain Scores
	7.3.2. Change from Baseline in Numerical Rating Scale Score for Endometriosis- Associated Pain
	7.3.3. Analgesic use
	7.3.4. Change from Baseline in Patient Global Assessments
	7.3.5. Change from Baseline in Functional Impairment on sB&B Scale
	7.3.6. Patient Global Impression of Change

	7.4. Exploratory Efficacy Endpoints
	7.4.1. Exploratory Efficacy Analyses


	8. PHARMACODYNAMIC ANALYSES
	9. SAFETY ANALYSES
	9.1. Adverse Events
	9.1.1. Relationship to Study Drug
	9.1.2. Severity of Adverse Event
	9.1.3. Serious Adverse Event
	9.1.4. Adverse Event Leading to Withdrawal of Study Drug
	9.1.5. Adverse Events Leading to Dose Interruption
	9.1.6. Adverse Events Resulting in a Fatal Outcome
	9.1.7. Other Safety Parameters of Interest
	9.1.8. Exposure-adjusted Adverse Events
	9.1.9. Adverse Events of Clinical Interest

	9.2. Laboratory Data
	9.3. Other Safety Analyses
	9.3.1. Electrocardiograms
	9.3.2. Vital Signs
	9.3.3. Endometrial Biopsy
	9.3.4. Mammogram
	9.3.5. Bone Mineral Density
	9.3.6. Menstruation Recovery
	9.3.7. Analysis of Bleeding Profiles
	9.3.8. Amenorrhea Rate and Sustained Amenorrhea Rate


	10. REFERENCES
	11. REVISION HISTORY
	APPENDICES
	Appendix 1. Protocol-Specified Rescue Analgesics
	Appendix 2. List of pre-defined threshold in selected chemistry and hematology test results




