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1. 0  P R O T O C O L S U M M A R Y  

1. 1  S y n o p si s  

P r ot o c ol Titl e:   
A P h as e 2 a/ b, 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, P ar all el Gr o u p, M ulti c e nt er, 

Cli ni c al St u d y t o E v al u at e t h e Effi c a c y a n d S af et y of O G- 6 2 1 9 i n 3 D os e L e v els, i n W o m e n 

1 8 t o 4 9 Y e ars of A g e wit h M o d er at e t o S e v er e E n d o m etri osi s- R el at e d P ai n 

R e gi st r y I D I N D N u m b er  1 5 4 5 7 4 

E U- C T R N u m b er: 2 0 2 2- 5 0 1 3 1 0- 5 7- 0 0 

R ati o n al e: 

C urr e nt m e di c al tr e at m e nt s f or e n d o m etri osi s-r el at e d p ai n ( E R P) ar e s o m eti m es i n a d e q u at e 

a n d h a v e s af et y a n d t ol er a bilit y i ss u es t h at c a n li mit t h eir us e, oft e n l e a di n g p ati e nt s t o h a v e 

r e p e at e d s ur gi c al i nt er v e nti o ns. T h er ef or e, t h er e i s a n e e d f or d e v el o p m e nt of n e w E R P m e di c al 

t h er a pi es. A l o c al i n hi biti o n of estr o g e n pr o d u cti o n at t h e e ct o pi c i m pl a nt s l e v el, f or tr e at m e nt 

of E R P, s u c h as O G- 6 2 1 9, a n o v el i n hi bit or of h y dr o x yst er oi d- - d e h y dr o g e n as e t y p e 1 

s a n d s yst e mi c li a biliti es of t h e c urr e nt 

h or m o n al tr e at m e nt s. 

T h e p ur p os e of t hi s gl o b al P h as e 2 a/ b st u d y is t o d et er mi n e t h e effi c a c y, s af et y, a n d t ol er a bilit y 

of 3 d os e l e v el s of O G- 6 2 1 9 (  t wi c e a d a y [ BI D]) i n pr e- m e n o p a us al 

w o m e n b et w e e n 1 8 a n d 4 9 y e ars of a g e (i n cl usi v e), w h o h a v e m o d er at e t o s e v er e E R P. T h e 

pri m ar y effi c a c y e n d p oi nt will ass e ss t h e effi c a c y of 3 d os e l e v el s of O G- 6 2 1 9 i n c h a n g e fr o m 

B as eli n e C y cl e ( B C) i n e n d o m etri osi s-r el at e d o v er all p el vi c p ai n ( O P P) s c or e (t h e w ei g ht e d 

m e a n of t h e d ys m e n orr h e a [ D Y S] p el vi c p ai n s c or e a n d t h e n o n- m e nstr u al p el vi c p ai n s c or e 

[ N M P P; p ai n ass o ci at e d wit h mi ct uriti o n, d ef e c ati o n, o v ul ati o n, i nt er c o urs e]) d uri n g t h e 

Tr e at m e nt C y cl e 3 ( T R C 3) c o m p ar e d t o Pl a c e b o. T h e s e c o n d ar y e n d p oi nt s will ass ess t h e 

effi c a c y of O G- 6 2 1 9 utili zi n g t h e D Y S s c or e v ers us Pl a c e b o at B C v er s us T R C 3, a n d t h e 

N M P P s c or e i n a d diti o n t o d ys p ar e u ni a at B C v er s us T R C 3. T h e st u d y will al s o c oll e ct d at a 

h e alt h-r el at e d q u alit y of lif e ( H R Q o L) usi n g t h e 3 0-it e m E n d o m etri osi s H e alt h Pr ofil e ( E H P-

3 0). T h e p ai n s c or e e nt er e d  b y e a c h p arti ci p a nt i n t h e el e ctr o ni c di ar y ( e Di ar y) m ust 

c a pt ur e t h e w orst p el vi c p ai n ( p e a k p ai n) c orr es p o n di n g t o t h at d a y a n d s h o ul d b e e nt er e d at 

a b o ut t h e s a m e ti m e ( b ef or e g oi n g t o b e d). P arti ci p a nt s will m a k e  e ntri es r e g ar di n g t h e 

s e v erit y of t h eir O P P, D Y S, N M P P i nt o t h e e Di ar y t o c a pt ur e t h e effi c a c y e n d p oi nt s of i nt er est. 

I n a d diti o n, d at a o n t h e p h ar m a c o ki n eti cs ( P K) of O G- 6 2 1 9 a n d it s pri m ar y m et a b olit e 

F O R- 1 0 1 1 will b e c oll e ct e d. E v al u ati o n of effi c a c y will b e b as e d o n t h e m e a n O P P, D Y S, a n d 

N M P P s c or es c oll e ct e d usi n g a n e Di ar y. S af et y a n d t ol er a bilit y ar e pri m ar y o bj e cti v es; t h e 

e n d p oi nt i n cl u d es a d v ers e e v e nt s ( A E), s eri o us a d v ers e e v e nts ( S A E), l a b or at or y ass e ss m e nt s, 

ass ess m e nt of el e ctr o c ar di o gr a ms ( E C G s), vit al si g ns, p h ysi c al e x a ms, eff e ct o n s yst e mi c 

0 F H H T 0
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E C G = El e ctr o c ar di o gr a m; e Di ar y = El e ctr o ni c di ar y; 
E H P- 3 0 = E n d o m etri o si s H e alt h Pr ofil e- 3 0; E O T = E n d of Tr e at m e nt; 

E R P = E n d o m etri o si s-r el at e d p ai n; 

N M P P = N o n- m e n str u al p el vi c p ai n; N R S = N u m eri c r ati n g s c al e; 
O P P = O v er all P el vi c P ai n ( e n d o m etri o si s-r el at e d); 
P GI- C = P ati e nt Gl o b al I m pr es si o n of C h a n g e;

P GI- S = P ati e nt Gl o b al I m pr es si o n of S e v erit y; P K = P h ar m a c o ki n eti c; 
S C = S cr e e ni n g C y cl e;  

  
T R C 1 = Tr e at m e nt C y cl e 1; T R C 2 = Tr e at m e nt C y cl e 2; 

T R C 3 = Tr e at m e nt C y cl e 3 ;
V = Vi sit;

O v e r all D esi g n:

T hi s i s a gl o b al m ulti c e nt er, P h as e 2 a/ b, 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, 4- ar m 

pr o of of c o n c e pt, d os e-r a n g e st u d y t o ass e ss t h e effi c a c y, s af et y, a n d t ol er a bilit y of 3 d os e 

l e v el s of O G- 6 2 1 9, i n pr e- m e n o p a us al w o m e n 1 8 t o 4 9 y e ars of a g e (i n cl usi v e), w h o h a v e b e e n 

s ur gi c all y di a g n os e d wit h e n d o m etri osi s wit hi n t h e l ast 4 m o nt hs t o 1 0 y e ars pri or t o Vi sit 1 

( V 1) a n d wit h m o d er at e t o s e v er e E R P.

T h e st u d y d ur ati o n of a p pr o xi m at el y 2 8 w e e ks i n cl u d es: a n i niti al p eri o d of a p pr o xi m at el y 

2 t o 4 w e e ks. b et w e e n V 1 a n d  t o c oll e ct s af et y l a b or at or y ass e ss m e nt s. E a c h c y cl e 

r ef ers t o 1 m e nstr u al c y cl e ar o u n d 2 1 t o 3 2- d a y d ur ati o n. A S cr e e ni n g C y cl e ( S C), b et w e e n 

 a n d ; A B C or Si n gl e- bli n d , b et w e e n  a n d . A 

R a n d o mi z ati o n Vi sit ( ), t o tr e at m e nt all o c ati o n wit h a r ati o of  t o 3 a cti v e ar m s a n d 

1 Pl a c e b o ar m. T hi s is a d o u bl e- bli n d tr e at m e nt c y cl e a cr oss 3 m e nstr u al c y cl e s, Tr e at m e nt 

C y cl e 1 ( T R C 1), Tr e at m e nt C y cl e 2 ( T R C 2), a n d Tr e at m e nt C y cl e 3 ( T R C 3) or E n d of 

tr e at m e nt ( E O T); a n d i s f oll o w e d b y a S af et y F oll o w- u p C y cl e ( S F C). O v er all, t h e st u d y 

i n cl u d es  o n-sit e vi sit s a n d  p h o n e c o nt a ct s, as d et ail e d b el o w:

S cr e e ni n g P eri o d:

o O n e S C: St arts at  (fir st d a y of t h e m e ns e s) a n d e n ds o n e- d a y b ef or e n e xt m e ns es.

o O n e B C d uri n g t h e si n gl e- bli n d,  p eri o d: St arts at  (first d a y of t h e

m e ns es) a n d e n ds at o n e- d a y b ef or e n e xt m e ns es.

R a n d o mi z ati o n: , t hi s is o n first d a y of t h e n e xt m e ns es aft er t h e e n d of B C.

Tr e at m e nt P eri o d: T hr e e tr e at m e nt c y cl es ( T R C 1, T R C 2, a n d T R C 3) aft er :

o T R C 1 i s t h e p eri o d b et w e e n t h e first d a y of m e ns es ass o ci at e d wit h tr e at m e nt st art ( )

t o t h e d a y pri or t o t h e fir st d a y of n e xt m e ns es, r e g ar dl ess of n u m b er of d a ys. 
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o T R C 2 i s t h e p eri o d b et w e e n t h e first d a y of s e c o n d m e ns es aft er e n d of B C t o t h e d a y

pri or t o first d a y of n e xt m e ns es, r e g ar dl ess of n u m b er of d a ys. P h o n e C o nt a ct  i s d o n e

d uri n g t h e m e ns es.

o T R C 3 or E O T is t h e p eri o d b et w e e n t h e first d a y of t hir d m e ns es aft er e n d of B C t o

eit h er e n d aft er  c o m pl et e d c y cl es or  o n st u d y tr e at m e nt, w hi c h e v er o c c urs

first.

S af et y F oll o w- u p:

o S F C, i s t h e p eri o d of ti m e b et w e e n t h e first d a y aft er st o p pi n g st u d y tr e at m e nt d uri n g

T R C 3 a n d e n ds aft er 3 0 c o ns e c uti v e d a ys (r e g ar dl e ss of w h et h er it ali g ns wit h first d a y

m e ns es or n ot). P h o n e c o nt a ct  i s d o n e at  aft er l ast i nt a k e of st u d y tr e at m e nt.

 at t h e first d a y of n e xt m e ns es is c o nsi d er e d E n d of St u d y ( E O S).

At , p arti ci p a nt s will r e c ei v e t h e e Di ar y w hi c h will b e us e d  u ntil t h e E O S ( ) t o 

c oll e ct t h e ( w orst) p el vi c p ai n s c or es ( D Y S, N M P P, d ys p ar e u ni a). T h e p ai n s c or e e nt er e d 

 b y e a c h p arti ci p a nt i n t h e e Di ar y m ust c a pt ur e  

c orr es p o n di n g t o t h at d a y a n d s h o ul d b e e nt er e d at a b o ut t h e s a m e ti m e ( b ef or e g oi n g t o b e d). 

T h e e Di ar y will al s o c oll e ct  

 

 

 

 as w ell as m e nt al h e alt h ass ess m e nt vi a C- S S R S will 

b e c oll e ct e d a c c or di n g t o t h e S c h e d ul e of A cti viti e s ( S o A).

c o nti n u o usl y m o nit or e d b y t h e S p o ns or a n d b y a n e xt er n al D at a M o nit ori n g C o m mitt e e [ D M C] 

c o m mitt e e t hr o u g h o ut t h e st u d y ( at o n g oi n g a n d pr e- d efi n e d wi n d o ws).

N u m b e r of P a rti ci p a nts:

A p pr o xi m at el y pr e- m e n o p a us al f e m al es a g e d 1 8 t o 4 9 y e ar s ol d (i n cl usi v e), w h o h a v e 

b e e n s ur gi c all y di a g n os e d wit h e n d o m etri osi s wit hi n t h e l ast 4 m o nt hs t o 1 0 y e ars pri or t o V 1, 

will b e s cr e e n e d t o a c hi e v e 3 8 0 r a n d o ml y assi g n e d t o st u d y tr e at m e nt ( p arti ci p a nt s p er 

gr o u p). A mi ni m u m s u bs et p er tr e at m e nt gr o u p (i n cl u di n g Pl a c e b o gr o u p)

will b e v ol u nt aril y e nr oll e d f or o pti o n al i nt e nsi v e P K s a m pli n g f or t h e e ntir e d ur ati o n of t h e 

st u d y. 
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Statistical Methods:

Efficacy:

The primary endpoint will be the mean change from BC of the average daily OPP score during 
TRC3. The OPP will be calculated for each cycle as the total of OPP scores reported during 
the cycle divided by the number of days during the cycle in which the score was reported. For 
participants who discontinue early, their last cycle will be associated with the cycle number at 
entry into the cycle. The primary analysis will be conducted using all participants with a post-
treatment OPP measurement and will use a longitudinal model. The response vector for the 
model will be change from BC in the average OPP during TRC1, TRC2, and TRC3. Model 
terms will include the respective baseline, treatment, time (ie, cycle), and treatment-time 
interaction, allowing for the inclusion of individual outcomes over time (cycle). An 
unstructured error structure will be assumed. If nonconvergence is encountered, compound 
symmetry (CS) and first-order autoregressive AR(1) error structures will be considered.

Least squares mean change from baseline for each treatment group, with corresponding 
standard errors will be provided. Estimated treatment differences (each active treatment group 
versus Placebo) with corresponding 95% confidence intervals and 2-sided p-values will also 
be provided for each active treatment group. No missing data will be imputed for the primary 
analysis.

Supportive analyses will be conducted using an analysis of covariance (ANCOVA) on the 
change from baseline to the TRC3, with treatment as a fixed factor and baseline OPP as a 
covariate.

Secondary endpoints assessing change in continuous endpoints over time (either measurements 
within the cycle or at an individual visit) will use longitudinal models as described for the 
primary endpoint and/or ANCOVA models. Changes from SC to SFC will be compared using 
ANCOVA models using all participants with an OPP measurement during SFC. Select 
longitudinal models which focus on TRC1 and TRC2 may exclude TRC3 from the model. An 
unstructured error structure will be assumed for all longitudinal models. If nonconvergence is 
encountered, CS and AR (1) error structures will be considered.

Primary Safety Analysis:

The proportions of participants who experienced the following will be summarized

A treatment-emergent adverse event (TEAE)

Premature discontinuation of study treatment due to an AE

Changes from baseline to EOS abnormalities in clinical laboratory assessments, vital signs,
and physical and gynecological examination

0FHHT0
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P h ar m a c o ki n eti cs:

P K a n al ysi s s et: T h e P K a n al ysi s s et i s a s u b s et of t h e S af et y a n al ysi s s et ( S A F) a n d will

i n cl u d e all p arti ci p a nt s w h o r e c ei v e d at l e ast 1 d os e of O G- 6 2 1 9 a n d h a v e at l e ast

1 q u a ntifi a bl e O G- 6 2 1 9 c o n c e ntr ati o n.

P K a n al ysi s s et f or n o n c o m p art m e nt al a n al ysi s: T h e P K a n al ysi s s et f or n o n c o m p art m e nt al

a n al ysi s ( N C A) will i n cl u d e all p arti ci p a nt s i n t h e P K a n al ysi s s et w h o c h os e i nt e nsi v e P K

s a m pli n g i n D a y 1 ( ) a n d . I nt e nsi v e P K s a m pli n g is o pti o n al w h er e a s e p ar at e c o ns e nt

w o ul d b e pr o vi d e d.

O G- 6 2 1 9 a n d it s pri m ar y m et a b olit e F O R- 1 0 1 1 c o n c e ntr ati o n s ( all p arti ci p a nts r e c ei vi n g O G-

6 2 1 9) will b e s u m m ari z e d b y tr e at m e nt, st u d y visit, a n d s c h e d ul e d ti m e f or t h e P K a n al ysi s 

s et, as a p pr o pri at e.

P h ar m a c o d y n a mi cs:

P D a n al ysi s s et: T h e p h ar m a c o d y n a mi c ( P D) a n al ysi s s et i s a s u bs et of t h e S A F a n d will

i n cl u d e all p arti ci p a nt s w h o r e c ei v e d at l e ast o n e d os e of O G- 6 2 1 9 or Pl a c e b o a n d h a v e at

l e ast 1 p ost- d os e e v al u a bl e P D e n d p oi nt wit h o ut pr ot o c ol d e vi ati o ns or e v e nts aff e cti n g t h e

P D r es ult s.

T h e P D a n d e x pl or at or y e n d p oi nt s a n d c h a n g e fr o m b as eli n e r es ult s will b e s u m m ari z e d b y 

tr e at m e nt a n d s c h e d ul e d ti m e, w h er e a p pr o pri at e, f or t h e P D a n al ysi s s et.

I nt eri m a n al ysi s (I A):

T h er e will b e n o I A . A n i nt eri m ps y c h o m etri c a n al ysi s usi n g bli n d e d d at a will b e 

p erf or m e d t o affir m m et h o ds f or est a bli s hi n g p ai n r es p o n d er c ut offs.

D at a M o nit o ri n g/ Ot h e r C o m mitt e e: Y es
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 T R C 1 = Tr e at m e nt C y cl e 1; T R C 2 = Tr e at m e nt C y cl e 2; T R C 3 = Tr e at m e nt C y cl e 3;  U P T = Uri n e 
pr e g n a n c y t est; V X = Vi sit X; ; ~ = a p pr o xi m at el y.

a. V 1 i s r e c o m m e n d e d t o o c c ur ar o u n d bl e e di n g d a y ( m e ns e s).

b. S cr e e ni n g m a y o c c ur o v er s e v er al d a y s aft er i nf or m e d c o ns e nt i s si g n e d.
c. R e c h e c k cli ni c al st at u s b ef or e r a n d o mi z ati o n (

), a n d/ or fir st d os e of st u d y tr e at m e nt.
d. S ur gi c al di a g n osi s of e n d o m etri osi s i s c o nfir m e d b y d o c u m e nt ati o n i n t h e m e di c al r e c or ds.
e. E x a mi n ati o n i n cl u d es s p e c ul u m i ns erti o n, bi m a n u al e x a mi n ati o n, a n d br e ast e x a mi n ati o n. If a pr e vi o us P A P s m e ar r e p ort i s a v ail a bl e a n d t h e r e s ults m e et

t h e l o c al g ui d eli n es, n o a d diti o n al t est s ar e n e e d e d; ot h er wi s e, t h e P A P s m e ar s h o ul d b e p erf or m e d at S cr e e ni n g.
f. P ost- st u d y c o ntr a c e pti v e c o u ns eli n g ; P arti ci p a nt s w h o d o n ot wi s h t o c o n c ei v e  s h o ul d b e gi n a n e w

c o ntr a c e pti v e m et h o d as s o o n as p ossi bl e. P ost- st u d y c o ntr a c e pti v e c o u n s eli n g will b e pr o vi d e d b y st u d y sit e p er s o n n el i n a c c or d a n c e wit h t h e S o A.
g. T h e U P T is c e ntr all y pr o vi d e d. If a n y m e nstr u al c y cl e d el a y i s n ot e d, t h e p arti ci p a nt m ust i m m e di at el y p erf or m U P T a n d c o nt a ct cli ni c t o s c h e d ul e a vi sit

as s o o n as p ossi bl e a n d t h e S p o n s or m ust b e c o nt a ct e d. A d diti o n al U P T c a n b e dis p e n s e d as n e e d e d.
h. t o b e r a n d o mi z e d.
i. A t a bl et c o u nt will b e p erf or m e d at  a n d o p e n b ottl e s r et ur n e d t o p arti ci p a nt s t o c o m pl et e C y cl e 1 tr e at m e nt.
j. P arti ci p a nt s will b e gi n d ail y  c o m pl eti o n at  I n v esti g at or or d esi g n e e s s h o ul d e x pl ai n t h e i m p ort a n c e of c o m pl eti n g t h e e Di ar y . I n v esti g at ors

ar e t o e v al u at e p arti ci p a nt s c o m pli a n c e wit h t h e e Di ar y d uri n g s cr e e ni n g t o a ss e ss eli gi bilit y p er i n cl u si o n crit eri a. P arti ci p a nt s w h o ar e n ot c o m pl ai nt
s h o ul d b e r e-tr ai n e d.

k. d uri n g b ot h t h e S C a n d t h e B C t o b e r a n d o mi z e d (i nf or m ati o n t o b e pr o vi d e d b y t h e e Di ar y
p ort al).

l.
m. E C G will b e p erf or m e d pr e- wit n ess d o s e a n d 1. 5 h o ur s aft er d os e ( wit n ess d o s e), f oll o wi n g t h e P K S p ars e ass e ss m e nt.
n.
o. If i n di c at e d, p arti ci p a nt s will b e t est e d f or g o n orr h e a a n d c hl a m y di a u nl e ss t h e y w er e s cr e e n e d wit hi n t h e p a st 3 m o nt hs a n d h a v e n o n e w s e x u al p art n er.

T e sti n g f or tri c h o m o n a s a n d b a ct eri al v a gi n osi s will o nl y b e r e q uir e d if a b n or m al v a gi n al di s c h ar g e i s pr e s e nt. T e sti n g will b e p erf or m e d l o c all y a n d m a y
b e r e p e at e d d uri n g t h e st u d y as n e e d e d.

p. If l o c al r e g ul ati o ns i n di c at e t h at U P T s h o ul d b e p erf or m e d m or e fr e q u e ntl y, f oll o w l o c al r e g ul ati o ns w h er e a p pli c a bl e.
q. I n a d diti o n t o visit s s p e cifi e d, s er u m pr e g n a n c y t est al s o r e q uir e d a n y ti m e pr e g n a n c y is s us p e ct e d or if U P T i s p ositi v e ( u nl ess pr e g n a n c y alr e a d y

c o nfir m e d b y ultr a s o u n d).

u. O G- 6 2 1 9 a n d a cti v e m et a b olit e F O R- 1 0 1 1; bl o o d s a m pl e s f or P K a n al ysi s will b e c oll e ct e d at all vi sit s d uri n g t h e d o si n g p eri o d i n cl u di n g t h e E O T Visit
a n d di s c o nti n u ati o n. I n a d diti o n, f or t h e o pti o n al i nt e n si v e P K s a m pli n g, a mi ni m u m of  p arti ci p a nt s p er tr e at m e nt gr o u p (i n cl. Pl a c e b o gr o u p) will b e
e nr oll e d o n , f or e ntir e d ur ati o n of t h e st u d y. A c o m pl et e s c h e d ul e of P K ass e ss m e nt ti m es i s f o u n d i n T a bl e 8 . T h e wit n e ss d os e s h o ul d b e
a d mi ni st er e d at sit e f or .
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v.  s a m pl e c oll e cti o n t o b e c oll e ct e d wit hi n 1 2 ± 4 h o ur s of l a st d os e of st u d y m e di c ati o n. If n ot p ossi bl e, t h e P K s a m pl e s h o ul d b e c oll e ct e d at 
irr es p e cti v e of t h e ti mi n g of t h e l a st st u d y d os e t a k e n.

y. B as e d o n d et er mi n ati o n of p ositi v e C- S S R S r e s ult s f or s ui ci d alit y, t h e p arti ci p a nt s will b e di s c o nti n u e d fr o m t h e st u d y m e di c ati o n a n d r ef err e d t o a
- S S R S e v al u ati o n will h a v e t o b e tr e at e d a s a n S A E

a n d r e p ort e d t o t h e S p o n s or i n a ti m el y m a n n er.
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2.0 INTRODUCTION

Organon is developing OG-6219 (formally known as FOR-6219) for the treatment of moderate 
to severe endometriosis-related pain (ERP). Organon acquired Forendo on 13 December 2021 
and is now the owner and developer of OG-6219 as a novel hydroxysteroid- -
dehydrogenase type 1 ( ) enzyme inhibitor for the treatment of moderate to severe 
pain in endometriosis.

The main source of circulating estrogens in pre-menopausal women is the ovary. However, 
estrogens are also synthetized in peripheral tissues. Local biosynthesis of biologically active 
estradiol (E2) within the endometriotic lesions is thought to play a central role in the 
pathophysiology of endometriosis.1-3 In general, only a very small proportion of E2 and the 
androgens (testosterone, and dihydrotestosterone [DHT]), produced intracellularly by the 
steroidogenic enzymes of the intracrine pathways diffuse into the circulation, thus avoiding 
systemic effects. This intratissue hormone metabolism is known as intracrinology or intratissue 
hormone metabolism and is considered an important part of the endocrine control at the end 
organ level.4,5

Hydroxysteroid- -dehydrogenases ( ) are a family of enzymes that catalyse the 
interconversion between the active and inactive forms of specific steroidal hormones on the 
final steps of their biosynthesis.6-8 In mammals, there are at least 15 HSD17 1 enzymes and 
the nomenclature of these enzymes follow their discovery; the majority of these belong to the 
short-chain dehydrogenase/reductase (SDR) family.9

to be cloned and sequenced.9,10

specificity for steroids as a substrate and the highest catalytic activity for converting the low 
active estrone (
E1 to E2 activation step.11,12 This occurs in target cells where the estrogenic effect is exerted 
via the estrogen receptor.

The hydroxysteroid- -
converting highly active E2 to the less active E1. Thus, HSD17 regulate the 
balance between the highly active E2 and less active E1, which has shown to be essential for 
the regulation of intratissue estrogen concentrations both in the endometrium and 
endometriosis lesions (implants).1,13 (Figure 2).

0FHHT0



O G- 6 2 1 9
Cli ni c al Tri al Pr ot o c ol - O G- 6 2 1 9- P 0 0 1- 0 6 2 9

Fi g u r e 2 a n d e n z y m es r e g ul at e t h e b al a n c e of t h e l o w a cti v e E 1 
a n d hi g hl y a cti v e E 2 i n e n d o m et ri oti c l esi o n s

A b br e vi ati o ns : H S D 1 7 B 1 = H y dr o x y st er oi d- - d e h y dr o g e n as e t y p e 1; H S D 1 7 B 2 = H y dr o x y st er oi d- - d e h y dr o g e n as e 
t y p e 2.

A n i m b al a n c e b et w e e n H S D 1 7 1 a n d H S D 1 7 2 i n e n d o m etri oti c l e si o ns as c o m p ar e d t o 

n or m al e n d o m etri u m h as b e e n d e m o nstr at e d. 2, 1 4, 1 5 T hi s i s attri b ut e d t o t h e f ail ur e of 

u pr e g ul ati o n of H S D 1 7 2 i n e n d o m etri oti c l e si o ns d u e t o t h eir f u n cti o n al pr o g est er o n e 

r esi st a n c e1 6, 1 7 a n d t h er ef or e c o ntri b uti n g t o t h e i n cr e as e d E 2 l e v el s, i e, m or e estr o g e ni c 

e n vir o n m e nt i n t h e e n d o m etri oti c l esi o ns.

H S D 1 7 1 e x pr essi o n i s s e e n i n t h e e ut o pi c e n d o m etri u m t hr o u g h o ut t h e c y cl e. 1 8 T h e 
H S D 1 7 1 a n d H S D 1 7 2 ar e b ot h e x pr ess e d i n e n d o m etri u m a n d e n d o m etri oti c i m pl a nt s 2 0 ;
h o w e v er, t h er e i s a n i m b al a n c e b et w e e n H S D 1 7 1 a n d 2 i n e n d o m etri oti c l e si o ns as 
c o m p ar e d t o n or m al e n d o m etri u m ( e ut o pi c e n d o m etri u m) .2, 1 4, 1 5

I n a r e c e ntl y p u bli s h e d st u d y2 1 , i n w hi c h pr ot ei n l e v els of diff er e nt e n z y m e s w er e d et er mi n e d 

i n b ot h e ut o pi c e n d o m etri u m a n d e n d o m etri oti c l e si o ns, e ut o pi c e n d o m etri u m pr es e nt e d hi g h er 

l e v el s of ar o m at as e, c o m p ar e d t o st er oi d s ulf at as e ( S T S) or H S D 1 7 1, w hil e e n d o m etri oti c 

l esi o ns h a d s u p eri or l e v el s of S T S a n d H S D 1 7 1.

T h e p h ar m a c ol o gi c al a cti o n of t h e n o v el e n z y m e i n hi bit or O G- 6 2 1 9, i s b as e d o n its 

p ot e nt a n d s el e cti v e bi n di n g t o H S D 1 7 1 2 2 a n d a bilit y t o i n hi bit E 2 pr o d u cti o n fr o m E 1. 2 3, 2 4

O G- 6 2 1 9 i s n ot e x p e ct e d t o i nt erf er e wit h t h e bi ol o gi c al eff e ct s of cir c ul ati n g E 2 b e c a us e t h e 

p ut ati v e m e c h a ni s m of a cti o n i s b as e d o n it s a bilit y t o i n hi bit l o c al c o n v er si o n of E 1 t o E 2 i n 

e n d o m etri oti c l esi o ns wit h o ut e vi d e n c e of a n y off-t ar g et eff e cts. F urt h er m or e, O G- 6 2 1 9 h as 

n o i ntri nsi c estr o g e ni c or a nti estr o g e ni c a cti vit y, a n d n o a g o nist or a nt a g o nisti c a cti vit y at t h e 

pr o g est er o n e r e c e pt or B. S cr e e ni n g i n vitr o f or a cti vit y wit h 1 3 e n z y m es a n d 7 4 diff er e nt 

bi n di n g ass a ys f urt h er c o nfir m e d t h e a bs e n c e of off-t ar g et eff e ct s wit h O G- 6 2 1 9 .2 5- 2 7
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. As pr o of of c o n c e pt ( P o C),

H S D 1 7 1 i n hi bit ors h a v e d e m o nstr at e d t h e a bilit y t o r e d u c e t h e l esi o n s si z e a n d n u m b er i n a 

m ar m os et m o n k e y e n d o m etri osi s m o d el 2 8 a n d i n hi bit t h e E 2 f or m ati o n i n h u m a n e n d o m etri oti c 

l esi o ns e x vi v o.2 9 T h es e d at a as w ell as ot h er st u di es, 3 0, 3 1 d e m o nstr at e t h e i m p ort a n c e of t h e 

l o c al E 2 m et a b oli s m i n d e p e n d e nt fr o m t h e o v ari a n st er oi d o g e n esi s a n d s u g g ests H S D 1 7 1 as 

a v ali d t ar g et f or t h e tr e at m e nt of E R P. A n i n hi bit or of H S D 1 7 1 s h o ul d t h er ef or e b e s uit a bl e 

i n pr e v e nti n g t h e l o c al s y nt h esi s of E 2 i n e n d o m etri oti c l e si o ns2, 1 5, 2 0 a n d m a y h a v e t h er a p e uti c 

a cti vit y i n E R P.

2. 1 St u d y R ati o n al e

C urr e nt m e di c al tr e at m e nts f or E R P ar e s o m eti m es i n a d e q u at e a n d h a v e s af et y a n d t ol er a bilit y 

i ss u es (s yst e mi c eff e cts) t h at li mit t h eir us e, oft e n l e a di n g p ati e nt s t o h a v e r e p e at e d s ur gi c al 

i nt er v e nti o ns.3 2 T h er e i s a c o m p elli n g u n m et m e di c al n e e d f or a n e w m e di c al t h er a p y b as e d o n 

a l o c al i n hi biti o n of estr o g e n pr o d u cti o n at t h e e ct o pi c i m pl a nt s l e v el ( w hi c h c o ul d b e s h o w n 

i n pr e- cli ni c al e x p eri m e nts), f or tr e at m e nt of E R P, s u c h as O G-

e n z y m e i n hi bit or, w hi c h c a n a v oi d t h e li mit ati o ns a n d s yst e mi c li a biliti es of t h e c urr e nt 

h or m o n al tr e at m e nt.

T h e p ur p os e of t hi s gl o b al P h as e 2 a/ b st u d y is t o d et er mi n e t h e effi c a c y, s af et y, a n d t ol er a bilit y 

of 3 d os e l e v els of O G- 6 2 1 9 (  BI D) i n pr e- m e n o p a us al w o m e n b et w e e n 

1 8 a n d 4 9 y e ars of a g e (i n cl usi v e), w h o h a v e b e e n s ur gi c all y di a g n os e d wit h e n d o m etri osi s 

wit hi n t h e l a st 4 m o nt hs t o 1 0 y e ars pri or t o Vi sit 1 ( V 1) a n d w h o h a v e m o d er at e t o s e v er e 

E R P. T h e pri m ar y effi c a c y e n d p oi nt will ass ess t h e effi c a c y of 3 d os e l e v el s of O G- 6 2 1 9 i n 

c h a n g e fr o m B as eli n e C y cl e ( B C) i n t h e O P P s c or e (t h e m e a n of t h e d ys m e n orr h e a [ D Y S]

p el vi c p ai n s c or e c o m bi n e d wit h t h e m e a n of t h e n o n- m e nstr u al p el vi c p ai n [ N M P P] s c or e)

d uri n g t h e Tr e at m e nt C y cl e 3 ( T R C 3) c o m p ar e d t o Pl a c e b o. T h e s e c o n d ar y e n d p oi nt s will 

ass ess t h e effi c a c y of O G- 6 2 1 9 utili zi n g t h e D Y S s c or e v ers us Pl a c e b o at B C v er s us T R C 3, 

a n d t h e N M P P s c or e i n a d diti o n t o d ys p ar e u ni a at B C v ers us T R C 3.  

 

 T h e p ai n s c or e e nt er e d  b y e a c h p arti ci p a nt i n t h e el e ctr o ni c di ar y ( e Di ar y)

m ust c a pt ur e t h e  ( p e a k p ai n) c orr es p o n di n g t o  a n d s h o ul d b e e nt er e d 

at a b o ut t h e s a m e ti m e ( b ef or e g oi n g t o b e d). P arti ci p a nt s will m a k e  e ntri es r e g ar di n g t h e 

s e v erit y of t h eir O P P, D Y S, a n d N M P P i nt o t h e e Di ar y t o c a pt ur e t h e effi c a c y e n d p oi nt s of 

i nt er est. I n a d diti o n, d at a o n t h e p h ar m a c o ki n eti cs ( P K) of O G- 6 2 1 9 a n d it s pri m ar y m et a b olit e 

F O R- 1 0 1 1 will b e c oll e ct e d. E v al u ati o n of effi c a c y will b e b as e d o n t h e m e a n O P P, D Y S, a n d 

N M P P s c or es c oll e ct e d usi n g a n e Di ar y. S af et y a n d t ol er a bilit y i s a pri m ar y o bj e cti v e; t h e 

e n d p oi nt i n cl u d es a d v ers e e v e nt s ( A E), s eri o us a d v ers e e v e nt s ( S A E), l a b or at or y as s ess m e nt s, 

ass ess m e nt of el e ctr o c ar di o gr a m ( E C G), vit al si g ns, p h ysi c al e x a m s, eff e ct o n s yst e mi c 

h or m o n es, eff e ct o n b o n e, eff e ct o n e n d o m etri u m b as e d o n tr a ns v a gi n al ultr as o u n d ( T U V S)

a n d e n d o m etri al hist ol o g y, a n d ass e ss m e nts usi n g t h e m e nt al h e alt h e v al u ati o n vi a t h e 
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Columbia-Suicide Severity Rating Scale (C-SSRS). Refer to the objective and endpoint 
(Table 1) for more details.

2.2 Background

Endometriosis is a chronic and often debilitating disease that affects up to 10% of women of 
reproductive age.33 Endometriosis is defined by the presence of endometrium-like tissue 
outside the uterine cavity; definitive diagnosis is obtained through surgical visualization of
lesions.34 The main phenotypes that frequently coexist are superficial peritoneal lesions, deep 
infiltrating endometriosis, ovarian endometriotic cysts (endometriomas). The predominant 
clinical symptoms of endometriosis are DYS, chronic pelvic pain, pain during intercourse 
(dyspareunia), and infertility. Endometriosis-related pain can have a significant impact on 

Quality of Life (QoL) and can result in a substantial economic burden.35,36

Definitive diagnosis for endometriosis is obtained through surgical visualization34; however, 
the most recent guidelines of the European Society of Human Reproduction and Embryology 
states that a diagnosis of endometriosis can also be based on a combination of clinical 
symptoms, imaging (magnetic resonance imaging [MRI] and/or ultrasound) and/or positive 
response to empiric treatment.37

Several factors have been suggested to be involved in the pathogenesis of endometriosis, 
including aberrant hormonal regulation, inflammation, as well as genetic and environmental 
factors.3,34,38 Estrogen-driven inflammation is thought to be the central process that shapes the 
pathology of endometriosis20,39 and is mediated by overproduction of inflammatory mediators 
such as cytokines, prostaglandins, and growth factors involving the innate and adaptive 
immune response system.40,41 Chronic inflammation, resultant adhesions, and other factors 
contribute to the main clinical symptoms. Pain is thought to be caused by inflammatory 
mediators and also has a neurogenic component41. In chronic stages, central sensitization also 
plays an important role in ERP, by amplifying the pain signal from the periphery.

41

Treatment consists of surgical removal of lesions and medical treatment (hormonal 
medication).34 Medical therapy is often initiated without surgical confirmation of the disease, 
and a positive response can support the diagnosis.37,38 Nonsteroidal anti-inflammatory drugs 
(NSAIDs) are used to relieve DYS, although there is no clinical proof of efficacy in the 
management of ERP.42 Combined oral contraceptives (COC) used off-label and progesterone,
alone or in combination with pain medication (NSAIDs or opioids) are most widely used for 
long-term treatment, but side effects include the risk of myocardial infarction, stroke, or venous 
thromboembolism for COC43,44 and irregular bleeding patterns, breast tenderness, and mood 
disturbances for progestins. Other hormonal therapies include gonadotropin releasing hormone 
(GnRH) agonists and antagonists may induce a severe hypoestrogenic state resulting in 
menopausal symptoms, progressive bone loss, hot flashes, vaginal dryness, decreased libido 
etc.43,45 In addition to treatment cost, the GnRH agonists and high-dose GnRH antagonists are 
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therefore restricted for short-term use only, and low dose GnRH antagonists are limited to 
2 years.46 Hormonal add-back regimens are being used with GnRH agonists in order to prevent 
bone loss: These include progestins monotherapy such as norethisterone/norethindrone acetate, 
estrogen-progestin combinations, among other, and have showed some effects in lumbar, but 
not femoral bone loss.47 Add-back therapy in combination with GnRH antagonists is currently 
being investigated.45 In addition, aromatase inhibitors are sometimes used off-label in 
combination with oral contraceptives, progesterone, or GnRH agonists or antagonists, but their 
use is recommended only after all the other treatment options are exhausted, due to associated 
severe adverse effects.37 Other hormonal therapies, ie, contraceptive ring or implant, 
transdermal (estrogen/progestin) patch, anti-progestogens (gestrinone), and levonorgestrel-
releasing intrauterine system, are also mentioned as potential treatment options.37

The available treatment options provide symptom relief only and are not disease modifying; at 
present there is no cure for the condition. Hormonal treatment can alleviate ERP; however, for 
many women the pain relief is temporary and limited in efficacy, and the symptoms often 
reoccur after treatment discontinuation.48,49 All present hormonal treatments for ERP also 
suppress the hypothalamic pituitary gonadal (HPG) axis; some require non-hormonal
contraception or cannot be used with oral contraceptives. OG-
enzyme inhibitor being developed for the treatment of moderate to severe ERP. The 
pharmacological action of OG-
and ability to locally inhibit E2 production. Thus, there is a compelling, unmet medical need 
for a new, medical therapy potentially without systemic effects for treatment of ERP, such as 

of
hormonal treatments.

Alternative treatment options that are both effective and can be used long-term are warranted;
there is a high medical need for new treatment options that are both effective and can be used 
long-term without modification of the HPG axis with the induction of a hypoestrogenic, 
hyperprogestagenic, or hyperandrogenic status with subsequent multiple systemic liabilities.
OG-
to severe ERP. The pharmacological action of OG-6219 is based on its potent and selective 

conversion from E1.

2.3 Benefit/Risk Assessment

The Sponsor will immediately notify the Principal Investigator if any additional safety or 
toxicology information becomes available during the study.

This study will be performed in compliance with the protocol, International Council for 
Harmonisation (ICH) of Technical Requirements for Pharmaceuticals for Human Use Good
Clinical Practice (GCP), European Union Clinical Trial Regulation (EU CTR) number 
536/2014, and applicable regulatory requirements.
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2. 3. 1  Ri s k Ass ess m e nt  

T w o m et a b olit es of O G- 6 2 1 9 w er e ass ess e d f or p ot e n c y; t h e pri m ar y m et a b olit e, F O R- 1 0 1 1, 

h as t h e s a m e l o w n a n o m ol ar p ot e n c y f or i n hi biti o n of h u m a n H S D 1 7 1. A f urt h er m et a b olit e, 

F O R- 6 2 8 7, i s l ess p ot e nt t h a n O G- 6 2 1 9. B ot h m et a b olit e s ar e f or m e d i n t h e a ni m al s p e ci e s 

us e d f or t o xi c ol o gi c al e v al u ati o n. T h e t o xi cit y of O G- 6 2 1 9 h as b e e n e v al u at e d i n r e p e at or al 

d os e st u di es wit h u p t o  d ur ati o n i n r at s a n d m o n k e ys wit h n o a d v ers e fi n di n gs or 

tr e at m e nt r el at e d d e at hs. I n t h e  st u di es, t h e N o O bs er v e d A d v ers e Eff e ct L e v el w as 

d et er mi n e d t o b e , t h e hi g h est d os e l e v el t est e d. E x p os ur e w as s at ur at e d i n b ot h 

s p e ci es a n d t h e s af et y m ar gi ns c o m p ar e d t o h u m a n e x p os ur e at st e a d y st at e at t h e hi g h e st 

- 6 2 1 9 wit h 

t h e c orr es p o n di n g m ar gi n f or F O R- 6 2 8 7 b ei n g i n t h e r a n g e of . F O R- 1 0 1 1 w as o nl y 

i d e ntifi e d as t h e pri m ar y m et a b olit e i n t h e first-i n- h u m a n st u d y a n d w as t h er ef or e q u a ntifi e d 

o nl y i n a li mit e d n u m b er of st u di es. T h e s af et y m ar gi n f or F O R- 1 0 1 1 w as  

i n r at s a n d  i n m o n k e ys. 

O G- 6 2 1 9 w as f o u n d t o b e s af e a n d w ell-t ol er at e d i n P h as e 1 wit h e x p os ur e of a t ot al of 

7 1 h e alt h y, f e m al e p arti ci p a nt s, of w hi c h 3 7 p arti ci p a nt s w er e pr e- m e n o p a us al ( P art III); 

1 0 pr e- m e n o p a us al p arti ci p a nt s w er e tr e at e d wit h t h e hi g h est d os e of  BI D f or 1 4 d a ys 

aft er t h e st art of t h e m e nstr u al c y cl e. T h e n u m b er of p arti ci p a nt s wit h tr e at m e nt- e m er g e nt 

a d v ers e e v e nt s ( T E A Es) i n t h e s af et y a n al ysi s s et, d e m o nstr at e d a fr e q u e n c y of  

i n t h e a cti v e tr e at m e nt v ers us t h e Pl a c e b o gr o u p of . N o s eri o us A Es a n d n o 

d e at hs w er e r e p ort e d. N o n e of t h e T E A Es w er e s e v er e i n n at ur e. O v er all, g astr oi nt esti n al 

di s or d ers w er e t h e m ost fr e q u e ntl y r e p ort e d T E A E s , wit h a b d o mi n al p ai n b ei n g 

r e p ort e d m ost c o m m o nl y .  of p arti ci p a nt s w h o r e c ei v e d 

a cti v e tr e at m e nt at a n y d os e r e p ort e d a g astr oi nt e sti n al T E A E, v ers us  of Pl a c e b o. T h e 

n er v o us s yst e m di s or d er s w er e t h e n e xt m ost c o m m o n T E A E (r e p ort e d at l e ast o n c e) w h er e 

 i n t h e a cti v e gr o u p at a n y d os e l e v el v ers us  of t h e Pl a c e b o gr o u p; h e a d a c h e b ei n g 

r e p ort e d m ost fr e q u e ntl y. All T E A Es w er e mil d e x c e pt 2 w hi c h w er e m o d er at e, a n d b ot h 

r e p ort e d i n t h e n er v o us s yst e m di s or d ers ( ); o n e w as i n a cti v e tr e at m e nt gr o u p a n d 

o n e i n t h e Pl a c e b o gr o u p. 

N o cli ni c all y r el e v a nt c h a n g es i n E C G, vit al si g ns, s af et y l a b or at or y,  
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I n t hi s P h as e 2 a/ b 4- ar m P o C, d os e-r a n g e st u d y, tr e at m e nt o v er  i s i nt e n d e d t o ass ess 

t h e eff e ct of tr e at m e nt wit h O G- 6 2 1 9 o n effi c a c y, s af et y, a n d t ol er a bilit y o v er m e nstr u al 

c y cl es.

W hil e a pr e vi o us st u d y i n c y n o m ol g us m o n k e ys e x p os e d t o O G- 6 2 1 9 f or a t ot al of  di d

n ot fi n d a n y st atisti c all y si g nifi c a nt c h a n g es i n t h e m e a n  

. A n i n cr e as e  i n t hi s 

P h as e 2 a/ b st u d y, if a n y, i s e x p e ct e d t o b e f ull y a n d q ui c kl y r e v ersi bl e.

 

 

Al s o, n o m a cr os c o pi c or mi cr os c o pi c eff e ct o n b o n e ti ss u e w as o bs er v e d i n t h e  

t o xi c ol o g y st u di es i n r at a n d c y n o m ol g us m o n k e y s. H o w e v er, n o cli ni c al e x p eri e n c e o n t h e 

eff e ct of O G- 6 2 1 9 o n s yst e mi c estr o g e n l e v el s wit h l o n g er e x p os ur e is a v ail a bl e.

 

 

 

 

 

 Eff e ct s o n c o a g ul ati o n a n d li pi d p ar a m et ers as w ell as c ar di o v as c ul ar 

f u n cti o n will b e m o nit or e d b y s er u m c h e mi str y, vit al si g ns, a n d E C Gs.

P arti ci p a nt s will n e e d t o st o p usi n g a n y pr e vi o us h or m o n al tr e at m e nt f or e n d o m etri osi s as w ell

as or al a n d ot h er c o ntr a c e pti v e tr e at m e nt t o e n a bl e ass e ss m e nt of t h e eff e ct of 

i n hi biti o n b y O G- 6 2 1 9 o n E R P, a n d m e nstr u al r e g ul arit y of t h e e n d o m etri u m (r ef er t o t h e 

T a bl e 2 a n d A p p e n di x 7 ).

E m br y o-f et al s ur vi v al a n d d e v el o p m e nt d uri n g t h e or g a n o g e n esi s p h as e of pr e g n a n c y w as 

st u di e d i n pr e g n a nt r at s a n d c y n o m ol g us m o n k e ys a n d n o eff e ct of O G- 6 2 1 9 tr e at m e nt w as

f o u n d at t h e r es p e cti v e hi g h est d os es t est e d. H o w e v er, as t h e eff e ct of O G- 6 2 1 9 o n f ertilit y a n d 

e arl y e m br y o ni c d e v el o p m e nt a n d pr e- a n d p ost- n at al d e v el o p m e nt h as n ot b e e n st u di e d at t hi s 

ti m e, t h e ri s k of r e pr o d u cti v e t o xi cit y c a n n ot b e c o nsi d er e d f ull y c h ar a ct eri z e d. T h er ef or e, 

n e c ess ar y pr e c a uti o ns t o pr e v e nt pr e g n a n c y will b e t a k e n i n t hi s st u d y. P arti ci p a nt s will b e 

i nf or m e d a b o ut t h e ri s ks t o b e c o m e pr e g n a nt a n d s h o ul d n ot pl a n t o b e c o m e pr e g n a nt o v er t h e 

c o urs e of t h e st u d y; o nl y p arti ci p a nts w h o ar e a bsti n e nt, or w h o ar e willi n g t o r eli a bl y us e a n

a c c e pt a bl e eff e cti v e m et h o d f or c o ntr a c e pti o n as d es cri b e d i n d et ail i n t h e pr ot o c ol (r ef er t o 

t h e A p p e n di x 5 ) a n d i nf or m e d c o ns e nt, or i n w h o m s af e c o ntr a c e pti o n is a c hi e v e d b y a 

p er m a n e nt m et h o d, will b e eli gi bl e. A n e g ati v e s er u m - h u m a n c h ori o ni c g o n a d otr o pi n 

- h C G) t est pri or t o r a n d o mi z ati o n a n d st art of t h e tr e at m e nt will b e r e q uir e d, a n d m o nt hl y 

uri n ar y pr e g n a n c y t est s will b e p erf or m e d d uri n g t h e st u d y i m pl e m e nt ati o n. A n y pr e g n a n c y 

0 F H H T 0

C CI

C
C

C CI

C CI

C CI

C CI

C CI

C CI



O G- 6 2 1 9
Cli ni c al Tri al Pr ot o c ol - O G- 6 2 1 9- P 0 0 1- 0 6 3 5

will tri g g er wit h dr a w al fr o m st u d y tr e at m e nt, p arti ci p a nt t o e x p e dit e d r e p orti n g a n d o ut c o m e 

of t h e pr e g n a n c y will b e f oll o w e d.

O G- 6 2 1 9 a n d it s pri m ar y m et a b olit e F O R- 1 0 1 1 ar e b ot h m et a b oli z e d pri m aril y b y C yt o c hr o m e 

( C Y P) C Y P 3 A 4. N o r e v ersi bl e or ti m e- d e p e n d e nt i n hi biti o n of a n y C Y P e n z y m es w as 

o bs er v e d f or eit h er O G- 6 2 1 9 or F O R- 1 0 1 1 at r el e v a nt c o n c e ntr ati o ns i n vitr o, b ut b ot h 

c o m p o u n ds i n d u c e C Y P 3 A 4 i n a c o n c e ntr ati o n- d e p e n d e nt m a n n er. Cli ni c al dr u g i nt er a cti o n 

st u di es w er e n ot p erf or m e d y et. T h er ef or e, c o n c o mit a nt a d mi ni str ati o n of m o d er at e a n d str o n g 

C Y P 3 A 4 i n hi bit ors a n d i n d u c ers a n d s e nsiti v e s u bstr at e s of C Y P 3 A 4 will b e pr o hi bit e d.

O G- 6 2 1 9 a n d F O R- 1 0 1 1 w er e f o u n d t o i n hi bit P- gl y c o pr ot ei n ( P- g p) a n d/ or Br e ast C a n c er 

R esi st a n c e Pr ot ei n ( B C R P) tr a ns p ort ers i n vitr o, t h us c o n c o mit a nt a d mi nistr ati o n of O G- 6 2 1 9

wit h s e nsiti v e P- g p a n d B C R P s u bstr at es s h o ul d b e a v oi d e d (s e e A p p e n di x 7 ). C o n c o mit a nt 

m e di c ati o ns t h at ar e s e nsiti v e s u bstr at e s of P- g p or B C R P s h o ul d b e a d mi ni st er e d at l e ast 4 

h o urs a p art fr o m a d mi ni str ati o n of O G- 6 2 1 9.

I n b ot h t o xi c ol o g y s p e ci es (r at a n d c y n o m ol g us m o n k e ys), st ati sti c all y si g nifi c a nt i n cr e as es i n 

li v er w ei g ht s w er e o bs er v e d i n O G- 6 2 1 9 tr e at e d gr o u ps w hi c h m a y b e attri b ut e d t o C Y P 3 A 4 

i n d u cti o n. F ull r e c o v er y w as o bs er v e d. N o eff e ct o n bi o m ar k ers of h e p ati c f u n cti o n, i n cl u di n g 

li v er e n z y m es, al b u mi n, a n d bilir u bi n w as o bs er v e d a n d t h er e w er e n o mi cr os c o pi c c h a n g es i n 

t h e li v er. I n P h as e 1 i n a t ot al of 7 1 p arti ci p a nt s tr e at e d wit h O G- 6 2 1 9 f or u p t o 1 4 d a ys at

d os es u p t o 1 5 0 m g BI D, n o cli ni c all y r el e v a nt c h a n g es i n i n di c at or s of li v er f u n cti o n w er e 

o bs er v e d. H o w e v er, n o cli ni c al d at a o n eff e ct s o n li v er f u n cti o n wit h l o n g er e x p os ur e ar e 

a v ail a bl e. T o m a n a g e t h e ris k of p ot e nti al h e p at ot o xi cit y, p arti ci p a nt s wit h pr e- e xi sti n g 

cli ni c all y, or s er ol o gi c all y i d e ntifi a bl e li v er di s e a s e will b e e x cl u d e d, a n d li v er f u n cti o n will 

b e m o nit or e d vi a l a b or at or y ass ess m e nt s t hr o u g h o ut t h e st u d y i n m o nt hl y i nt er v als.

O G- 6 2 1 9 a n d F O R- 1 0 1 1 di s pl a y e d i n hi biti o n of t h e h E R G c h a n n el p ot a ssi u m c urr e nt wit h h alf 

m a xi m al i n hi bit or y c o n c e ntr ati o n (I C 5 0) v al u es of , r es p e cti v el y, 

i n di c ati n g a p ot e nti al ri s k of Q T c pr ol o n g ati o n. B ot h c o m p o u n ds ar e h o w e v er hi g hl y b o u n d t o 

pl as m a pr ot ei ns, r es ulti n g i n l o w fr e e c o n c e ntr ati o ns i n vi v o a n d n o c ar di o v as c ul ar t o xi cit y or 

eff e ct s o n E C G w er e o bs er v e d i n t h e i n vi v o c ar di o v as c ul ar s af et y st u d y i n c y n o m ol g us 

m o n k e ys. N o cli ni c all y si g nifi c a nt E C G c h a n g e s w er e o bs er v e d i n P h as e 1 wit h i nt e ns e 

m o nit ori n g. T o m a n a g e t h e ri s k of a pr o arr h yt h mi c a cti vit y, i n t h e P h as e 2 a/ b st u d y, E C G 

r e c or di n gs at S cr e e ni n g ai m t o i d e ntif y a n d e x cl u d e p arti ci p a nt s wit h cli ni c all y si g nifi c a nt 

c ar di a c a b n or m aliti es. T h e I nt er n ati o n al C o u n cil f or H ar m o ni s ati o n of T e c h ni c al 

R e q uir e m e nt s f or P h ar m a c e uti c al s f or H u m a n Us e (I C H) E 1 4 Cli ni c al E v al u ati o n of Q T/ Q T c

I nt er v al pr ol o n g ati o n a n d pr o arr h yt h mi c p ot e nti al a n d n o n- a nti arr h yt h mi c dr u g r e c o m m e n ds 

t h at E C G r e c or di n gs b e p erf or m e d at ti m e p oi nt s of e x p e ct e d Cm a x . T h er ef or e, E C G r e c or di n gs 

a n d vit al si g n m e as ur e m e nt s will b e p erf or m e d at  
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 at e a c h s u bs e q u e nt 

vi sit u ntil t h e E n d of St u d y ( E O S).

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

T h e ultr a vi ol et ( U V) a bs or b a n c e of O G- 6 2 1 9 h as a l o c al m a xi m u m cl os e t o t h e l o w 

e n d of t h e n at ur al s u nli g ht w a v el e n gt h r a n g e r es ulti n g i n m ol ar e xti n cti o n c o effi ci e nt s v al u es 

hi g h er t h a n t h e li mit v al u e of 1 0 0 0 at w a v el e n gt hs i n t h e U V B s p e ctr u m b el o w 3 0 5 n m. T h e 

p e n etr ati o n of U V B li g ht i nt o h u m a n s ki n i s m ai nl y li mit e d t o t h e e pi d er mi s a n d t h e cli ni c al 

r el e v a n c e of p h ot o c h e mi c al a cti v ati o n b y U V B i s t h er ef or e c o nsi d er e d l e ss i m p ort a nt t h a n 

a cti v ati o n b y U V A f or s yst e mi c dr u gs. T h e m ol e c ul ar str u ct ur e of O G- 6 2 1 9 h as b e e n e v al u at e d 

i n sili c o wit h n o al ert s f or p h ot o-i n d u c e d g e n ot o xi cit y, c hr o m os o m e d a m a g e, or

p h ot o m ut a g e ni cit y. I n a d diti o n, n o r el e v a nt di stri b uti o n of O G- 6 2 1 9 t o t h e s ki n or e y e s w as 

o bs er v e d i n a pr e- cli ni c al st u d y i n al bi n o a ni m als. Alt h o u g h, t h e bi n di n g affi nit y of O G- 6 2 1 9

t o m el a ni n h as n ot b e e n e v al u at e d, t h e ri s k f or p h ot ot o xi cit y of O G- 6 2 1 9 i s c o nsi d er e d mi ni m al 

b as e d o n t h e t ot alit y of t h e a v ail a bl e d at a a n d n o s p e cifi c pr e c a uti o ns ar e t h er ef or e w arr a nt e d.

As it h as b e e n r e q u est e d b y t h e U nit e d St at es F o o d a n d Dr u g A d mi ni str ati o n ( F D A) a n d b as e d 

o n r e p ort e d ass o ci ati o n b et w e e n c hr o ni c p ai n c o n diti o ns ( e g, E R P) a n d d e pr essi o n, s ui ci d alit y 

will b e m o nit or e d t hr o u g h o ut t h e st u d y e m pl o yi n g a v ali d at e d q u esti o n n air e C- S S R S at e a c h 

vi sit. B as e d o n d et er mi n ati o n of p ositi v e C- S S R S r es ult s f or s ui ci d alit y, t h e p arti ci p a nt s will 

b e di s c o nti n u e d fr o m t h e st u d y m e di c ati o n

di s cr eti o n f or f urt h er e v al u ati o n. I n a d diti o n, t h e p ositi v e r es ult s fr o m C- S S R S e v al u ati o n will 
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h a v e t o b e tr e at e d as a n S A E a n d r e p ort e d t o t h e S p o ns or i n a ti m el y m a n n er.  

 b y t h e D at a 

M o nit ori n g C o m mitt e e [ D M C] c o m mitt e e. A d v ers e E v e nts a n d A E SIs will b e m o nit or e d 

t hr o u g h o ut t h e st u d y ( at o n g oi n g a n d pr e- d efi n e d wi n d o ws, as p art of e a c h D M C m e eti n g t o 

ass ess s af et y a c c or di n g t o t h e D M C C h art er).  

T h e O G- 6 2 1 9- P 0 0 1 D M C i s a n e xt er n al gr o u p of i n d e p e n d e nt e x p ert s ass es si n g t h e s af et y d at a 

of t h e st u d y o n a r e g ul ar b asi s. T h e D M C will b e r e vi e wi n g a v ail a bl e cli ni c al d at a at s c h e d ul e d 

ti m e p oi nt s, as d es cri b e d i n t h e D M C C h art er, as w ell as o n a n a d h o c b asis ( ur g e nt), as n e e d e d. 

D M C a n d Or g a n o n will c o n d u ct p eri o di c r e vi e ws of t h e s af et y p ar a m et ers d uri n g t h e c o urs e 

of t h e st u d y a n d D M C a d h o c m e eti n gs m a y b e c o n v e n e d at t h e di s cr eti o n of D M C or if 

r e q u est e d b y Or g a n o n, if it s r e g ul ar s c h e d ul e d r e vi e ws of a g gr e g at e s af et y d at a, i d e ntifi es a 

p ot e nti al si g n al of a s eri o us ri s k. Or g a n o n m a y al s o as k t h e D M C t o r e vi e w a n y i n di vi d u al A Es 

t h o u g ht t o b e of m aj or si g nifi c a n c e; s u c h e v e nt s w o ul d g e n er all y i n cl u d e d e at hs or ot h er 

s eri o us o ut c o m es,  

 

 

 

 

 

Pl e as e r ef er t o t h e c urr e nt v ersi o n of I n v esti g a Br o c h ur e (I B) f or O G- 6 2 1 9 f or a d diti o n al 

pr e c a uti o ns a n d p ot e nti al A Es. 

2. 3. 2  B e n efit Ass ess m e nt  

T h er e i s a hi g h m e di c al n e e d f or n e w tr e at m e nt o pti o ns t h at ar e b ot h eff e cti v e a n d c a n b e us e d 

l o n g-t er m wit h o ut m o difi c ati o n of t h e H P G a xi s wit h t h e i n d u cti o n of a h y p o estr o g e ni c, 

h y p er pr o g est a g e ni c, or h y p er a n dr o g e ni c st at us wit h s u bs e q u e nt m ulti pl e s yst e mi c li a biliti e s. 

O G- 6 2 1 9 i s a n o v el H S D 1 7 1 e n z y m e i n hi bit or b ei n g d e v el o p e d f or t h e tr e at m e nt of m o d er at e 

t o s e v er e E R P. T h e p h ar m a c ol o gi c al a cti o n of O G- 6 2 1 9 i s b as e d o n it s p ot e nt a n d s el e cti v e 

t b e e n 

d e m o nstr at e d t h at t hi s r e s ult s i n p ai n r e d u cti o n. 

Estr o g e n- dri v e n i nfl a m m ati o n i s t h o u g ht t o b e t h e c e ntr al pr o c ess t h at s h a p es t h e p at h ol o g y of 

e n d o m etri osi s. L o c al i n hi biti o n of estr o g e n s y nt h esi s s h o ul d, si m ult a n e o usl y, r e d u c e 

pr olif er ati o n of e n d o m etri oti c l e si o ns a n d a v oi d s h e d di n g of t h e e ct o pi c e n d o m etri u m 

t h e or eti c all y m o dif yi n g t h e vi ci o us c y cl e of gr o wi n g, bl e e di n g, i nfl a m m ati o n, a n d p ai n 

g e n er ati o n. 
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P arti ci p a nt s wit h a s ur gi c al di a g n osi s (l a p ar ot o m y or l a p ar os c o p y) of e n d o m etri osi s a n d 

m o d er at e t o s e v er e E R P will b e r a n d o mi z e d t o b e tr e at e d or all y BI D wit h eit h er  

, or m at c hi n g Pl a c e b o f or  m e nstr u al c y cl es). 

 

 

 At t h e t est e d d os es of  BI D, al b eit wit h a 

wi d e v ari ati o n, t h e c o m bi n e d e n d o m etri al c o n c e ntr ati o ns of O G- 6 2 1 9 a n d it s pri m ar y a cti v e 

m et a b olit e F O R- 1 0 1 1 at D a y 1 0 of d osi n g, a p pr o a c h e d or e x c e e d e d  e q ui v al e nt t o 

a p pr o xi m at el y , o v er t h e d osi n g i nt er v al of 1 2 h o urs. At a c o n c e ntr ati o n of , 

O G- 6 2 1 9 i n hi bit e d E 1 t o E 2 c o n v ersi o n b y a n a v er a g e of  i n o v ari a n e n d o m etri osi s ti ss u e 

h o m o g e n at es e x vi v o. Ass u mi n g t h at si mil ar tiss u e c o n c e ntr ati o ns i n e n d o m etri al l e si o ns will 

b e r e a c h e d as m e as ur e d i n e ut o pi c e n d o m etri u m ( e n d o m etri u m n or m all y l o c at e d i nsi d e t h e 

ut er us) i n h e alt h y pr e- m e n o p a us al p arti ci p a nt s, t h e d os e s a n d d os e r e gi m e n c h os e n f or t hi s 

P h as e 2 a/ b P o C, d os e-r a n g e st u d y ar e e x p e ct e d t o r es ult i n l o c al i n hi biti o n of a n d 

t h er ef or e r e d u cti o n i n l o c al E 2 s y nt h esi s i n e n d o m etri oti c l e si o ns a s s e e n e x vi v o. T his 

P h as e 2 a/ b st u d y ai m s t o est a bli s h t h e r el e v a n c e of t hi s i n hi biti o n f or r e d u ci n g E R P. 

P arti ci p a nt s will h a v e a  c h a n c e t o b e r a n d o mi z e d t o O G- 6 2 1 9. 

2. 3. 3  O v e r all B e n efit Ri s k C o n cl u si o n  

C urr e nt m e di c al tr e at m e nt s f or E R P pr o vi d e si mil ar, s u b o pti m al p ai n c o ntr ol a n d h a v e s af et y 

a n d t ol er a bilit y i ss u es t h at li mit t h eir us e, oft e n l e a di n g p ati e nt s t o h a v e r e p e at e d s ur gi c al 

i nt er v e nti o ns. T h us, t h er e is a n e e d f or d e v el o p m e nt of n e w E R P m e di c al t h er a pi es. A l o c al 

i n hi biti o n of estr o g e n pr o d u cti o n at t h e e ct o pi c i m pl a nts l e v el, f or tr e at m e nt of E R P, s u c h as 

O G- 6 2 1 9, 

a d v ers e i m p a ct of h or m o n al tr e at m e nt s. 

O G- 6 2 1 9 i s a n o v el  e n z y m e i n hi bit or b ei n g d e v el o p e d f or t h e tr e at m e nt of m o d er at e 

t o s e v er e E R P. T h e p h ar m a c ol o gi c al a cti o n of O G- 6 2 1 9 i s b as e d o n it s p ot e nt a n d s el e cti v e 

bi n di n g t o  a n d a bilit y t o l o c all y i n hi bit E 2 pr o d u cti o n. T h e P h as e 2 a/ b P o C a n d d os e-

r a n g e st u d y ai m s t o ass es s t h e effi c a c y, s af et y, a n d t ol er a bilit y of 3 d os e l e v el s of O G- 6 2 1 9 o n 

E R P (  BI D). P h as e 1 d at a d e m o nstr at e d p h ar m a c ol o gi c all y r el e v a nt 

e n d o m etri al e x p os ur e i n h e alt h y pr e- m e n o p a us al p arti ci p a nt s at 2 hi g h er d os es t est e d (  

BI D a n d  BI D). T h e l o w er d os es of  BI D ar e pl a n n e d b as e d o n P h as e 

1 P K m o d eli n g d at a.  

 

O G- 6 2 1 9 w as f o u n d t o b e s af e a n d w ell-t ol er at e d i n P h as e 1 wit h e x p os ur e of a t ot al of 

7 1 p arti ci p a nt s, of w hi c h 3 7 p arti ci p a nt s w er e pr e- m e n o p a us al; 1 0 pr e- m e n o p a us al p arti ci p a nt s 

w er e tr e at e d wit h t h e hi g h est d os e of 1 5 0 m g BI D f or 1 4 d a ys d uri n g t h e first h alf of t h e 

m e nstr u al c y cl e. N o s eri o us or s e v er e A Es w er e r e p ort e d.  
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 I n 

t h e P h as e 2 a/ b st u d y, p arti ci p a nts will b e r a n d o mi z e d t o b e tr e at e d wit h 3 d os e l e v el s of O G-

6 2 1 9 (  BI D), or Pl a c e b o f or a p pr o xi m at el y  ( u p t o  c y cl es, n ot 

l o n g er t h a n  of st u d y tr e at m e nt e x p os ur e).

M ost r el e v a nt pr e- cli ni c al fi n di n gs t h at m a y b e i n di c ati v e of s af et y ri s ks i n cl u d e h E R G c h a n n el 

i n hi biti o n i n vitr o  c o n c e ntr ati o ns of b ot h p ar e nt ( O G- 6 2 1 9) a n d 

pri m ar y m et a b olit e ( F O R- 1 0 1 1), h o w e v er, b ot h O G- 6 2 1 9 a n d F O R- 1 0 1 1 ar e hi g hl y b o u n d t o 

pl as m a pr ot ei ns r es ulti n g i n l o w fr e e c o n c e ntr ati o ns i n vi v o a n d n o pr e- cli ni c al n or P h as e 1 

e vi d e n c e of Q C pr ol o n g ati o n h as b e e n f o u n d.  

 

 A n i n cr e as e i n li v er w ei g ht i n 

b ot h r at s a n d c y n o m ol g us m o n k e ys li k el y attri b ut a bl e t o C Y P 3 A 4 i n d u cti o n; h o w e v er, n o pr e-

cli ni c al or P h as e 1 d at a s u g g est a n y p ot e nti al li v er t o xi cit y. I n a d diti o n, n o d at a o n f ertilit y a n d 

e arl y e m br y o ni c d e v el o p m e nt ar e a v ail a bl e.  

 

 

T h er ef or e, i n t hi s c urr e nt P h as e 2 a/ b st u d y, c o m pr e h e nsi v e p a n el s ass e ssi n g h e m at ol o g y, 

cli ni c al c h e mi str y, uri n al ysi s p ar a m et er s ( ), will b e 

cl os el y m o nit or e d. R ef er t o S e cti o n 8. 4. 6 f or d et ail s of A E SIs.

O G- 6 2 1 9 a n d it s pri m ar y m et a b olit e F O R- 1 0 1 1 ar e b ot h m et a b oli z e d m ai nl y b y C Y P 3 A 4 a n d 

w er e f o u n d t o i n d u c e C Y P 3 A 4 i n vitr o. N o cli ni c al dr u g i nt er a cti o n st u di es w er e c o n d u ct e d t o 

d at e. H o w e v er, c o n c o mit a nt a d mi ni str ati o n of O G- 6 2 1 9 wit h s e nsiti v e P- g p a n d B C R P 

s u bstr at es s h o ul d b e a v oi d e d (s e e A p p e n di x 7 ).

T o m a n a g e t h es e ri s ks, n e c ess ar y pr e c a uti o ns t o pr e v e nt pr e g n a n c y will b e t a k e n i n t hi s st u d y, 

i n cl u di n g pr e g n a n c y t est s pri or t o a n d d uri n g t h e st u d y, a n d a c c e pt a bl e eff e cti v e m et h o ds of

c o ntr a c e pti o n ar e r e q uir e d f or p arti ci p ati o n. T h e eff e ct of O G- 6 2 1 9 o n s yst e mi c h or m o n es, as 

w ell as g e n er al s af et y, i n cl u di n g E C G a n d b o n e eff e ct s, will b e cl os el y m o nit or e d, i n cl u di n g 

bl o o d dr a ws at diff er e nt p oi nt s d uri n g t h e first tr e at m e nt c y cl e vi sit a n d e a c h sit e visit at t h e 

st art of n e xt tr e at m e nt c y cl e s, as w ell as d uri n g s af et y f oll o w- u p. C y cl e l e n gt h will b e 

m o nit or e d b y s elf-r e p ort e d bl e e di n g p att er n i n a n e Di ar y. T h e E C G m e a s ur e m e nt s will b e 

p erf or m e d at r el e v a nt e x p os ur e ti m e p oi nt s, i n cl u di n g T m a x o n D a y 1 at t h e R a n d o mi z ati o n 

Vi sit a n d aft er a c hi e vi n g st e a d y st at e ( vi sit at of t h e first m e nstr u al c y cl e aft er 

r a n d o mi z ati o n).  

. S ui ci d alit y will b e 

m o nit or e d t hr o u g h o ut t h e st u d y e m pl o yi n g a v ali d at e d q u esti o n n air e C- S S R S. B as e d o n 
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determination of positive C-SSRS results for suicidality, the participants will be discontinued 
from the study medication n for further 
evaluation. In addition, the positive results from C-SSRS evaluation will have to be treated as 
an SAE and reported to the Sponsor in a timely manner. Concomitant medications that are 
sensitive substrates, as well as moderate or strong inhibitors or inducers of CYP3A4 are 
prohibited. Concomitant medications that are sensitive substrates of P-gp or BCRP should be 
administered at least 4 hours apart from administration of OG-6219. 

Although OG-6219 absorbs light at a limited wavelength range the risk for phototoxicity of 
OG-6219 is considered minimal based on the totality of the available data and no specific 
precautions are therefore warranted. 

the DMC committee. Adverse Events and AESIs will be monitored throughout the study (at 
ongoing and pre-defined windows, as part of assessments according to the DMC Charter).  

With these risk measures in place, the Sponsor believes that for this stage of development the 
potential benefits outweigh the risks for the Phase 2a/b study in participants with moderate to 
severe ERP. 

0FHHT0
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E H P- 3 0 = E n d o m etri o si s H e alt h Pr ofil e- 3 0;   E O T = E n d of Tr e at m e nt;   

     E R P = E n d o m etri o si s-r el at e d p ai n; 

     

N M P P = N o n- m e n str u al p el vi c p ai n;    N R S = N u m eri c r ati n g s c al e;  

  O P P = O v er all P el vi c P ai n ( e n d o m etri osi s-r el at e d);  

  P GI- C = P ati e nt Gl o b al I m pr es si o n of C h a n g e; 

P GI- S = P ati e nt Gl o b al I m pr es si o n of S e v erit y;    P K = P h ar m a c o ki n eti c;  

S C = S cr e e ni n g C y cl e;       

     

T R C 1 = Tr e at m e nt C y cl e 1;     T R C 2 = Tr e at m e nt C y cl e 2;  

T R C 3 = Tr e at m e nt C y cl e 3 ;      

V = Vi sit; 

E sti m a n d s 

D et ail s r e g ar di n g esti m a n ds will b e i n cl u di n g i n t h e St ati sti c al A n al ysi s Pl a n ( S A P). 
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4. 0 S T U D Y D E S I G N

4. 1 O v e r all D esi g n

T hi s gl o b al m ulti c e nt er, P h as e 2 a/ b, 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, 4- ar m 

P o C, d os e-r a n g e st u d y i s t o ass e ss t h e effi c a c y, s af et y, a n d t ol er a bilit y of 3 d os e l e v el s of 

O G- 6 2 1 9 (  BI D), i n pr e- m e n o p a us al w o m e n 1 8 t o 4 9 y e ar s of a g e 

(i n cl usi v e), w h o h a v e b e e n s ur gi c all y di a g n os e d wit h e n d o m etri osi s wit hi n t h e l a st 4 m o nt hs 

t o 1 0 y e ars pri or t o V 1 a n d wit h m o d er at e t o s e v er e E R P. P arti ci p a nt s s h o ul d b e off h or m o n al 

tr e at m e nt s f oll o wi n g t h e ti m efr a m e i n di c at e d i n t h e T a bl e 2 ( E x cl usi o n Crit eri o n # 3 1 ).

T h e st u d y d ur ati o n of a p pr o xi m at el y 2 8 w e e ks i n cl u d es: a n i niti al p eri o d of 2 t o 4 w e e ks 

a p pr o xi m at el y, b et w e e n V 1 a n d  t o c oll e ct s af et y l a b or at or y ass ess m e nt s. E a c h 

c y cl e r ef ers t o 1 m e nstr u al c y cl e of ar o u n d 2 1 t o 3 2- d a y d ur ati o n. A S cr e e ni n g C y cl e ( S C), 

b et w e e n  a n d ; A B C or Si n gl e- bli n d , b et w e e n  a n d  

. A R a n d o mi z ati o n Visit , t o tr e at m e nt all o c ati o n wit h a r ati o of  t o 3 a cti v e 

ar m s a n d 1 Pl a c e b o ar m. T hi s i s a d o u bl e- bli n d tr e at m e nt c y cl e a cr oss 3 m e nstr u al c y cl es, 

Tr e at m e nt C y cl e 1 ( T R C 1), Tr e at m e nt C y cl e 2 ( T R C 2), a n d Tr e at m e nt C y cl e 3 ( T R C 3) or E n d 

of tr e at m e nt ( E O T); a n d i s f oll o w e d b y a S af et y F oll o w- u p C y cl e ( S F C). O v er all, t h e st u d y 

i n cl u d es  o n-sit e vi sit s, p h o n e c o nt a ct s, as d et ail e d b el o w:

S cr e e ni n g P eri o d:
o O n e S C: St art s at  (fir st d a y of t h e m e ns es) a n d e n ds o n e- d a y b ef or e n e xt m e ns es.
o O n e B C d uri n g t h e si n gl e- bli n d,  p eri o d: St arts at  (first d a y of

t h e m e ns es) a n d e n ds at o n e- d a y b ef or e n e xt m e n s e s.
R a n d o mi z ati o n: , t hi s is o n first d a y of t h e n e xt m e ns es aft er t h e e n d of B C.
Tr e at m e nt P eri o d: T hr e e tr e at m e nt c y cl es ( T R C 1, T R C 2, a n d T R C 3) aft er :

o T R C 1 i s t h e p eri o d b et w e e n t h e first d a y of m e ns es ass o ci at e d wit h tr e at m e nt st art
( ) t o t h e d a y pri or t o t h e first d a y of n e xt m e ns es, r e g ar dl ess of n u m b er of d a ys.

o T R C 2 i s t h e p eri o d b et w e e n t h e first d a y of s e c o n d m e ns es aft er e n d of B C t o t h e
d a y pri or t o first d a y of n e xt m e ns es, r e g ar dl ess of n u m b er of d a ys. P h o n e C o nt a ct
1 i s d o n e d uri n g t h e m e n s es.

o T R C 3 or E O T i s t h e p eri o d b et w e e n t h e first d a y of t hir d m e ns es aft er e n d of B C t o
eit h er e n d aft er  c o m pl et e d c y cl es or  o n st u d y tr e at m e nt, w hi c h e v er o c c urs
first.

S af et y F oll o w- u p:
o S F C, i s t h e p eri o d of ti m e b et w e e n t h e first d a y aft er st o p pi n g st u d y tr e at m e nt

d uri n g T R C 3 a n d e n ds aft er 3 0 c o ns e c uti v e d a ys (r e g ar dl ess of w h et h er it ali g ns
wit h first d a y m e ns es or n ot). P h o n e c o nt a ct i s d o n e  aft er l ast i nt a k e of
st u d y tr e at m e nt. Vi sit  at t h e first d a y of n e xt m e ns es is c o nsi d er e d E O S.

At , p arti ci p a nt s will r e c ei v e t h e e Di ar y w hi c h will b e us e d  u ntil t h e E O S ( ) t o 

c oll e ct t h e  ( w orst) p el vi c p ai n s c or es ( D Y S, N M P P, d ys p ar e u ni a). T h e p ai n s c or e e nt er e d 

 b y e a c h p arti ci p a nt i n t h e e Di ar y m ust c a pt ur e t h e  
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c orr es p o n di n g t o t h at d a y a n d s h o ul d b e e nt er e d at a b o ut t h e s a m e ti m e ( b ef or e g oi n g t o b e d). 

T h e e Di ar y will al s o c oll e ct  

 

 

 as w ell as m e nt al h e alt h ass ess m e nt vi a C- S S R S will 

b e c oll e ct e d a c c or di n g t o t h e S o A ( S e cti o n 1. 3 ).

A n e xt er n al D M C will c o n d u ct p eri o di c r e vi e ws of s af et y p ar a m et ers d uri n g t h e c o urs e of t h e 

st u d y i n a c c or d a n c e wit h t h e D M C c h art er.

Pl e as e r ef er t o S c h e d ul e of A cti viti es ( S o A), S e cti o n 1. 3 f or d et ail s a b o ut ass ess m e nt s t o b e 

p erf or m e d d uri n g e a c h vi sit.

4. 2 S ci e ntifi c R ati o n al e f o r St u d y D esi g n

Or g a n o n i s d e v el o pi n g O G- 6 2 1 9 as a n o v el, e n z y m e i n hi bit or f or t h e tr e at m e nt of 

m o d er at e t o s e v er e E R P. T h e p h ar m a c ol o gi c al a cti o n of O G- 6 2 1 9 i s b as e d o n it s p ot e nt a n d 

s el e cti v e bi n di n g t o . T h e O G- 6 2 1 9 i s n ot e x p e ct e d t o i nt erf er e wit h t h e bi ol o gi c al 

eff e ct s of s yst e mi c cir c ul ati n g estr o g e n b e c a us e t h e p ut ati v e m e c h a ni s m of a cti o n i s b as e d o n 

it s a bilit y t o i n hi bit l o c al c o n v er si o n of E 1 t o E 2 i n e n d o m etri oti c l esi o ns.

As p art of a si n gl e/ m ulti pl e as c e n di n g d os e P h as e 1 st u d y, 3 7 pr e- m e n o p a us al w o m e n tr e at e d 

wit h d os es u p t o  BI D of O G- 6 2 1 9 f or 1 4 d a ys s h o w e d t h e a bs e n c e of eff e ct s o n t h e 

H P G a xi s, al o n g wit h d e m o nstr ati n g s af et y a n d t ol er a bilit y u p t o t h e hi g h est t est e d d os e.

F O R- 1 0 1 1 w as i d e ntifi e d as t h e pri m ar y a n d a cti v e m et a b olit e of O G- 6 2 1 9, wit h a si mil ar 

p ot e n c y t o i n hi bit as t h e p ar e nt c o m p o u n d; O G- 6 2 1 9 a n d F O R- 1 0 1 1 h a v e a n 

a d diti v e eff e ct o n i n hi biti o n of . I n P h as e 1, F O R- 1 0 1 1 w as f o u n d t o a c c u m ul at e a n d 

a p p e ar e d t o r e a c h st e a d y st at e wit hi n 1 4 d a ys, t h e e n d of t h e tr e at m e nt p eri o d i n t h e P h as e 1

st u d y.

I n t hi s P h as e 2 a/ b, m ulti c e nt er, r a n d o mi z e d, Pl a c e b o- c o ntr oll e d, d o u bl e- bli n d, P o C,

d os e-r a n g e st u d y i n pr e- m e n o p a us al w o m e n wit h m o d er at e t o s e v er e E R P, t h e eff e ct of 

O G- 6 2 1 9 o n e n d o m etri o si s-r el at e d O P P, D Y S, N M P P, a n d Q o L as m e as ur e d b y t h e E H P- 3 0,

a v ali d at e d i nstr u m e nt i n e n d o m etri osi s p ati e nt s, will b e c oll e ct e d i n t h e e Di ar y t o ass ess t h e 

cli ni c al effi c a c y of O G- 6 2 1 9. I n a d diti o n, s af et y, a n d t ol er a bilit y will b e m o nit or e d. A 1 c y cl e 

s af et y f oll o w- u p p eri o d is i m pl e m e nt e d t o e x cl u d e l at e eff e ct s o n s af et y a n d t ol er a bilit y a n d 

e v al u at e a n y p ossi bl e r esi d u al t h er a p e uti c b e n efit.
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A d o u bl e- bli n d, r a n d o mi z e d, Pl a c e b o- c o ntr oll e d d esi g n of t h e st u d y w as c h os e n t o a c c o u nt f or 

t h e w ell- k n o w n Pl a c e b o eff e ct o n E R P. A 

 a n d t o r ei nf or c e c o m pli a n c e wit h t h e  e ntri es i n t h e e Di ar y. At t h e 

R a n d o mi z ati o n Vi sit ( ) t h er e will b e a n ass ess m e nt of t h e eli gi bilit y b a s e d o n p ai n s c or e, 

c o m pli a n c e wit h t h e e Di ar y, c o m pli a n c e wit h t h e u s e of st u d y tr e at m e nt a n d r es c u e m e di c ati o n. 

T hi s will d et er mi n e w h et h er a p arti ci p a nt c a n b e r a n d o mi z e d. T h e P h as e 2 a/ 2 b d esi g n ass essi n g 

 of tr e at m e nt w as c h os e n t o e v al u at e t h e effi c a c y, s af et y, a n d t ol er a bilit y of 3 d os e

l e v el s of O G- 6 2 1 9, i n pr e- m e n o p a us al w o m e n wit h E R P. I n pr e vi o us P h as e 2 st u di es 

c o n d u ct e d i n E R P, m e nstr u al c y cl es h a v e b e e n t h e st a n d ar d f or e v al u ati n g p ai n 

i m pr o v e m e nt.5 0- 5 2 A d diti o n all y, H S D 1 i n hi bit or tr e at m e nt f or 8 t o 1 2 w e e ks i n m ar m os et 

e n d o m etri osi s m o d el d e m o nstr at e d a n eff e ct i n n u m b er of l esi o ns wit h r e gr essi o n a n d 

r e d u cti o n i n si z e.2 8

T hi s i s a P o C, d os e-r a n g e st u d y ai mi n g t o ass e ss t h e eff e ct s of m ulti pl e d os es of O G- 6 2 1 9

c o m p ar e d t o Pl a c e b o i n p arti ci p a nt s wit h m o d er at e t o s e v er e E R P a n d pr o vi d e e vi d e n c e t h at 

t h e h y p ot h esi z e d m e c h a ni s m of p ai n g e n er ati o n i s m o difi e d b y t h e O G- 6 2 1 9. T h e pr ot o c ol h as 

a  t o pr o vi d e a b as eli n e p ai n s c or e a n d f urt h er ass ess m e nt s of st u d y i nt er v e nti o n 

( O G- 6 2 1 9 or Pl a c e b o). P arti ci p a nt s will r e c ei v e O G- 6 2 1 9 or Pl a c e b o i n a  r ati o d uri n g t h e 

st u d y. T h e i n cl usi o n a n d e xt e nt of e x p os ur e of t h e Pl a c e b o gr o u p i s i n a c c or d a n c e wit h c urr e nt 

h e alt h a ut h orit y g ui d eli n e s. 5 3- 5 5 T h e i n cl usi o n of a Pl a c e b o c o ntr ol gr o u p is c o nsi d er e d ess e nti al 

t o t h e d esi g n of t hi s st u d y b e c a us e a Pl a c e b o ar m is n e c ess ar y t o all o w a n a c c ur at e ass e ss m e nt 

of t h e effi c a c y, s af et y, a n d t ol er a bilit y of O G- 6 2 1 9. C o m p ari s o n of O G- 6 2 1 9 t o Pl a c e b o will 

o pti mi z e t h e i nt er pr et a bilit y of effi c a c y, s af et y, a n d t ol er a bilit y d at a. 

P h as e 1 d at a i n h e alt h y pr e- m e n o p a us al p arti ci p a nt s tr e at e d wit h O G- 6 2 1 9 f or 1 4 d a ys 

d e m o nstr at e d  

. At t h e t est e d d os es of  BI D, 

al b eit wit h a wi d e v ari ati o n, t h e c o m bi n e d e n d o m etri al c o n c e ntr ati o ns of O G- 6 2 1 9 a n d it s 

pri m ar y a cti v e m et a b olit e F O R- 1 0 1 1 at D a y 1 0 of d osi n g a p pr o a c h e d or e x c e e d e d 

e q ui v al e nt t o a p pr o xi m at el y  o v er t h e d osi n g i nt er v al of 1 2 h o urs. 

 

 

4. 3 J ustifi c ati o n f o r D os e

It i s pl a n n e d t o st u d y 3- d os e l e v el s of O G- 6 2 1 9 (  BI D) t o o bt ai n d at a o n 

d os e d e p e n d e n c y of t h e eff e ct of O G- 6 2 1 9 o n E R P. T h e hi g h est d os e will b e  BI D 

 

. At t h at d os e,  

, wit h

c o m bi n e d ti ss u e c o n c e ntr ati o ns of O G- 6 2 1 9 a n d F O R- 1 0 1 1 o v er t h e e ntir e d osi n g i nt er v al 
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a b o v e I C 9 0 f or t h e i n hi biti o n of i n e n d o m etri oti c l e si o ns e x vi v o. T h e l o w er d os es 

of  w er e c h os e n b as e d o n m o d eli n g of P h as e 1 P K d at a t o a c hi e v e l o w er l o c al 

c o n c e ntr ati o ns, still h o w e v er r e m ai ni n g ar o u n d a n d a b o v e t h e e x vi v o I C 9 0 of t h e c o m bi n e d 

e x p os ur e t o O G- 6 2 1 9 a n d F O R- 1 0 1 1 o v er t h e d osi n g i nt er v al.

T h e pl as m a- c o n c e ntr ati o n c ur v e of O G- 6 2 1 9 s u g g est s BI D d osi n g is r e q uir e d wit h t h e c urr e nt 

i m m e di at e r el e as e t a bl et f or m ul ati o n t o a c hi e v e a d e q u at e i n hi biti o n of o v er 

2 4 h o urs.

T h e P h as e 2 a/ b st u d y will b e c o n d u ct e d usi n g a t a bl et f or m ul ati o n. T h e r el ati v e bi o a v ail a bilit y 

of O G- 6 2 1 9 i n t h e t a bl et f or m ul ati o n w as si mil ar t o t h at of t h e li q ui d f or m ul ati o n us e d i n t h e 

si n gl e as c e n di n g d os e/ m ulti pl e as c e n di n g d os e st u d y i n t er m s of A U C, w hil e t h e C m a x w as 

l o w er ( g e o m etri c m e a n r ati o of 0. 7 0). Si n c e t h er e w as n o m e a ni n gf ul diff er e n c e o n t h e 

bi o a v ail a bilit y of O G- 6 2 1 9 w h e n gi v e n as t h e t a bl et f or m ul ati o n b et w e e n f e d a n d f ast st at e, 

t h er e will b e n o r estri cti o n wit h r e g ar ds t o f o o d i nt a k e r el ati v e t o d osi n g of O G- 6 2 1 9 i n t hi s 

st u d y, r ef er t o I B.

4. 4 E n d of St u d y D efi niti o n

T h e E o S i s d efi n e d as t h e d at e of t h e l ast vi sit of t h e l ast p arti ci p a nt i n t h e st u d y Vi sit .

A p arti ci p a nt i s c o nsi d er e d t o h a v e c o m pl et e d t h e st u d y if s h e h as c o m pl et e d all p h as es of t h e 

st u d y, i n cl u di n g t h e l a st s c h e d ul e d pr o c e d ur e i n di c at e d at t h e E O S Vi sit s h o w n i n t h e S o A; 

S e cti o n 1. 3 .
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5. 0 S T U D Y P O P U L A TI O N

Pr os p e cti v e a p pr o v al of pr ot o c ol d e vi ati o ns t o r e cr uit m e nt a n d e nr ol m e nt crit eri a, al s o k n o w n 

as pr ot o c ol w ai v ers or e x e m pti o ns, i s n ot p er mitt e d.

5. 1 I n cl u si o n C rit e ri a

P arti ci p a nt s ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y o nl y if all of t h e f oll o wi n g crit eri a a p pl y:

1. Pr e- m e n o p a us al f e m al es * of a g e 1 8 t o 4 9 y e ar s ol d (i n cl usi v e) at t h e ti m e of si g ni n g 

I nf or m e d C o ns e nt ( V 1).

2. S ur gi c all y (l a p ar os c o p y or l a p ar ot o m y) di a g n os e d wit h e n d o m etri osi s wit hi n t h e l a st 

4 m o nt hs t o 1 0 y e ars pri or t o S cr e e ni n g Vi sit ( V 1), as d o c u m e nt e d b y m e di c al r e c or ds.

3. H as m o d er at e t o s e v er e e n d o m etri osi s-r el at e d p el vi c p ai n i n r e c e nt m e nstr u al c y cl e(s) usi n g 

n u m eri c r ati n g s c al e ( N R S) a n d li k el y m e et s eli gi bilit y crit eri o n

# 1 0 at R a n d o mi z ati o n Vi sit .

4. H as h a d s p o nt a n e o us (i e, wit h o ut h or m o n al t h er a p y), r e g ul ar, m e nstr u al c y cl e wit h a c y cl e 

l e n gt h b et w e e n 2 1 t o 3 2 d a ys (i n cl usi v e) f or t h e p ast 1 m o nt h b ef or e V 1. N ot e : P eri-

m e n o p a us al w o m e n h a v e irr e g ul ar m e nstr u al c y cl e s, 

crit eri o n, a n d s h o ul d n ot b e i n cl u d e d.

5. Is n ot e x p e ct e d t o u n d er g o a pl a n n e d g y n e c ol o gi c al s ur g er y or ot h er s ur gi c al pr o c e d ur es 

f or tr e at m e nt of e n d o m etri osis d uri n g st u d y p arti ci p ati o n.

6. H as a n or m al br e ast e x a mi n ati o n at V 1. m a m m o gr a p h y or 

c o ntr ast- e n h a n c e d br e ast M RI p erf or m e d wit hi n t h e l ast 1 2 m o nt hs pri or t o S cr e e ni n g ( V 1) 

wit h o ut cli ni c all y si g nifi c a nt a b n or m al fi n di n gs.

N ot e : P arti ci p a nt wit 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 Cl assifi c ati o n 1 t o 3 i s 

eli gi bl e f or r a n d o mi z ati o n.

7. A gr e es n ot t o p arti ci p at e i n a n ot h er i nt er v e nti o n al st u d y w hil e p arti ci p ati n g i n t h e pr es e nt 

st u d y.

8. Is a bl e a n d willi n g (i n t h e o pi ni o n of t h e I n v esti g at or) t o a d h er e t o all r e q uir e d st u d y 

pr o c e d ur es, i n cl u di n g:

a) St u d y vi sit s s c h e d ul e,

b) A gr e e t o s wit c h fr o m t h eir us u al a n al g esi c t o O N L Y t h e r es c u e m e di c ati o n pr o vi d e d 

b y t h e st u d y a n d a gr e e t o di s c o nti n u e t h eir h or m o n e tr e at m e nt f or E R P as o utli n e d i n

T a bl e 2 .

c) A gr e e t o ti m el y a n d d ul y c o m pl et e e Di ar y e ntri es,

d) T o c o o p er at e a n d c o m pl y wit h t h e pr ot o c ol r e q uir e m e nt s, i n cl u di n g, T V U S, E C G, P K,

a n d p h ar m a c o d y n a mi c ( P D) ass ess m e nt a m o n g ot h ers.

N ot e : If p arti ci p a nt c a n n ot t ol er at e or wit hst a n d a T V U S, a tr a ns- a b d o mi n al ultr as o u n d 

m a y b e c o nsi d er e d as a n o pti o n, as p er t h e I n v esti g at or dis cr eti o n.
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e) A gr e e t o us e 2 f or m s of n o n- h or m o n al c o ntr a c e pti o n t hr o u g h o ut t h e st u d y (fr o m V 1 

t h or o u g h ).

N ot e : H or m o n al c o ntr a c e pti o n i s n ot p er mitt e d i n t h e st u d y. W o m e n of c hil d b e ari n g 

p ot e nti al m ust us e a d e q u at e n o n- h or m o n al c o ntr a c e pti v e m et h o ds t o pr e v e nt 

pr e g n a n c y. C o ntr a c e pti o n m ust b e us e d t hr o u g h o ut t h e st u d y st arti n g at V 1 t hr o u g h t o 

. T h e s p or a di c us e of e m er g e n c y c o ntr a c e pti o n i s p er mitt e d d uri n g t h e st u d y. R ef er 

t o t h e A p p e n di x 5 t o r e vi e w t h e n o n- h or m o n al c o ntr a c e pti v es m et h o d f or t his st u d y.

f) N ot pl a n ni n g t o r el o c at e d uri n g t h e st u d y (s u c h t h at t h e p arti ci p a nt w o ul d n ot b e a bl e 

t o c o nti n u e p arti ci p ati o n at t h e st u d y sit e).

9. M ust b e willi n g a n d a bl e t o pr o vi d e si g n e d i nf or m e d c o ns e nt b ef or e a n y st u d y-r el at e d 

a cti viti es.

At Vi sit : I n cl u si o n Eli gi bilit y C rit e ri a:

1 0. H as m o d er at e t o s e v er e E R P, d et er mi n e d b y t h e N R S ( 0 t o 1 0 a n c h or e d, wit h 0 [ n o p ai n]

a n d 1 0 [ e xtr e m el y s e v er e p ai n]), at  ( b ef or e R a n d o mi z ati o n), b as e d o n t h e e Di ar y e ntri es 

fr o m t h e m e nstr u al c y cl e ( B C), a s f oll o w s:

a) A n

b)

, O R

c)

n e c ess aril y c o ns e c uti v e).

1 1. H as d e m o nstr at e d c o m pli a n c e wit h  of e Di ar y e ntri es (i e, p el vi c p ai n s c or e, v a gi n al 

bl e e di n g, r es c u e m e di c ati o n i nt a k e) d uri n g b ot h t h e S C a n d t h e B C.

N ot e : e Di ar y c o m pli a n c e will b e a ut o m ati c all y c al c ul at e d b y t h e e Di ar y v e n d or p ort al a n d 

a r e p ort will b e pr o vi d e d. T h e I n v esti g ati o n al st u d y sit e s h o ul d r e vi e w t h e r e p ort b ef or e t h e 

gi bilit y at R a n d o mi z ati o n Vi sit .

1 2. Is Pl a c e b o t a bl et s o v er t h e B C ( ), as d et er mi n e d 

b y t a bl et a c c o u nt a bilit y at t h e sit e.

1 3. H as t a k e n o nl y t h e st u d y pr o vi d e d r es c u e m e di c ati o n, at a d os e n ot e x c e e di n g t h e m a xi m u m 

d os e d et er mi n e d b y t h e I n v esti g at or, f or c o ntr ol of E R P d uri n g t h e B C as e vi d e n c e d i n t h e 

e Di ar y. 

1 4. H a v e a n e g ati v e pr e g n a n c y t e st as o utli n e d i n t h e S o A ( S e cti o n 1. 3) .

* Pl e as e c o nt a ct t h e M e di c al M o nit or s urr o u n di n g n o n- bi n ar y p arti ci p a nt s eli gi bilit y i n t h e 

cli ni c al st u d y.
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5. 2  E x cl usi o n C rit e ri a  

P arti ci p a nt i s e x cl u d e d fr o m t h e st u d y if a n y of t h e f oll o wi n g crit eri a a p pl y: 

G y n e c ol o gi c al M e di c al C o n diti o ns 

1.  H as a s ur gi c al hi st or y of h yst er e ct o m y a n d/ or bil at er al o o p h or e ct o m y. 

N ot e : P arti ci p a nt s w h o h a v e u n d er g o n e s ur gi c al st erili z ati o n ( e g, bil at er al s al pi n g e ct o m y, 

t u b al li g ati o n, or u nil at er al o o p h or e ct o m y) ar e p er mitt e d i n t h e st u d y. 

2.  H as c hr o ni c p el vi c a n d/ or n o n- p el vi c p ai n N O T C A U S E D b y e n d o m etri osi s t h at r e q uir es 

c hr o ni c a n al g esi c or ot h er c hr o ni c t h er a p y (i n cl u di n g, b ut n ot li mit e d t o, p ai n c a us e d b y 

i nt erstiti al c ystiti s, bl a d d er p ai n s y n dr o m e, irrit a bl e b o w el s y n dr o m e, h yst er os c o pi c 

st erili z ati o n, a d e n o m y osi s [ as c o nfir m e d b y pr e vi o us M RI], v a gi ni s m us, c hr o ni c p el vi c 

i nf e cti o n, fi br o m y al gi a, c hr o ni c h e a d a c h es, c hr o ni c b a c k p ai n). P arti ci p a nt s usi n g or w h o 

will b e usi n g fr e q u e nt o pi oi d a n al g esi cs, c a n n a bis, or n o n- o pi oi ds a n al g esi cs f or c hr o ni c 

p ai n or r e c urri n g p ai n ot h er t h a n t h at d u e t o E R P s h o ul d al s o b e e x cl u d e d. 

3.  H as a cli ni c all y si g nifi c a nt g y n e c ol o gi c c o n diti o n i d e ntifi e d i n t h e s cr e e ni n g (i n cl u di n g, 

b ut n ot li mit e d t o,  

 

 

. 

4.  H as a hi st or y of E R P t h at w as n ot r es p o nsi v e at all (r efr a ct or y) t o tr e at m e nt wit h C H C s, 

G n R H a g o ni st s a n d a nt a g o ni st s, pr o g esti ns, or ar o m at as e i n hi bit ors al o n e or i n 

c o m bi n ati o n. T h e p arti ci p a nt t h at r e q uir e d > 2 w e e ks of c o nti n u o us us e of n ar c oti cs f or 

tr e at m e nt of E R P wit hi n 6 m o nt hs of V 1 s h o ul d al s o b e e x cl u d e d. 

N ot e : P arti ci p a nt s w h o a c hi e v e d a p arti al r es p o ns e or w er e tr e at m e nt f ail ur es d u e t o si d e 

eff e ct s s h o ul d n ot b e e x cl u d e d. 

5.  H a d u n di a g n os e d ( u n e x pl ai n e d), a b n or m al, v a gi n al bl e e di n g n ot ass o ci at e d wit h t h e 

b as eli n e c o n diti o n ( e n d o m etri osi s) wit hi n t h e p ast 6 m o nt h s b ef or e s cr e e ni n g. 

N ot e : P arti ci p a nt s m a y b e r es cr e e n e d aft er c o m pl eti n g tr e at m e nt f or si m pl e o v ari a n c yst s. 

6.  H as a n a cti v e s e x u all y tr a ns mitt e d i nf e cti o n ( S TI) ( e g, g o n orr h e a, c hl a m y di a, or 

tri c h o m o n as) i s e x cl usi o n ar y. 

N ot e : P arti ci p a nt s m a y b e r es cr e e n e d aft er c o m pl eti n g tr e at m e nt f or i nf e cti o n. 

7.  H as n o d o c u m e nt e d n or m al P a p a ni c ol a o u ( P A P) t est wit hi n t h e ti m eli n e of c urr e nt st a n d ar d 

of c ar e g ui d eli n es or h as a si g nifi c a ntl y a b n or m al P A P t e st at S cr e e ni n g ( V 1) (i e, l o w- gr a d e 

s q u a m o us i ntr a e pit h eli al l esi o n, hi g h- gr a d e s q u a m o us i ntr a e pit h eli al l esi o n, at y pi c al 

gl a n d ul ar c ell s [ a n y t y p e], s q u a m o us c ell c ar ci n o m a, or a d e n o c ar ci n o m a [i n sit u or 

i n v asi v e]). T h e pr es e n c e of hi g h-ri s k h u m a n p a pill o m a vir us ( H P V), r e g ar dl ess of P A P 

r es ult, i s e x cl usi o n ar y ( e. g. at y pi c al s q u a m o us c ell s). 

8.  I nt e n ds t o b e c o m e pr e g n a nt d uri n g st u d y p arti ci p ati o n or h as a k n o w n or s us p e ct e d 

pr e g n a n c y or h as a p ositi v e h C G or uri n e pr e g n a n c y t est at a n y ti m e b ef or e 

r a n d o mi z ati o n. 
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N ot e : If t h e uri n e t est c a n n ot b e c o nfir m e d as n e g ati v e, a s er u m pr e g n a n c y t est i s r e q uir e d. 

I n s u c h c as es, t h e p arti ci p a nt m ust b e e x cl u d e d fr o m p arti ci p ati o n if t h e s er u m pr e g n a n c y 

r es ult i s p ositi v e. 

9.  H as a hi st or y of m ali g n a n c y ( e x c e pt b as al c ell or s q u a m o us c ell s ki n c a n c er) b ef or e si g ni n g 

i nf or m e d c o ns e nt.  

N ot e : A n y hi st or y of h or m o n al s e nsiti v e m ali g n a n c y ( e. g., br e ast or o v ari a n c a n c er s) 

e x cl u d es t h e p arti ci p a nt 

Ot h er M e di c al C o n diti o ns: 

1 2.  H as a n all er g y/ s e nsiti vit y/i nt ol er a n c e t o r es c u e m e di c ati o n pr o vi d e d b y S p o ns or or a n y 

c o ntr ai n di c ati o n t o it s us e a n d i n t h e s etti n g of c or o n ar y art er y b y p ass gr afti n g s ur g er y, or 

h as e x p eri e n c e d ast h m a, urti c ari a, or all er gi c-t y p e r e a cti o ns aft er t a ki n g a s piri n or ot h er 

N S AI Ds, 

1 3.  H as a hi st or y or c urr e nt e vi d e n c e of a n y u nst a bl e m e di c al c o n diti o n (i n cl u di n g 

c ar di o v as c ul ar, b o n e, m u s c ul os k el et al, t h yr oi d, di a b et es), or ot h er cir c u m st a n c e t h at i n t h e 

s af et y or w ell- b ei n g, or i nt erf er e wit h t h e p arti ci p

t h e st u d y. 

1 4.  H as a k n o w n h u m a n i m m u n o d efi ci e n c y vir us i nf e cti o n, a n d/ or a n a c ut e or a cti v e, 

r e c urr e nt/r el a psi n g, or c hr o ni c i nf e cti o n ( e g, h e p atiti s A, B, or C vir us). 

1 5.  H as a g astr oi nt esti n al, li v er, ki d n e y, or ot h er di s or d er t h at w o ul d si g nifi c a ntl y i nt erf er e 

wit h t h e a bs or pti o n, distri b uti o n, m et a b oli s m, or e x cr eti o n of dr u gs i n t h e o pi ni o n of t h e 

I n v esti g at or. 

1 6.  H as a cli ni c all y si g nifi c a nt a b n or m al E C G or Q T i nt er v al pr ol o n g ati o n at S cr e e ni n g 

Vi sit ( V 1) or R a n d o mi z ati o n Vi sit . A n y p arti ci p a nt wit h t h e f oll o wi n g c o n diti o ns 

m ust b e e x cl u d e d: 

a)  A m ar k e d b as eli n e pr ol o n g ati o n of Q T/ Q T c i nt er v al ( e g, r e p e at e d d e m o nstr ati o n of a 

Q T c i nt er v al  millis e c o n ds) 

b)  A hi st or y of a d diti o n al ris k f a ct ors f or T ors a d e d e P oi nt e s ( e g, h e art f ail ur e, 

h y p o k al e mi a, f a mil y hi st or y of L o n g Q T S y n dr o m e) 

c)  Us e of c o n c o mit a nt m e di c ati o ns t h at pr ol o n g t h e Q T/ Q T c i nt er v al (s u c h as b ut n ot 

li mit e d t o: i b utili d e, q ui ni di n e, i mi pr a mi n e, er yt hr o m y ci n, a n d dr o p eri d ol). 
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1 7. Pl a ns t o s c h e d ul e el e cti v e s ur g er y d uri n g t h e st u d y e x e c uti o n or h a d s ur g er y i n t h e p ast 

4 m o nt hs b ef or e s cr e e ni n g t h at c o nti n u es t o r e q uir e p ai n m a n a g e m e nt.

1 8. S us p e ct e d a cti v e C or o n a vir us Di s e as e 2 0 1 9 ( C O VI D- 1 9) i nf e cti o n

a) H a v e t est e d p ositi v e f or s e v er e a c ut e r es pir at or y s y n dr o m e r el at e d c or o n a vir us- 2

( S A R S- C o V- 2) b as e d o n a v ali d at e d t est p er l o c al g ui d eli n e s at S cr e e ni n g a n d B as eli n e

b) H a v e t o c o m pl y wit h q u ar a nti n e r e q uir e m e nt s p er l o c al P u bli c H e alt h dir e cti v e

N ot e : P arti ci p a nt s wit h cli ni c al s y m pt o m s s u g g esti v e of C O VI D- 1 9 c a n b e r es cr e e n e d aft er 

1 4 d a ys if s y m pt o m s r es ol v e a n d t h e p arti ci p a nt d o es n ot t est p ositi v e f or S A R S- C o V- 2.

1 9. H as b e e n v a c ci n at e d wit h li v e or li v e- att e n u at e d vir us v a c ci n e wit hi n 3 0 d a ys pri or t o 

S cr e e ni n g.

Di a g n osti c Ass ess m e nt s

2 0. H as

2 1. H as a n y of t h e f oll o wi n g a b n or m al l a b or at or y v al u es at S cr e e ni n g

a) Al a ni n e a mi n otr a nsf er as e ( A L T), As p art at e a mi n otr a nsf er as e ( A S T), G a m m a gl ut a m yl 

tr a ns p e pti d as e > 2 × u p p er li mit of n or m al ( U L N), Al k ali n e P h os p h at as e > 1. 5 × U L N, 

pr o vi d e d c h ol est ati c or ot h er li v er di s e as e is e x cl u d e d

b) T ot al bilir u bi n ( T B L) > 1. 0

if ot h er li v er f u n cti o n t est s ar e wit hi n st at e d li mit s)

c) I m p air e d r e n al f u n cti o n as i n di c at e d b y esti m at e d gl o m er ul ar filtr ati o n r at e

< 3 0 m L/ mi n/ 1. 7 3 m 2 ( C K D- E PI 2 0 0 9 c al c ul ati o n)

d) H e m o gl o bi n < 1 0 g m/ d L, w hit e bl o o d c ell c o u nt < 2 5 0 0 m m 3 , n e utr o p hil c o u nt 

< 1 5 0 0 m m 3 , pl at el et c o u nt < 1 0 0 × 1 03 / m m3 .

Lif est yl e

2 2. B as e d o n t h e k n o w n m et a b oli s m of O G- 6 2 1 9 t h er e ar e n o eff e ct s of al c o h ol, c aff ei n e, or 

t o b a c c o ass o ci at e d wit h st u d y tr e at m e nt. H o w e v er, d uri n g t h e st u d y p arti ci p a nt s ar e as k e d 

t o r efr ai n fr o m:

a) E x c essi v e t o b a c c o us e a n d s m o ki n g  

).

b) A cti v e us e of illi cit dr u gs a n d/ or al c o h ol a b us e/ d e p e n d a n c e, as d et er mi n e d b y t h e 

I n v esti g at or.

N ot e: Al c o h ol i nt a k e s h o ul d b e li mit e d t o 2 t o 3 u nit s p er d a y, n ot t o e x c e e d 1 4 u nit s p er 

w e e k.

2 3. H as a pri or or c urr e nt hi st or y of dr u g or al c o h ol a b us e di s or d er a c c or di n g t o Di a g n osti c 

a n d St ati sti c al M a n u al of M e nt al Di s or d ers 5 ( D S M 5). 6 6
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24. Has undergone blood transfusion within 2 weeks of V1. In addition, has
blood (approximately 300 mL) within 8 weeks before the first dose of OG-6219.

25. Use of treatments that might interfere with the conduct of the study or interpretation of the 
results (Appendix 7).

26. Used any medication listed in Appendix 7 that is either a sensitive substrate, moderate, or 
strong inhibitor or inducer of CYP3A4 within 30 days or 10 half-lives (whichever is longer) 
prior to the planned first day of dosing. Participants must not consume other substances 
known to be potent inhibitors or inducers of CYP P450s such as grapefruit or Seville 
oranges containing products in 2 weeks before the planned first dose of study treatment
administration.

27. Current or a history of psychiatric disorder in the 3 years prior to Screening that would, in 
the opinion of the Investigator, affect the ability to participate in the study or would impair 
interpretation of data. Participants with current major depression, posttraumatic stress 
disorder, bipolar disorder, schizophrenia, or other psychotic disorders are excluded. 
Participant has a history of suicidal ideation or attempt within 3 years of Screening (V1).
Note: Current depression that is being treated and stable is not exclusionary.

28. Has been a participant in an investigational drug or device study within 30 days prior to 
the Screening Visit.

29. A study site employee or relative of a study site employee.
30. Participant is pregnant, breast feeding, or planning a pregnancy within the next 7 months.
31. Participants has received any treatment listed in Table 2

in Table 2 during the study.

0FHHT0
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E x c essi v e t o b a c c o us es a n d s m o ki n g h as b e e n r estri ct e d b as e d o n t h e I n v esti g at or di s cr eti o n.

A b us e of al c o h ol i s pr o hi bit e d. Al c o h ol i nt a k e s h o ul d b e li mit e d t o 2 t o 3 u nit s p er d a y, n ot t o 

e x c e e d 1 4 u nit s p er w e e k. A cti v e us e of illi cit dr u gs i s pr o hi bit e d.

N ot e:

R ef er t o T a bl e 2 f or a li st of 

pr o hi bit e d m e di c ati o ns.

P arti ci p a nt s m ust r efr ai n fr o m c o ns u m pti o n of gr a p efr uit, gr a p efr uit j ui c e, S e vill e or a n g es, 

S e vill e or a n g e m ar m al a d e, a n d S e vill e or a n g e j ui c e or ot h er pr o d u ct s c o nt ai ni n g gr a p efr uit or 

S e vill e or a n g es fr o m 1 4 d a ys pri or t o t h e first d os e of st u d y tr e at m e nt a n d f or t h e d ur ati o n of 

t h e st u d y tr e at m e nt (i e, fi n al d os e).

5. 4 S c r e e n F ail u r es

S cr e e n f ail ur es ar e d efi n e d as p arti ci p a nt s w h o c o ns e nt t o p arti ci p at e i n t h e cli ni c al st u d y b ut

ar e n ot s u bs e q u e ntl y all o c at e d t o tr e at m e nt i n t h e st u d y  A 

mi ni m al s et of s cr e e n f ail ur e i nf or m ati o n i s r e q uir e d t o e ns ur e tr a ns p ar e nt r e p orti n g of s cr e e n 

f ail ur e p arti ci p a nts t o m e et t h e C o ns oli d at e d St a n d ar ds of R e p orti n g Tri als p u bli s hi n g 

r e q uir e m e nt s a n d t o r es p o n d t o q u eri es fr o m r e g ul at or y a ut h oriti es. Mi ni m al i nf or m ati o n 

i n cl u d es d e m o gr a p hi c d at a, r e as o n f or s cr e e n f ail ur e, a n d a n y A Es or S A Es m e eti n g r e p orti n g 

r e q uir e m e nt s as o utli n e d i n t h e d at a e ntr y g ui d eli n es.

I n di vi d u al s w h o d o n ot m e et t h e crit eri a f or p arti ci p ati o n i n t hi s st u d y (s cr e e n f ail ur e) m a y n ot 

b e r es cr e e n e d e x c e pt f or; p arti ci p a nt s wit h di a g n o si s a n d tr e at m e nt of c hl a m y di a, g o n orr h e a, 

or tri c h o m o n as, if n ot at ri s k f or r ei nf e cti o n; si m pl e o v ari a n c yst a d e q u at el y tr e at e d a m o n g 

ot h er. Pl e as e r ef er t o S e cti o n 5. 2 f or c o m pl et e d et ail s. P arti ci p a nt s m a y b e r es cr e e n e d o n a 

c as e- b y- c as e b asi s aft er dis c ussi o n a n d a p pr o v al b y t h e M e di c al M o nit or. 

R es cr e e n e d p arti ci p a nt s r et ai n t h e s a m e p arti ci p a nt n u m b er ( A p p e n di x 2 ). If t h e r es cr e e ni n g is 

o ut si d e t h e 4 2- d a y wi n d o w si n c e V 1, all s cr e e ni n g ass e ss m e nt s m ust b e r e p e at e d.
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6. 3 M e as u r es t o Mi ni mi z e Bi as: R a n d o mi z ati o n a n d Bli n di n g

R a n d o mi z ati o n will b e us e d t o a v oi d bi a s i n t h e assi g n m e nt of p arti ci p a nt s t o tr e at m e nt gr o u ps. 

Eli gi bl e p arti ci p a nt s will b e r a n d o mi z e d i n a  r ati o at R a n d o mi z ati o n Vi sit  t o 

r e c ei v e o n e of 3 d os es of O G- 6 2 1 9 or m at c hi n g Pl a c e b o.  p arti ci p a nt s will b e 

r a n d o mi z e d t o  t h e 4 st u d y ar m s.

P arti ci p a nt s will si g n a s e p ar at e c o ns e nt f or o pti o n al i nt e nsi v e P K pri or t o r a n d o mi z ati o n. T h e 

st u d y will b e str atifi e d b as e d o n c o ns e nt t o i nt e nsi v e P K ( Y es/ N o) i n or d er t o e ns ur e b al a n c e d 

tr e at m e nt assi g n m e nt wit hi n t h e i nt e nsi v e P K gr o u p.

T h e st u d y sit e will c o nt a ct t h e I nt er a cti v e R es p o n s e T e c h n ol o g y (I R T) s yst e m t o o bt ai n t h e 

st u d y tr e at m e nt. St u d y tr e at m e nt will b e di s p e ns e d at t h e st u d y vi sit s s u m m ari z e d i n t h e S o A 

( S e cti o n 1. 3 ). B ef or e t h e st u d y i s i niti at e d, a d diti o n al I R T dir e cti o ns a n d/ or l o g i n i nf or m ati o n 

will b e pr o vi d e d t o e a c h st u d y sit e.

M et h o d of bli n di n g:

T h e st u d y i s bli n d e d f or a ssi g n m e nt of O G- 6 2 1 9 a n d Pl a c e b o. T a bl et s of O G- 6 2 1 9 a n d Pl a c e b o

will a p p e ar i d e nti c al.

T h e I R T will b e pr o gr a m m e d wit h bli n d- br e a ki n g i nstr u cti o ns. I n c as e of a n e m er g e n c y, t h e 

tr e at m e nt assi g n m e nt i s w arr a nt e d.

P arti ci p a nt s af et y m ust al w a ys b e t h e first c o nsi d er ati o n i n m a ki n g s u c h a d et er mi n ati o n. If t h e 

I n v esti g at or d e ci d es t h at u n bli n di n g i s w arr a nt e d, h e/ s h e m a y, at hi s/ h er di s cr eti o n, c o nt a ct t h e 

tr e at m e nt 

assi g n m e nt u nl ess t hi s c o ul d d el a y e m er g e n c y tr e at m e nt of t h e p arti ci p a nt.

2 4 h o urs aft er br e a ki n g t h e bli n d. T h e d at e a n d r e as o n t h at t h e bli n d w a s br o k e n m ust b e 

r e c or d e d i n t h e s o ur c e d o c u m e nt ati o n a n d el e ctr o ni c c as e r e p ort f or m ( e C R F), as a p pli c a bl e.

D uri n g t h e d o u bl e- bli n d p eri o d, t h e f oll o wi n g p ers o n n el will r e m ai n bli n d e d t o t h e tr e at m e nt 

assi g n m e nt: p arti ci p a nt s, I n v esti g at ors, ot h er st u d y sit e p er s o n n el, cli ni c al st aff, M e di c al 

M o nit or, st u d y sit e m o nit ors a n d ot h er S p o ns or r e pr es e nt ati v es i n v ol v e d i n t h e cli ni c al as p e ct s 

of t h e st u d y c o n d u ct.
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6.4 Study Treatment Compliance

The prescribed dosage and mode of administration may not be changed. Any deviations from 
the intended regimen must be recorded in the eCRF.

A record of the quantity of tablets administered by each participant must be maintained and 
reconciled with study treatment and compliance records.

All study treatment will be administered by the study site staff when the participant is at the 
site. Any non-compliance will be recorded in the eCRF. Non-compliance is defined as taking 
any dose (more or less) other than the protocol dose.

6.5 Dose Modification

Dose modifications are not applicable for this study.

6.6 Continued Access to Study Treatment after the End of the Study

The Sponsor will not provide additional care to the participants after they complete or 
discontinue the study.

6.7 Treatment of Overdose

No clinical data are currently available regarding OG-6219 overdose. For this study, any dose 
of study treatment that deliberately or accidentally administered by a study participant at a dose 
above that assigned to that individual participant according to a study protocol will be 
considered an overdose.

The Medical Monitor must be contacted in the event of any study treatment overdose.

In the event of an overdose, the Investigator or treating physician should:

Contact the Medical Monitor immediately
Closely monitor the participant for AEs including laboratory abnormalities
All overdose events associated with SAE (including intentional suicidal/self-harming 
intent) must be reported within 24 hours by completing a SAE form (please refer to Section 
8.4, Table 7)
Overdose events associated with a non-serious AE must be reported within 5 calendar days 
of learning of event (please refer to section 8.4, Table 7)
All other overdose cases not associated with AE/SAE must be captured in the appropriate 
section of eCRF
If possible, obtain a plasma sample for PK analysis within 2 days from the date of the last 
dose of study treatment if requested by the Medical Monitor (determined on a case-by-case 
basis)
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D o c u m e nt t h e q u a ntit y of t h e e x c ess d os e as w ell as t h e d ur ati o n of t h e o v er d osi n g i n t h e 

e C R F.

T h e M e di c al M o nit or, i n c o ns ult ati o n wit h t h e I n v esti g at or, will m a k e d e cisi o ns r e g ar di n g 

p arti ci p a nt st at us a n d p ot e nti al d os e i nt err u pti o ns, b as e d o n t h e cli ni c al e v al u ati o n of t h e 

p arti ci p a nt.

6. 8 C o n c o mit a nt T h e r a p y

Pri or tr e at m e nts ar e d efi n e d as, i) all tr e at m e nts (i n cl u di n g pr es cri pti o n or o v er t h e c o u nt er

[ O T C] tr e at m e nt s a n d di et ar y s u p pl e m e nt s) t a k e n b y t h e st u d y p arti ci p a nt wit hi n 3 0 d a ys pri or 

t o r a n d o mi z ati o n a n d ii) m e di c ati o ns n o l o n g er b ei n g t a k e n w h e n st u d y tr e at m e nt i s gi v e n will 

b e pri or tr e at m e nt s.

C o n c o mit a nt t h er a pi e s ar e d efi n e d as, a n y m e di c ati o ns (i n cl u di n g O T C or pr es cri pti o n 

m e di ci n es, vit a mi ns, a n d/ or h er b al s u p pl e m e nt s) t h at t h e p arti ci p a nt is r e c ei vi n g at t h e ti m e of 

si g ni n g t h e i nf or m e d c o ns e nt f or m (I C F) ( wit hi n 1 4 d a ys b ef or e t h e ti m e of si g ni n g t h e I C F) 

or r e c ei v es d uri n g t h e st u d y m ust b e r e c or d e d o n t h e e C R F wit h:

R e as o n f or us e.

D at es of a d mi ni str ati o n i n cl u di n g st art a n d e n d d at es.

D os a g e i nf or m ati o n i n cl u di n g d os e a n d fr e q u e n c y.

V a c ci n ati o n wit h li v e or li v e- att e n u at e d vir us v a c ci n e wit hi n 3 0 d a ys pri or t o S cr e e ni n g is 

pr o hi bit e d. A d mi ni str ati o n of n o n-li v e v a c ci n es (i n cl u di n g S A R S- C o V- 2 v a c ci n es) c a n b e 

a d mi ni st er e d a c c or di n g t o l o c al v a c ci n ati o n st a n d ar ds w h e n e v er m e di c all y a p pr o pri at e.

A n y v a c ci n ati o n a d mi ni str ati o n d uri n g t h e st u d y s h o ul d b e r e c or d e d i n t h e e C R F as a 

c o n c o mit a nt m e di c ati o n: all v a c ci n e i nf or m ati o n s h o ul d b e c oll e ct e d, i n cl u di n g br a n d n a m e, 

m a n uf a ct ur er ( a n d l ot n u m b er if a v ail a bl e) as w ell as a d mi ni str ati o n d at es.

6. 8. 1 R es c u e M e di c ati o n ( N a p r o x e n s o di u m)

P arti ci p a nt s c a n us e r es c u e m e di c ati o n f or t h e m a n a g e m e nt of E R P fr o m  ( E O S) o nl y 

p er i nstr u cti o ns b y t h e I n v esti g at or ( A p p e n di x 6 ). Us e of t h e r es c u e p ai n m e di c ati o n will b e 

r e c or d e d i n t h e e Di ar y. R es c u e m e di c ati o n is i nt e n d e d o nl y f or E R P a n d s h o ul d n ot b e us e d 

f or a n y ot h er p ai n. T h e us e of t h e r es c u e m e di c ati o n as pr o p h yl a cti c f or E R P is n ot all o w e d. 

T h e m a xi m u m d os e of t h e r es c u e m e di c ati o n will b e pr o vi d e d b y t h e I n v esti g at or, f oll o wi n g 

l o c al g ui d eli n es, a n d s h o ul d n ot b e us e d diff er e ntl y.

T h e us e of n a pr o x e n s o di u m f or r es c u e m e di c ati o n will b e r e vi e w e d at e a c h st u d y vi sit a n d 

d uri n g t h e t el e p h o n e f oll o w- u ps. A n e Di ar y r e p ort will i d e ntif y if a p arti ci p a nt h as t a k e n a n 

o v er d os e of r es c u e m e di c ati o n b as e d o n t h e l o c al l a b eli n g, a n d t h e I n v esti g at or s h o ul d 

f oll o w- u p wit h t h e p arti ci p a nt a n d r e p ort t h e o v er d os e as a p pr o pri at e (T a bl e 7 ).
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6. 8. 2 P r o hi bit e d M e di c ati o n s a n d Ot h e r P r o d u cts

T h e f oll o wi n g c o n c o mit a nt m e di c ati o ns, t h er a pi e s, a n d pr o d u ct s ar e pr o hi bit e d d uri n g st u d y 

p arti ci p ati o n (r ef er t o T a bl e 2, A p p e n di x 6 , a n d A p p e n di x 7 ). Pl e as e n ot e t h es e a d diti o n al

cl arifi c ati o ns f or pr o hi bit e d m e di c ati o ns/ pr o d u ct s:

S e nsiti v e s u bstr at e s, m o d er at e, a n d str o n g i n hi bit ors, or i n d u c ers of C Y P 3 A 4 

(A p p e n di x 7 ).

S e nsiti v e s u bstr at es of P- g p a n d B C R P

N ot e: F or t h e P- g p a n d B C R P s u bstr at e s: t h e y s h o ul d b e a d mi ni st er e d at l e a st 4 h o urs a p art 

fr o m O G- 6 2 1 9 (A p p e n di x 7 ).

E n d o m etri osi s tr e at m e nt s f or s y m pt o m r eli ef e x c e pt r es c u e m e di c ati o n all o w e d b y pr ot o c ol

(A p p e n di x 6 ).

N ot e: P arti ci p a nt s c a n N O T us e l o c al a n est h eti c ( e g, li d o c ai n e p at c h es) N O R r e c ei v e 

a c u p u n ct ur e w hil e p arti ci p ati n g i n t h e st u d y

T h e us e of a n al g e si c m e di c ati o n diff er e nt t h a n t h e r es c u e m e di c ati o n i s pr o hi bit e d (t hi s i s 

r ef err e d as pr o hi bit e d p ai n m e di c ati o n, s e e A p p e n di x 8 ).

 

 

S ur gi c al tr e at m e nt of e n d o m etri osi s a n d us e of i ntr a ut eri n e d e vi c es ar e pr o hi bit e d fr o m 

st art of t h e S cr e e ni n g P eri o d u ntil E O S.

6. 9 St u d y T r e at m e nt A c c o u nt a bilit y

R e c or ds will b e m ai nt ai n e d b y a ut h ori z e d st aff of t h e d eli v er y, r e c ei pt, di s p e nsi n g, a n d r et ur n 

of st u d y tr e at m e nt t o pr o vi d e a c o m pl et e a c c o u nt a bilit y of t h e dis p ositi o n of t h e st u d y 

tr e at m e nt. T h e q u a ntit y of di s p e ns e d st u d y tr e at m e nt will b e e nt er e d i nt o t h e I R T. T h e 

P arti ci p a nt n u m b er, a m o u nt of st u d y tr e at m e nt a n d d at e di s p e ns e d, d at e of r et ur n of us e d st u d y 

tr e at m e nt a n d a m o u nt r et ur n e d will b e r e c or d e d.

N ot e: T h e us e of r es c u e m e di c ati o n will al s o b e r e c or d e d i n t h e I R T a n d e Di ar y.

6. 1 0 St u d y T r e at m e nt H a n dli n g a n d Di s p os al

D uri n g t h e st u d y all u n us e d, r et ur n e d or n ot di s p e ns e d st u d y tr e at m e nt will b e r et ai n e d at t h e 

st u d y sit e a n d st or e d p er i nstr u cti o ns fr o m t h e S p o ns or. Aft er t h e cli ni c al m o nit or h as 

p erf or m e d fi n al dr u g a c c o u nt a bilit y r e vi e w, t h e st u d y sit e will eit h er r et ur n or d estr o y e x c ess 

st u d y tr e at m e nt a c c or di n g t o S p o ns or i nstr u cti o ns i n a s e p ar at e P h ar m a c y M a n u al.
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7.0 DISCONTINUATION OF STUDY TREATMENT AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

Discontinuation of specific study sites or of the study as a whole are detailed in Appendix 2.

7.1 Discontinuation of Study treatment

It may be necessary for a participant to permanently discontinue study treatment. If study 
treatment is permanently discontinued (eg, Safety recommendation based on DMC 
assessment), the participant will remain in the study to be evaluated for Safety. See SoA 
(Section 1.3) for data to be collected at the time of discontinuation of study treatment and 
follow-up and for any further evaluations that need to be completed.

If a participant who does not meet enrolment criteria is inadvertently enrolled, that participant 
must be discontinued from study treatment and the Sponsor, or Sponsor designee, must be 
contacted. An exception may be granted in rare circumstances for which there is a compelling 
safety reason to allow the participant to continue. In these rare cases, the Investigator must 
obtain documented approval from the Sponsor, or Sponsor designee, to allow the participant 
to continue in the study.

Participants who do not wish to conceive after the last dose of study treatment should begin a 
new contraceptive method as soon as possible. Post-study contraceptive counseling will be 
provided by study site personnel in accordance with the SoA (Section 1.3).

Participants who discontinue study treatment will not be replaced.

7.2 Participant Discontinuation/Withdrawal from the Study

A participant may withdraw consent from study participation at any time at her own request or 
may be discontinued at any time at the discretion of the Investigator or the Sponsor (described 
in detail below).

At the time of discontinuing from the study, if possible, an early discontinuation visit should 
be conducted, as shown in the SoA (Section 1.3). See SoA (Section 1.3) for data to be collected 
at the time of study discontinuation and follow-up and for any further evaluations that need to 
be completed.

The participant will be permanently discontinued from the study treatment and the study at the
same time.

If the participant withdraws consent for disclosure of future information, the Sponsor may 
retain and continue to use any data collected before such a withdrawal of consent.

If a participant withdraws from the study, she may request destruction of any samples taken 
and not tested, and the Investigator must document this in the site study records.
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A p arti ci p a nt

at t h e di s cr eti o n of t h e I n v esti g at or or t h e S p o ns or. J ustifi a bl e r e as o ns i n cl u d e, b ut ar e n ot 

li mit e d, t o:

T h e p arti ci p a nt wit h dr a w s c o ns e nt t o p arti ci p at e

I n v esti g at or o pi ni o n if i n his/ h er m e di c al j u d g m e nt di s c o nti n u ati o n i s i n t h e b est i nt er est of 

t h e p arti ci p a nt

S p o ns or r e q u est f or s af et y r e as o ns

A n y A E t h at i s i nt ol er a bl e t o t h e p arti ci p a nt a n d t h at c a n n ot b e a m eli or at e d b y t h e us e of 

a d e q u at e m e di c al i nt er v e nti o n, or t h at i n t h e o pi ni o n of t h e I n v esti g at or or M e di c al M o nit or 

w o ul d l e a d t o u n d u e ri s k t o t h e p arti ci p a nt if d osi n g c o nti n u e d

T h e p arti ci p a nt e x p eri e n c es a n S A E ass e ss e d as r el at e d t o st u d y tr e at m e nt

T h e p arti ci p a nt t est e d p ositi v e f or S A R S- C o V- 2 p er p ol y m er as e c h ai n r e a cti o n t est or is 

s us p e ct e d t o h a v e S A R S- C o V- 2 i nf e cti o n

If t h e f oll o wi n g li v er t e st a b n or m aliti es d e v el o p, st u d y tr e at m e nt s h o ul d b e di s c o nti n u e d 

wit h a p pr o pri at e cli ni c al f oll o w- u p (i n cl u di n g r e p e at l a b or at or y t est s, u ntil a p arti ci p a nt

l a b or at or y pr ofil e h as r et ur n e d t o n or m al/ b as eli n e st at us):

o A L T or A S T > 8 × U L N or A L T or A S T > 5 × U L N f or > 2 w e e ks

o A L T or A S T > 3 × U L N a n d T B L > 2 × U L N or i nt er n ati o n al n or m ali z e d r ati o > 1. 5

o A L T or A S T > 3 × U L N wit h t h e a p p e ar a n c e of f ati g u e, n a us e a, v o miti n g, ri g ht 

u p p er q u a dr a nt p ai n or t e n d er n ess, f e v er, r as h, a n d/ or e osi n o p hili a ( > 5 %)

E C G fi n di n gs of Q T c F pr ol o n g ati o n of , or a c h a n g e of > 6 0 m s fr o m t h e 

pr e- d os e E C G, b as e d o n t h e a v er a g e of tri pli c at e E C Gs

P arti ci p a nt s w h o e x p eri e n c e s ui ci d al i d e ati o n or att e m pt s ui ci d e 

S af et y r e c o m m e n d ati o n b as e d o n D M C / i n v esti g at or/ S p o ns or ass e ss m e nt of A Es a n d 

A E SI

If t h e p arti ci p a nt b e c o m e s pr e g n a nt at a n y ti m e aft er pr o vi di n g a si g n e d I C F, t h e p arti ci p a nt

m ust b e wit h dr a w n i m m e di at el y a n d if t h e p arti ci p a nt h as r e c ei v e d at l e ast 1 d os e of 

e x p eri m e nt al st u d y tr e at m e nt t h e p arti ci p a nt m ust b e f oll o w e d t hr o u g h t h e pr e g n a n c y (r ef er 

t o A p p e n di x 5 ).

If t h e p arti ci p a nt u n d er g o es ur g e nt s ur gi c al pr o c e d ur es f or e n d o m etri osi s-r el at e d p ai n. 

T h e p arti ci p a nt w as err o n e o usl y i n cl u d e d i n t h e st u d y (f ail e d t o m e et pr ot o c ol e ntr y 

crit eri a)

P arti ci p a nt s w h os e tr e at m e nt assi g n m e nt h as i nt e nti o n all y b e e n u n bli n d e d b y t h e 

I n v esti g at or

T h e p arti ci p a nt p arti ci p at es i n a n ot h er i n v esti g ati o n al st u d y

T h e p arti ci p a nt i s u n a bl e t o c o m pl y wit h pr ot o c ol r e q uir e m e nt s ( e g, e Di ar y c o m pli a n c e, 

us e of st u d y tr e at m e nt, u s e of r es c u e a n d pr o hi bit e d m e di c ati o n, et c.)
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Participants removed from study treatment for any reason will undergo the assessments for the 
discontinuation Visit (SoA, Section 1.3) and will have a Follow-up Visit to assess safety after 
completing 1 full cycle after the participant study treatment.

A participant
due to any AE, regardless of whether or not the AE is considered related to study treatment. If 
the participant withdraws from the study due to an AE, the Investigator should arrange for the 
participant to be followed appropriately until the AE has resolved or stabilized (in the opinion 
of the Investigator).

Decisions about medical care after study treatment discontinuation will be made according to 

The Investigator will document the reason(s) for treatment or study discontinuation. The 
Medical Monitor should be informed when a participant is withdrawn from the study.

Participants who do not wish to conceive after the last dose of study treatment should begin a 
new contraceptive method as soon as possible. Post-study contraceptive counseling will be 
provided by study site personnel in accordance with the SoA (Section 1.3).

7.3 Criteria for Study Termination

The DMC will conduct periodic and ad hoc (urgent) reviews of the safety data during the 
course of the study. This evaluation includes the review of the AEs thought to be of major 
significance, as referred in Section 2.3.1 and Section 7.2. The DMC recommendation, which 
may include study termination, will be urgently evaluated by the Sponsor for decision. Please 
refer to the DMC Charter and Sections 2.3.1 and 7.2 in the protocol.

The Sponsor reserves the right to discontinue the entire study or stop the study at a site for 
safety or administrative reasons at any time. Premature termination of this study may occur 
because of a regulatory authority decision, change in opinion of the Institutional Review Board 
(IRB)/Independent Ethics Committee (IEC), drug safety problems, or at the discretion of the 
Sponsor. The Sponsor will promptly notify the Investigator and the Regulatory Authorities if 
the study is prematurely terminated, and the Investigator or designee must promptly notify the 
IRB/IEC and study participants and ensure that appropriate follow-up of the participants is 
conducted.

7.4 Lost to Follow-up

A participant will be considered lost to follow-up if she repeatedly fails to return for scheduled 
visits and is unable to be contacted by the study site.

The following actions must be taken if a participant fails to return to the study site for a required 
study visit:
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 The study site must attempt to contact the participant and reschedule the missed visit as 
soon as possible, counsel the participant on the importance of maintaining the assigned 
visit schedule and ascertain whether the participant wishes to and/or should continue in the 
study. 

 Before a participant is deemed lost to follow-up, the Investigator or designee must make 
every effort to regain contact with the participant (where possible, 3 telephone calls, and if 

medical record. 
 Should the participant continue to be unreachable, she will be considered to have 

withdrawn from the study. 
 Study site personnel, or an independent third party, will attempt to collect the vital status 

of the participant within legal and ethical boundaries for all participants randomized, 
including those who did not get study treatment. Public sources may be searched for vital 
status information. If vital status is determined as deceased, this will be documented, and 
the participant will not be considered lost to follow-up. Sponsor personnel will not be 
involved in any attempts to collect vital status information. 
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8. 0 S T U D Y A S S E S S M E N T S A N D P R O C E D U R E S

St u d y pr o c e d ur es a n d t h eir ti mi n g ar e s u m m ari z e d i n t h e S o A ( S e cti o n 1. 3 ).

Pr ot o c ol w ai v ers or e x e m pti o ns ar e n ot all o w e d.

I m m e di at e s af et y c o n c er ns s h o ul d b e di s c uss e d wit h t h e S p o ns or i m m e di at el y u p o n 

o c c urr e n c e or a w ar e n ess t o d et er mi n e if t h e p arti ci p a nt s h o ul d c o nti n u e or di s c o nti n u e 

st u d y tr e at m e nt.

A d h er e n c e t o t h e st u d y d esi g n r e q uir e m e nt s, i n cl u di n g t h os e s p e cifi e d i n t h e S o A

( S e cti o n 1. 3) , i s ess e nti al a n d r e q uir e d f or st u d y c o n d u ct.

All s cr e e ni n g e v al u ati o n s m ust b e c o m pl et e d a n d r e vi e w e d t o c o nfir m t h at p ot e nti al 

p arti ci p a nt s m et all eli gi bilit y crit eri a. T h e I n v esti g at or will m ai nt ai n a s cr e e ni n g l o g t o 

r e c or d d et ail s of all p arti ci p a nts s cr e e n e d a n d t o c o nfir m eli gi bilit y or r e c or d r e as o ns f or 

s cr e e ni n g f ail ur e, as a p pli c a bl e.

c o u nt) a n d o bt ai n e d b ef or e si g ni n g of t h e I C F m a y b e utili z e d f or s cr e e ni n g or b as eli n e

p ur p os es pr o vi d e d t h e pr o c e d ur es m et t h e pr ot o c ol-s p e cifi e d crit eri a a n d w er e p erf or m e d 

wit hi n t h e ti m e fr a m e d efi n e d i n t h e S o A ( S e cti o n 1. 3 ).

R e p e at or u ns c h e d ul e d s a m pl es m a y b e t a k e n f or s af et y r e as o ns or f or t e c h ni c al iss u es wit h 

t h e s a m pl es.

8. 1 G e n e r al Ass ess m e nts

8. 1. 1 I n cl u si o n a n d E x cl u si o n C rit e ri a

All i n cl usi o n a n d e x cl usi o n crit eri a will b e r e vi e w e d b y t h e I n v esti g at or or q u alifi e d d esi g n e e 

at S cr e e ni n g t o e ns ur e t h at t h e p arti ci p a nt q u alifi es f or t h e st u d y. At , r e c h e c k cli ni c al st at us

b ef or e r a n d o mi z ati o n ( e g, p ai n s c or e, c o m pli a n c e wit h e Di ar y, st u d y tr e at m e nt c o m pli a n c e, 

a n d r es c u e m e di c ati o n, n e g ati v e pr e g n a n c y t est).

8. 1. 2 P a rti ci p a nt I d e ntifi c ati o n C a r d

T h e I n v esti g at or or q u alifi e d d esi g n e e will pr o vi d e t h e p arti ci p a nt wit h a n i d e ntifi c ati o n c ar d 

i m m e di at el y aft er t h e p arti ci p a nt pr o vi d es d o c u m e nt e d i nf or m e d c o ns e nt. T h e i d e ntifi c ati o n 

c ar d will i d e ntif y t h e m as p arti ci p a nts i n t h e r es e ar c h st u d y a n d will c o nt ai n t h e st u d y sit e 

c o nt a ct i nf or m ati o n (i n cl u di n g dir e ct t el e p h o n e n u m b ers) t o b e us e d i n t h e e v e nt of a n 

e m er g e n c y. At t h e ti m e of R a n d o mi z ati o n Vi sit, t h e st u d y sit e p ers o n n el will a d d t h e tr e at m e nt 

n u m b er t o t h e p arti ci p a nt i d e ntifi c ati o n c ar d.

8. 1. 3 Assi g n m e nt of P a rti ci p a nt N u m b e r

All p arti ci p a nt s w h o c o n s e nt, will b e gi v e n a u ni q u e s cr e e ni n g n u m b er t h at will b e us e d t o 

i d e ntif y t h e p arti ci p a nt f or all pr o c e d ur es t h at o c c ur pri or t o R a n d o mi z ati o n Vi sit. E a c h 

p arti ci p a nt will b e assi g n e d o nl y 1 s cr e e ni n g n u m b er. S cr e e ni n g n u m b ers m ust n ot b e r e- us e d 

f or diff er e nt p arti ci p a nt s.
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Specific details are provided in Section 6.3.

8.1.4 Assignment of Treatment Number

All eligible participants will receive a treatment (allocation) number. Treatment numbers 
cannot be re-assigned to another participant. A single participant cannot be assigned 
>1 treatment number.

8.1.5 Demographics

Demographics and baseline characteristics include age, race, ethnicity (eg, Hispanic or Latin 
origin), body weight, height, body mass index (BMI) (kg/m2), general medical history, and 
gynecological history.

For France, see Appendix 9 for collection of Race.

8.1.6 Medical History and Substance Use

A medical history, including medical history regarding HIV, illicit drugs, alcohol, and tobacco 
use will be obtained by the Investigator or qualified designee.

8.1.7 Gynecological History

A gynecological history (including menstrual history) will be obtained by the investigator or
qualified designee for all participants. Special attention should be given to the 
gynecologic-related inclusion (eg, surgical confirmation of endometriosis, history of pelvic 

(Section 5.2).

As part of the gynecological history and to ensure the participant is eligible for study 
participation, the investigator or qualified designee will confirm that the participant has cyclic 
(DYS) AND non-menstrual, moderate to severe endometriosis-related pelvic pain, using an 
NRS (0-10 anchored with 0 [no pain] and 10 [extremely severe pain]).

Pregnancy history (including gravidity and parity), including number of previous pregnancies
and number of live births should be collected for all participants at V1 and reported on the
appropriate eCRF.

8.1.8 Urinalysis

Urine samples will be collected at Screening. Protein, pH, glucose, blood, ketones, bilirubin, 
urobilinogen, nitrite, and leucocytes will be evaluated.
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8. 1. 9 P ri o r a n d C o n c o mit a nt M e di c ati o n s

8. 1. 9. 1 Pri or M e di c ati o n s

T h e I n v esti g at or or q u alifi e d d esi g n e e will r e vi e w c urr e nt m e di c ati o n us e at t h e ti m e of 

S cr e e ni n g a n d pri or m e di c ati o n us e, as a p pli c a bl e b as e d o n t h e ti m e of s cr e e ni n g i n r el ati o n t o 

pl a n n e d R a n d o mi z ati o n Vi sit.

T h e m e di c ati o n r e vi e w s h o ul d s p e cifi c all y a d dr ess a n y tr e at m e nt t h at w o ul d m e et t h e 

pr ot o c ol-s p e cifi e d r e q uir e m e nt f or pr o hi bit e d m e di c ati o ns ( S e cti o n 6. 8. 2 ).

8. 1. 9. 2 C o n c o mit a nt M e di c ati o n s

T h e I n v esti g at or or q u alifi e d d esi g n e e will r e c or d m e di c ati o n, if a n y, t a k e n b y t h e p arti ci p a nt 

d uri n g t h e st u d y. C o n c o mit a nt m e di c ati o ns s h o ul d b e r e vi e w e d at e v er y st u d y visit or c o nt a ct. 

T h e us e of h er b al s u p pl e m e nts a n d n o n pr es cri pti o n m e di c ati o ns s h o ul d b e r e c or d e d as 

c o n c o mit a nt m e di c ati o ns. Pl e as e r ef er t o S e cti o n 6. 8 f or f urt h er d et ail s.

8. 2 Effi c a c y a n d Q u alit y of Lif e Ass ess m e nts

8. 2. 1 El e ct r o ni c Di a r y Di s p e n si n g a n d I n st r u cti o n s

At , e a c h p arti ci p a nt will b e gi v e n a n e Di ar y a n d will b e pr o p erl y tr ai n e d a n d i nstr u ct e d o n 

it s us e b y t h e i n v esti g at or or q u alifi e d d esi g n e e.

P arti ci p a nt s will h a v e t h e o pti o n t o us e t h eir o w n p er s o n al d e vi c e f or c oll e cti o n of P R Os if 

t h e y w o ul d n ot li k e a s e p ar at e d e vi c e pr o vi d e d t o t h e m.  di ar y i s t o b e c o m pl et e d o n a 

d o w nl o a d e d a p p w hi c h will b e d et ail e d i n e n h a n c e d Cli ni c al O ut c o m e A ss ess m e nt m a n u al. 

P arti ci p a nt s s h o ul d bri n g t h eir e Di ar y d e vi c e f or all st u d y vi sit s a n d s h o ul d b e c o nt a ct e d a n d 

r e mi n d e d t o d o s o ( e g, b y p h o n e or t e xt) b ef or e e a c h vi sit.

 

m ust b e c o m pl et e d  a n d if f or g ott e n t h e r e c oll e cti o n p eri o d i s o nl y 2 4 h o urs. Pr ef er a bl y, 

t hi s will b e d o n e at t h e s a m e ti m e e a c h d a y ( e g, b ef or e b e dti m e). P arti ci p a nt s will b e i nstr u ct e d 

t o e nt er t h e  e Di ar y i nf or m ati o n i n a c c or d a n c e wit h t h e S o A ( S e cti o n 1. 3 ). T h e e Di ar y is 

e q ui p p e d wit h a s o u n d al ert t o  r e mi n d p arti ci p a nt s t o c o m pl et e t h e e Di ar y. R e mi n d ers 

will b e s e nt t o t h e p arti ci p a nts i n t h e e v e ni n g if t h eir  e Di ar y h as n ot b e e n c o m pl et e d f or 

t h e pr e vi o us d a y.
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P arti ci p a nt s will b e i nstr u ct e d t o c o m pl et e t h e  
 

 at t h e b e gi n ni n g of t h eir c orr es p o n di n g sit e vi sit f or vi sits i n di c at e d i n t h e S o A
( S e cti o n 1. 3 ). O n t h e d a y of t h es e vi sit s, t h e  e Di ar y b e c o m pl et e d at t h e s a m e ti m e as 
ot h er d a ys.

T h e e P R O i nstr u m e nts h a v e t o b e c o m pl et e d b y t h e p arti ci p a nt s t h e m s el v e s, wit h n o e xt er n al 
h el p.

It i s esti m at e d t h at c o m pl eti o n of t h e  q u esti o ns i n t h e e Di ar y will t a k e a p pr o xi m at el y 
5 mi n ut es.

If a p arti ci p a nt di s c o nti n u es e arl y fr o m st u d y i nt er v e nti o n b ut a gr e es t o b e f oll o w e d f or t h e 
r e m ai ni n g st u d y vi sit s, s h e will b e as k e d t o c o nti n u e c o m pl eti n g t h e  e Di ar y e ntri es.

A d diti o n al i nf or m ati o n f or t h e sit e st aff c a n b e f o u n d o n a s e c ur e o nli n e p ort al. A d diti o n al 

i nf or m ati o n f or t h e p arti ci p a nt s c a n b e f o u n d i n t h e p arti ci p a nt s m a n u al. P arti ci p a nt s will 

c o m pl et e t h e effi c a c y as s ess m e nt s i n t h e or d er pr es e nt e d b el o w a n d i n a c c or d a n c e wit h t h e 

S o A ( S e cti o n 1. 3 ):

e Di ar y (t o b e c o m pl et e d ):

At t h e st u d y sit e visit, t h e p arti ci p a nt m ust c o m pl et e all e Di ar y ass ess m e nt s pri or t o a n y 

e v al u ati o n c o n d u ct e d b y st u d y sit e st aff a n d/ or t h e I n v esti g at or.

8. 2. 2 e Di a r y

T h e e Di ar y 5 7 will b e c o m pl et e d as i n di c at e d i n t h e S o A ( S e cti o n 1. 3 ).
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P arti ci p a nt s will c o m pl et e e Di ar y it e m s  

 

 

 

 

P arti ci p a nt s will c o m pl et e e Di ar y it e m s  

. T h e N R S m e as ur es t h e l e v el of i nt erf er e n c e 0 ( n ot diffi c ult) 

t o 1 0 ( e xtr e m el y diffi c ult) w h er e l o w er v al u e r e pr es e nts a b ett er o ut c o m e. A n i nt erf er e n c e 

s c or e i s o bt ai n e d e a c h d a y. 

8. 2. 2. 3 R es c u e M e di c ati o n Us e

P arti ci p a nt s will b e a s k e d d ail y w h et h er t h e y us e d t h e r es c u e m e di c ati o n i n t h e p ast 2 4 h o urs

t o tr e at t h eir E R P. 
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8. 3 S af et y A ss ess m e nts

All s af et y ass ess m e nt s will b e p erf or m e d at t h e ti m es i n di c at e d i n t h e S o A ( S e cti o n 1. 3 ).

D et ail s r e g ar di n g s p e cifi c s af et y pr o c e d ur es/ ass e ss m e nt s t o b e p erf or m e d i n t hi s st u d y ar e 

pr o vi d e d b el o w.

8. 3. 1 P h ysi c al E x a mi n ati o n s

C o m pl et e p h ysi c al e x a mi n ati o ns will b e p erf or m e d at t h e ti m es i n di c at e d i n t h e S o A

( S e cti o n 1. 3 ). T h es e e x a mi n ati o ns will i n cl u d e p arti ci p a nt

e ars, n os e, t hr o at, n e c k/t h yr oi d, h e art, l u n gs, m us c ul os k el et al s yst e m, g astr oi nt esti n al s yst e m, 

n e ur ol o gi c al s yst e m, a n d s ki n. S p e ci al att e nti o n s h o ul d b e t a k e n d uri n g s cr e e ni n g t o e x cl u d e 

a n y ot h er p el vi c p ai n c o n diti o ns b y p erf or mi n g a n e xt e nsi v e a n a m n esi s.

A f o c us e d p h ysi c al e x a mi n ati o n ( p al p ati o n a n d a u s c ult ati o n, if a p pli c a bl e) will b e p erf or m e d 

c o nsi st e nt wit h l o c al r e q uir e m e nt s at t h e ti m e s i n di c at e d i n t h e S o A ( S e cti o n 1. 3 )

T h e p arti ci p a nt at t h e ti m es i n di c at e d i n t h e S o A 

( S e cti o n 1. 3 ) a n d B MI will b e c al c ul at e d.

Cli ni c all y si g nifi c a nt fi n di n gs pri or t o d osi n g will b e r e c or d e d o n t h e m e di c al hi st or y e C R F.

D uri n g t h e st u d y, a n y cli ni c all y si g nifi c a nt c h a n g e fr o m B C will b e r e c or d e d as a n A E o n t h e 

A E e C R F. Cli ni c al si g nifi c a n c e i s d efi n e d as a n y v ari ati o n i n p h ysi c al fi n di n g s t h at h as m e di c al 

r el e v a n c e a n d m a y r es ult i n a n alt er ati o n i n m e di c al c ar e. T h e I n v esti g at or will c o nti n u e t o 

m o nit or t h e p arti ci p a nt u ntil t h e fi n di n g i s r es ol v e d or, i n t h e j u d g m e nt of t h e I n v esti g at or, 

f oll o w- u p i s n o l o n g er m e di c all y n e c ess ar y.

A cli ni c al br e ast e x a mi n ati o n a n d a g y n e c ol o gi c al e x a mi n ati o n i n cl u di n g a p el vi c e x a m will 

b e p erf or m e d at t h e ti m es i n di c at e d i n t h e S o A ( S e cti o n 1. 3 ).

8. 3. 2 Vit al Si g n s

Vit al si g ns i n cl u d e ass ess m e nt of h e art r at e, r es pir at or y r at e, b o d y t e m p er at ur e ( a ur al 

m e as ur e m e nt), a n d B P. Vit al si g ns will b e t a k e n wit h t h e p arti ci p a nt i n t h e s u pi n e p ositi o n 

aft er r esti n g f or at l e ast 5 mi n ut es, at t h e ti m es i n di c at e d i n t h e S o A ( S e cti o n 1. 3) .

8. 3. 3 El e ct r o c a r di o g r a m s

Tri pli c at e st a n d ar d 1 2-l e a d E C Gs will b e o bt ai n e d aft er t h e p arti ci p a nt h a s b e e n i n a s u pi n e 

p ositi o n f or at l e ast 5 mi n ut es at ti m es i n di c at e d i n t h e S o A ( S e cti o n 1. 3) . T h e E C Gs will b e 
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m e as ur e d usi n g st a n d ar di z e d e q ui p m e nt pr o vi d e d b y a c e ntr al c or e l a b or at or y. T h e E C Gs will 

b e ass ess e d b y c e ntr al r e vi e w a n d a r e p ort pr o vi d e d t o t h e sit e. R es ult s fr o m S cr e e ni n g E C G 

m ust b e eit h er n or m al or r e v e al fi n di n gs d e e m e d n ot t o b e of cli ni c al si g nifi c a n c e b y t h e 

I n v esti g at or f or t h e p arti ci p a nt t o q u alif y f or t h e st u d y.  

8. 3. 4 C ol u m bi a- S ui ci d e S e v e rit y R ati n g S c al e ( C- S S R S)

T h e C- S S R S is a st a n d ar di z e d cli ni ci a n-r e p ort e d o ut c o m e t o ol us e d t o ass e ss s ui ci d al ri s k 

st at us of t h e p arti ci p a nt t h at c a n b e a d mi ni st er e d b y tr ai n e d n o n- m e nt al h e alt h p er s o n n el. T h e 

ass ess m e nt i s c o m pl et e d b as e d o n p arti ci p a nt r es p o ns es. T h e C- S S R S s h o ul d b e c o m pl et e d 

b ef or e ot h er t y p es of st u d y pr o c e d ur es, s u c h as bl o o d dr a ws a n d p h ysi c al e x a mi n ati o ns, ar e 

p erf or m e d. S ui ci d alit y will b e m o nit or e d t hr o u g h o ut t h e st u d y e m pl o yi n g a v ali d at e d 

q u esti o n n air e C- S S R S. T h e C- S S R S will b e c o m pl et e d at e a c h sit e vi sit as i n di c at e d i n t h e 

S o A ( S e cti o n 1. 3 ) a n d t h e r es ult s m ust b e e v al u at e d b y t h e I n v esti g at or t o r e c o m m e n d a n y 

a d diti o n al i nt er v e nti o n, if n e e d e d. B as e d o n d et er mi n ati o n of p ositi v e C- S S R S r es ult s f or 

s ui ci d alit y, t h e p arti ci p a nt s will b e di s c o nti n u e d fr o m t h e st u d y m e di c ati o n a n d r ef err e d t o a
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8. 3. 7 Cli ni c al S af et y L a b o r at o r y T ests

, cli ni c al c h e mi str y, uri n al ysi s, s er ol o g y, a n d a d diti o n al l a b or at or y p ar a m et ers t o 

b e t est e d d uri n g t h e st u d y ar e li st e d i n A p p e n di x 3 . At S cr e e ni n g a n d t h e E O S Vi sit,

p arti ci p a nt s ar e r e q uir e d t o b e i n a f ast e d st at e at t h e ti m e of t h e l a b or at or y s a m pl e ( wit h f asti n g 

d efi n e d as at l e ast 8 h o urs f oll o wi n g t h e l ast m e al or s n a c k). At all ot h er s c h e d ul e d vi sit s, 

p arti ci p a nt s d o n ot n e e d t o b e i n a f ast e d st at e; h o w e v er, f asti n g st at us will b e d o c u m e nt e d. At 

l e ast 1 b a c k u p ali q u ot at e a c h vi sit will b e st or e d f or p ot e nti al f urt h er ass es s m e nt s.

L a b or at or y s a m pl es will b e a n al y z e d b y a c e ntr al l a b or at or y. L a b or at or y t est s m a y b e r e p e at e d 

at a n y vi sit if t h er e w as a n a b n or m al fi n di n g at t h e m ost r e c e nt pr e vi o us e v al u ati o n or if 

a d diti o n al i nf or m ati o n i s cli ni c all y n e c ess ar y t o a p pr o pri at el y e v al u at e t h e p arti ci p a nt

c o n diti o n, f oll o w- u p, a n d/ or m a n a g e a n A E.

T h e I n v esti g at or will r e vi e w l a b or at or y r es ult s wit h a fr e q u e n c y t h at e ns ur es p arti ci p a nt s 

s af et y. Cli ni c all y si g nifi c a nt c h a n g es fr o m S cr e e ni n g i n l a b or at or y r es ult s m ust b e c o nsi d er e d 
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a n A E a n d r e c or d e d i n t h e e C R F. Cli ni c al si g nifi c a n c e i s d efi n e d as a n y v ari ati o n i n a 

l a b or at or y r es ult t h at h as m e di c al r el e v a n c e a n d t h at r es ult s i n a c h a n g e i n m e di c al c ar e. T h e 

I n v esti g at or will c o nti n u e t o m o nit or t h e p arti ci p a nt u ntil t h e fi n di n g is r es ol v e d or, i n t h e 

j u d g m e nt of t h e I n v esti g at or, f oll o w- u p i s n o l o n g er m e di c all y n e c ess ar y.

L o c al ass ess m e nt of cli ni c al l a b or at or y p ar a m et er s i s p er mitt e d w h e n t h e s e d at a ar e r e q uir e d 

f or s af et y r e as o ns i n a ti m efr a m e f ast er t h a n t h e c e ntr al l a b or at or y c a n pr o vi d e.

S p e cifi c wit h dr a w al crit eri a f or li v er e n z y m e s ar e pr es e nt e d i n t h e Wit h dr a w al S e cti o n 7. 0 .

8. 3. 7. 1 P a p a ni c ol a o u T est

If a pr e vi o us P A P s m e ar r e p ort i s a v ail a bl e a n d t h e r es ult s m e et t h e l o c al g ui d eli n es, n o 

a d diti o n al t est s ar e n e e d e d. If a d diti o n al P A P s m e ar or e q ui v al e nt c er vi c al c yt ol o g y i n 

c o m bi n ati o n wit h H P V t esti n g ar e r e q uir e d, t h e y will b e p erf or m e d at sit e, f oll o wi n g t h e l o c al 

g ui d eli n es at Vi sit 1.

If t h e r es ult s of t h e P A P s m e ar ar e a b n or m al t h e p arti ci p a nt will b e i nf or m e d of t h e r es ult s a n d 

a d vi s e d as t o a n y m e di c all y a p pr o pri at e f oll o w- u p. A p arti ci p a nt w o ul d b e e x cl u d e d if t h e 

p arti ci p a nt h as a n y of t h e f oll o wi n g c er vi c al p at h ol o g y: at y pi c al s q u a m o us c ell s A S C- H, 

l o w- gr a d e s q u a m o us i ntr a e pit h eli al l e si o n, hi g h- gr a d e s q u a m o us i ntr a e pit h eli al l esi o n, at y pi c al 

gl a n d ul ar c ell s [ a n y t y p e], s q u a m o us c ell c ar ci n o m a, or a d e n o c ar ci n o m a [i n sit u or i n v a si v e]) 

or h as a hi g h-ri s k H P V.

8. 3. 7. 2 S e x u all y Tr a n s mitt e d I nf e cti o n P a n el

T h e S TI p a n el will b e p erf or m e d, if i n di c at e d a n d p arti ci p a nt s will b e t est e d f or g o n orr h e a a n d 

c hl a m y di a u nl ess t h e y w er e s cr e e n e d wit hi n t h e p a st 3 m o nt hs a n d h a v e n o n e w s e x u al p art n er. 

T esti n g f or tri c h o m o n a s a n d b a ct eri al v a gi n osi s will o nl y b e r e q uir e d if a b n or m al v a gi n al 

di s c h ar g e i s pr es e nt. T esti n g will b e p erf or m e d l o c all y at Vi sit 1 a n d m a y b e r e p e at e d d uri n g 

t h e st u d y as n e e d e d.

8. 3. 7. 3 S er u m H or m o n e T ests
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8. 3. 8 P r e g n a n c y T esti n g

W o m e n of c hil d b e ari n g p ot e nti al s h o ul d o nl y b e i n cl u d e d aft er a c o nfir m e d m e nstr u al p eri o d 

a n d a n e g ati v e hi g hl y s e nsiti v e uri n e/ s er u m pr e g n a n c y t est.

A d diti o n al pr e g n a n c y t e sti n g s h o ul d b e p erf or m e d at ti m e s s p e cifi e d d uri n g t h e tr e at m e nt 

p eri o d a n d at s af et y f oll o w- u p, c orr es p o n di n g t o pr ot o c ol- d efi n e d ti m e fr a m e i n S e cti o n 5. 1

aft er t h e l ast d os e of st u d y tr e at m e nt a n d as r e q uir e d l o c all y.

Pr e g n a n c y t esti n g will b e p erf or m e d w h e n e v er a m e nstr u al c y cl e i s mi ss e d or w h e n pr e g n a n c y 

i s ot h er wi s e s us p e ct e d.

8. 4 A d v e rs e E v e nts, S e ri o us A d v e rs e E v e nt s, a n d Ot h e r S af et y 
R e p o rti n g

T h e d efi niti o ns of a n A E a n d S A E, as w ell a s t h e m et h o d of r e c or di n g, e v al u ati n g, a n d 

ass essi n g c a us alit y of A E a n d S A E a n d t h e pr o c e d ur es f or c o m pl eti n g a n d tr a ns mitti n g A E a n d 

S A E c a n b e f o u n d i n A p p e n di x 4 .

A d v ers e e v e nt s a n d S A Es will b e r e p ort e d b y t h e p arti ci p a nt ( or, w h e n a p pr o pri at e, b y a 

T h e I n v esti g at or a n d a n y d esi g n e es ar e r es p o nsi bl e f or d et e cti n g, d o c u m e nti n g, a n d r e c or di n g 

e v e nt s t h at m e et t h e d efi niti o n of A Es a n d S A Es. I n v esti g at or s r e m ai n r es p o nsi bl e f or 

f oll o wi n g u p A Es a n d S A Es f or o ut c o m e a c c or di n g t o S e cti o n 8. 4. 3 . I n v esti g at or s r e m ai n 
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responsible for following up events that are serious, considered related to the study treatment 
or study procedures, or that caused the participant to discontinue the study treatment or study 
procedures, or that caused the participant to discontinue the study treatment or withdraw from 
the study (see Section 7.0).

The Investigator, who is a qualified physician, will assess events that meet the definition of an 
AE or SAE with respect to seriousness, severity, and causality.

For any guidance regarding AE/SAE reporting, the Investigator should contact the Medical 
Monitor.

8.4.1 Time Period and Frequency for Collecting AE and SAE Information

All AEs and SAEs will be collected from the signing of the ICF until EOS at the time points 
specified in the SoA (Section 1.3).

All SAEs will be recorded and reported to the Sponsor or designee immediately and under no 
circumstance should this exceed 24 hours of the awareness of the event, as 
indicated in Appendix 4. The Investigator will submit any updated SAE data to the Sponsor or 
designee within 24 hours of their awareness of the updated information.

From the time of screening (V1) through EOS/discontinuation, which is 30 days after last 
intake of study treatment, all AEs, SAEs, and other reportable safety events must be reported 
by the Investigator.

Additionally, any SAE brought to the attention of an Investigator at any time outside the period 
specified in the previous paragraph must be reported immediately (within 24 hours of learning 
about the event) to the Sponsor if the event is considered related to study treatment.

Investigators are not obligated to actively seek information on AEs or SAEs after conclusion 
of the study participation. However, if the Investigator learns of any SAE, including a death, 
at any time after a participant has been discontinued from the study, the event/cause of death
is considered to be reasonably related to the study treatment or study participation, the 
Investigator must promptly notify the Sponsor or designee.

All initial and follow-up AEs, SAEs, and other reportable safety events will be recorded and 
reported to the Sponsor or designee within the time frames as indicated in Table 7.

The method of recording, evaluating, and assessing causality of AE and SAE and the 
procedures for completing and transmitting SAE reports are provided in Appendix 4.

0FHHT0
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8.4.3 Follow-up of AEs, AESIs, and SAEs

After the initial AE/SAE report, the Investigator is required to proactively follow each 
participant at subsequent visits/contacts. All AEs, SAEs, and other reportable safety events, 
including pregnancy complications/outcomes (Appendix 4) and exposure during breastfeeding, 
and AESIs, must be followed until resolution, stabilization, until the event is otherwise 
explained, or the participant is lost to follow-up (as defined in Section 7.4). In addition, the 
Investigator will make every attempt to follow all nonserious AEs that occur in eligible 
(allocated to treatment) participants for outcome. Further information on follow-up procedures
is given in Appendix 4.

8.4.4 Regulatory Reporting Requirements for SAEs

Prompt notification by the Investigator to the Sponsor of an SAE is essential so that legal 
obligations and ethical responsibilities towards the safety of participants and the safety of 
a study treatment under clinical investigation are met.
The Sponsor has a legal responsibility to notify both the local regulatory authority and 
other regulatory agencies about the safety of a study treatment under clinical investigation. 
The Sponsor will comply with country-specific regulatory requirements relating to safety 
reporting to the corresponding regulatory authority, IRB/IEC, and Investigators.
Investigator safety reports must be prepared for suspected unexpected serious adverse 
reactions (SUSAR) according to local regulatory requirements and Sponsor policy and 
forwarded to Investigators as necessary. When an investigator receives a SUSAR, it should 
be reported to the IRB/IEC immediately or within 24 hours.

safety database to the EudraVigilance Clinical Trial Module, in accordance with the EU 
Clinical Trial Regulation.
An Investigator who receives an Investigator safety report describing an SAE or other 
specific safety information (eg, summary or listing of SAEs) from the Sponsor will review 
and file it along with the IB and will notify the IRB/IEC, if appropriate according to local 
requirements.

8.4.5 Pregnancy

If any participant becomes pregnant during the study, the study site must discontinue the 
participant from the study treatment immediately and have her return for an early-study
termination visit. The Investigator must inform the participant of her right to receive treatment 
information. If the participant chooses to receive unblinded treatment information, the 
individual blind should be broken, and the treatment assignment provided to the participant.
The study team will remain blinded to the participant

If the participant agrees, the Investigator should notify the participant imary care physician 
of the pregnancy and provide details of the participant

0FHHT0



O G- 6 2 1 9
Cli ni c al Tri al Pr ot o c ol - O G- 6 2 1 9- P 0 0 1- 0 6 8 2

( bli n d e d or u n bli n d e d, as a p pli c a bl e).

D et ail s of all pr e g n a n ci e s will b e c oll e ct e d b as e d o n t h e s c h e d ul e o utli n e d i n A p p e n di x 5.

If a pr e g n a n c y i s r e p ort e d, t h e I n v esti g at or s h o ul d i nf or m t h e S p o ns or wit hi n 2 4 h o urs of 

l e ar ni n g of t h e pr e g n a n c y a n d s h o ul d f oll o w t h e pr o c e d ur es o utli n e d i n A p p e n di x 4 a n d 

A p p e n di x 5.

A b n or m al pr e g n a n c y o ut c o m es ( e g, s p o nt a n e o us a b orti o n, f et al d e at h, still birt h, c o n g e nit al 

a n o m ali es, e ct o pi c pr e g n a n c y) ar e c o nsi d er e d S A Es.

8. 4. 6 A d v e rs e E v e nts of S p e ci al I nt e r est

S el e ct e d a d v ers e e v e nts ( n o ns eri o us a n d s eri o u s) t h at mi g ht b e p ot e nti al pr e c ur s or s or 

pr o dr o m es f or m or e s eri o us m e di c al c o n diti o ns will b e c o nsi d er e d as A E SI s f or t hi s pr ot o c ol. 

All A E SIs m ust b e r e p ort e d as A Es i n t h e e C R F. 
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8. 5 P h a r m a c o ki n eti cs

8. 5. 1 C oll e cti o n of S a m pl e s

S a m pl es f or d et er mi n ati o n of O G- 6 2 1 9 a n d it s pri m ar y, a cti v e m et a b olit e F O R- 1 0 1 1

c o n c e ntr ati o n will b e c oll e ct e d f or all p arti ci p a nt s as p er t h e S o A i n S e cti o n 1. 3 a n d i n T a bl e 8 .

S a m pl es of a p pr o xi m at el y 2 m L of bl o o d will b e c oll e ct e d at e a c h P K ti m e p oi nt s f or 

m e as ur e m e nt of pl as m a c o n c e ntr ati o ns of O G- 6 2 1 9 a n d F O R- 1 0 1 1. I nstr u cti o ns f or t h e 

c oll e cti o n, h a n dli n g, st or a g e, a n d s hi p m e nt of bi ol o gi c al s a m pl es ( pl as m a) will b e pr o vi d e d 

s e p ar at el y i n a l a b or at or y m a n u al b y t h e S p o ns or or it s d esi g n e e. T h e a ct u al d at e a n d ti m e 

e a c h st u d y 

tr e at m e nt a d mi ni str ati o n o n t h e vi sit d a ys will b e r e c or d e d f or all p arti ci p a nts.

S a m pl es will b e us e d t o e v al u at e t h e P K of O G- 6 2 1 9 a n d F O R- 1 0 1 1. E a c h ti m e p oi nt s f or P K 

will yi el d o n e pri m ar y a n d o n e b a c k u p s a m pl e. S a m pl es c oll e ct e d f or a n al ys es of O G- 6 2 1 9 

a n d F O R- 1 0 1 1 ( pl as m a) c o n c e ntr ati o ns m a y als o b e us e d t o e v al u at e s af et y or effi c a c y as p e ct s 

r el at e d t o c o n c er ns ari si n g d uri n g or aft er t h e st u d y a n d/ or f or m o d eli n g a n d si m ul ati o n of 
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e x p os ur e a n d/ or e x p os ur e v ers us r es p o ns e.

T a bl e 8 S c h e d ul e of P h a r m a c o ki n eti cs S a m pli n g
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8. 5. 2 D et e r mi n ati o n of D r u g C o n c e nt r ati o n

S a m pl es f or t h e d et er mi n ati o n of O G- 6 2 1 9 a n d F O R- 1 0 1 1 i n pl as m a will b e a n al y z e d usi n g

a n a p pr o pri at e v ali d at e d bi o a n al yti c al m et h o d. F ull d et ail s of t h e bi o a n al yti c al m et h o d will b e 

d es cri b e d i n a s e p ar at e Bi o a n al yti c al R e p ort.

All s a m pl es still wit hi n t h e k n o w n st a bilit y of t h e a n al yt e of i nt er est at t h e ti m e of r e c ei pt b y 

t h e bi o a n al yti c al l a b or at or y will b e a n al y z e d.

R e m ai ni n g pl as m a s a m pl es m a y b e p arti ci p at e d t o f urt h er a n al ysi s b y t h e S p o ns or or d esi g n e e 

f or t h e p ur p os e of d e v el o p m e nt of a d diti o n al bi o a n al yti c al ass a ys a n d/ or f or m et a b olit e 

a n al ysi s i n h u m a n pl as m a.

Dr u g c o n c e ntr ati o n i nf or m ati o n t h at m a y u n bli n d t h e st u d y will n ot b e r e p ort e d t o st u d y sit e

or bli n d e d p ers o n n el u ntil t h e st u d y h as b e e n u n bli n d e d.

A n y u n e x p e ct e d b el o w t h e li mit of q u a ntifi c ati o n m ust b e ti m el y r e p ort e d t o t h e S p o ns or or it s 

d el e g at e.

8. 6 P h a r m a c o d y n a mi cs

Bl o o d s a m pl es f or P D will b e c oll e ct e d f or all p arti ci p a nt s as p er t h e S o A i n S e cti o n 1. 3 .

I nstr u cti o ns f or t h e c oll e cti o n, h a n dli n g, st or a g e, a n d s hi p m e nt of bi ol o gi c al s a m pl es will b e 

pr o vi d e d s e p ar at el y i n a l a b or at or y m a n u al b y t h e S p o ns or or d esi g n e e.

T h e P D/ S af et y ass ess m e nt of  

 will b e d et er mi n e d at t h e 

ti m es i n di c at e d i n t h e S o A ( S e cti o n 1. 3 ).

 

 

8. 7 G e n eti c s

G e n eti cs ar e n ot e v al u at e d i n t his st u d y.

8. 8 Bi o m a r k e rs
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F or t h e , bl o o d s p e ci m e ns will b e c oll e ct e d as p er t h e ti m e s i n di c at e d i n 

t h e S o A ( S e cti o n 1. 3 ).

8. 9 H e alt h E c o n o mi c s/ M e di c al R es o u r c e Utili z ati o n a n d H e alt h 
E c o n o mi cs

H e alt h E c o n o mi cs/ M e di c al R es o ur c e Utili z ati o n a n d H e alt h E c o n o mi cs p ar a m et ers ar e n ot 

e v al u at e d i n t hi s st u d y.

8. 1 0 C h a n g es t o St u d y P r o c e d u r es D u e t o E x c e pti o n al ci r c u mst a n c es

E x c e pti o n al ci r c u mst a n c es

E x c e pti o n al cir c u m st a n c es ar e r ar e e v e nt s t h at m a y c a us e di sr u pti o ns t o t h e c o n d u ct of t h e 

st u d y. E x a m pl es i n cl u d e p a n d e mi cs or n at ur al dis a st ers. T h es e disr u pti o ns m a y li mit t h e a bilit y 

of t h e I n v esti g at ors, p arti ci p a nt s, or b ot h t o att e n d o n-sit e vi sit s or t o c o n d u ct pl a n n e d st u d y 

pr o c e d ur es.

I m pl e m e nti n g c h a n g es u n d e r e x c e pti o n al ci r c u m st a n c es

I n a n e x c e pti o n al cir c u m st a n c e, aft er r e c ei vi n g t h e writt e n a p pr o v al, sit es m a y 

i m pl e m e nt c h a n g es if p er mitt e d b y l o c al r e g ul ati o ns.

C O VI D- 1 9

T h e f oll o wi n g i nf or m ati o n pr o vi d es g ui d a n c e r e g ar di n g c h a n g es t o t h e st u d y pr o c e d ur es t h at 

c o ul d b e i m pl e m e nt e d f or st u d y p arti ci p a nt s or st u d y sit es aff e ct e d b y t h e C O VI D- 1 9 p u bli c 

h e alt h e m er g e n c y. T his g ui d a n c e t a k es r ef er e n c e s fr o m t h e F D A G ui d a n c e o n C o n d u ct of 

Cli ni c al Tri al s of M e di c al Pr o d u cts d uri n g C O VI D- 1 9 P u bli c H e alt h E m er g e n c y G ui d a n c e f or 

I n d ustr y, I n v esti g at or s, a n d I nstit uti o n al R e vi e w B o ar ds, M ar c h 2 0 2 0, u p d at e d 0 3 J u n e 2 0 2 0, 

a n d t h e E ur o p e a n M e di ci n es A g e n c y G ui d a n c e o n t h e M a n a g e m e nt of Cli ni c al Tri al s D uri n g 

t h e C O VI D- 1 9 P a n d e mi c, V ersi o n 3 ( 2 8 A pril 2 0 2 0).
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As t h e C O VI D- 1 9 p a n d e mi c m a y p e a k i n diff er e nt r e gi o ns at diff er e nt ti m es a n d r estri cti o ns 

i m pl e m e nt e d b y l o c al l a ws a n d r e c o m m e n d ati o ns m a y v ar y, a n y d e ci si o n o n p arti ci p ati o n a n d 

pr o c e d ur al c h a n g es s h o ul d b e m a d e o n a c as e- b y- c as e b asi s b y t h e I n v esti g at or i n c o ns ult ati o n 

wit h t h e st u d y t e a m a n d t h e m e di c al t e a m as n e e d e d, w hil e m ai nt ai ni n g p arti ci p a nt s af et y a n d 

c o nfi d e nti alit y as t h e pri orit y.

Pr o c e d ur al c h a n g es d u e t o C O VI D- 1 9 m a y i n cl u d e t h e f oll o wi n g:

P arti ci p a nt s m ust b e f ull y v a c ci n at e d wit h a p pr o v e d C O VI D- 1 9 v a c ci n es as p er t h e 

c o u ntr y-s p e cifi c r e q uir e m e nt s.

Mi ss e d st u d y sit e vi sit s or p arti ci p a nt wit h dr a w al s d u e t o C O VI D- 1 9 m ust b e r e c or d e d o n 

t h e e C R F. P arti ci p a nt s w h o di s c o nti n u e d fr o m S cr e e ni n g or  d u e t o 

C O VI D- 1 9-r el at e d f a ct or s b ut w er e ot h er wis e q u alifi e d t o p arti ci p at e i n t h e st u d y m a y b e 

r es cr e e n e d (s e e A p p e n di x 2 ). A n y r es cr e e ni n g m ust b e a p pr o v e d b y M e di c al M o nit or.

All o w el e ctr o ni c cli ni c al o ut c o m es ass e ss m e nt s t y pi c all y s c h e d ul e d f or c o m pl eti o n at t h e 

st u d y sit e t o b e c o m pl et e d at h o m e if a st u d y sit e vi sit c a n n ot o c c ur.

I n s p e cifi c cir c u m st a n c e s a n d wit h S p o ns or a p pr o v al, it m a y b e all o w e d t o tr a nsf er t h e 

p arti ci p a nt s t o st u d y sit es a w a y fr o m t h e ri s k z o n es or cl os er t o t h eir h o m es ( eit h er t o n e w 

st u d y sit es or sit es alr e a d y p arti ci p ati n g i n t h e st u d y).

D e vi ati o ns fr o m t h e pr ot o c ol-s p e cifi e d pr o c e d ur es ( e g, l a b or at or y ass e ss m e nt s) will b e 

r e c or d e d as r el at e d t o C O VI D- 1 9.
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9. 0  S T A T I S T I C A L C O N S I D E R A T I O N S  

9. 1  St ati sti c al H y p ot h es es  

 

 

 

W h er e a p pr o pri at e, v ari a bl e s will b e s u m m ari z e d d es cri pti v el y (fr e q u e n c y a n d p er c e nt will b e 

s u m m ari z e d f or c at e g ori c al v ari a bl e s; n, m e a n, st a n d ar d d e vi ati o n [ S D], m e di a n, mi ni m u m, 

a n d m a xi m u m will b e pr es e nt e d f or c o nti n u o us v ari a bl es) b y st u d y ti m e p oi nt ( c y cl e or visit) 

a n d b y tr e at m e nt gr o u p. 

9. 1. 1  M ulti pli cit y A dj ust m e nt  

N o a dj ust m e nt f or m ulti pli cit y is pl a n n e d si n c e t hi s i s a P h as e 2 a/ b st u d y; t h e c o m p ari s o ns of 

i nt er est ar e f or e a c h a cti v e d os e gr o u p v ers us c o ntr ol. S e c o n d ar y, a n d e x pl or at or y e n d p oi nt s 

will t h us b e t est e d at  a n d n o mi n al p- v al u es will b e pr o vi d e d. 

9. 2  A n al ysis S et s  

 F ull A n al ysi s S et ( F A S) all p arti ci p a nt s r a n d o mi z e d 

 M o difi e d F ull A n al ysi s S et ( M F A S) all p arti ci p a nt s r a n d o mi z e d w h o r e c ei v e at l e ast 

1 d os e of st u d y tr e at m e nt a n d w h o c o m pl et e d at l e ast 1 s u bs e q u e nt di ar y e ntr y  

 

 P er Pr ot o c ol ( P P) all p arti ci p a nt s i n t h e M F A S w h o c o m pl et e d at l e ast o n e tr e at m e nt c y cl e 

wit h n o m aj or pr ot o c ol d e vi ati o ns t h at m a y i m p a ct t h e i nt er pr et ati o n of t h e pri m ar y effi c a c y 

e n d p oi nt 

 S af et y ( S A F) all p arti ci p a nt s w h o r e c ei v e d at l e ast 1 d os e of st u d y tr e at m e nt 

 S af et y F oll o w- u p A n al ysi s S et ( S F A S) all p arti ci p a nts r a n d o mi z e d w h o r e c ei v e at l e ast 1 

d os e of st u d y tr e at m e nt a n d h a v e at l e ast 1 di ar y e ntr y  aft er t h e d at e of 

l ast tr e at m e nt 

 P K A n al ysi s S et: T h e P K a n al ysi s s et i s a s u bs et of t h e S af et y a n al ysi s s et ( S A F) a n d will 

i n cl u d e all p arti ci p a nt s w h o r e c ei v e d at l e ast a d os e of O G- 6 2 1 9 a n d h a v e at l e ast 

1 q u a ntifi a bl e O G- 6 2 1 9 or F O R- 1 0 1 1 c o n c e ntr ati o n. 

 P h ar m a c o ki n eti c A n al ysi s S et f or N o n c o m p art m e nt al A n al ysi s: T h e P K a n al ysi s s et f or 

n o n c o m p art m e nt al a n al ysi s ( N C A) will i n cl u d e all p arti ci p a nt s i n t h e P K a n al ysi s s et  

c h os e i nt e nsi v e P K s a m pli n g  a n d h a v e s uffi ci e nt s a m pl es t o 

d et er mi n e at l e ast o n e P K p ar a m et er f or O G- 6 2 1 9 or F O R- 1 0 1 1. I nt e nsi v e P K s a m pli n g i s 

o pti o n al w h er e a s e p ar at e c o ns e nt w o ul d b e pr o vi d e d. 

 P D A n al ysi s S et T h e P D a n al ysi s s et i s a s u bs et of t h e S A F a n d will i n cl u d e all p arti ci p a nt s 

w h o r e c ei v e d at l e ast a d os e of O G- 6 2 1 9 or Pl a c e b o a n d h a v e at l e ast 1 q u a ntifi a bl e P D 

e n d p oi nt wit h o ut pr ot o c ol d e vi ati o ns or e v e nts aff e cti n g t h e P D r es ult s. 
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A n al ys es will b e p erf or m e d i n t h e r es p e cti v e a n al ysi s p o p ul ati o ns ( s af et y a n al ys es i n t h e s af et y 

s et, P K a n al ysi s i n t h e P K a n al ysi s s et a n d P K a n al ysi s S et f or N C A, P D a n al ysi s i n t h e P D 

a n al ysi s s et, a n d effi c a c y a n al ys es i n t h e M F A S f or o n-tr e at m e nt effi c a c y, S F A S f or 

p ost-tr e at m e nt effi c a c y, a n d s el e ct effi c a c y a n al ys es i n t h e F A S a n d/ or P P a n al ysi s s et). 

9. 3  S a m pl e Si z e C o n si d e r ati o n s  

A p pr o xi m at el y  pr e- m e n o p a us al f e m al es a g e d 1 8 t o 4 9 y e ar s ol d (i n cl usi v e), w h o h a v e 

b e e n s ur gi c all y di a g n os e d wit h e n d o m etri osi s wit hi n t h e l ast 4 m o nt hs t o 1 0 y e ars pri or t o V 1, 

will b e s cr e e n e d t o a c hi e v e 3 8 0 r a n d o ml y assi g n e d t o t h e st u d y tr e at m e nt (  p arti ci p a nt s i n 

e a c h gr o u p). A t ot al of 3 8 0 p arti ci p a nts will pr o vi d e  p o w er t o d et e ct a diff er e n c e  

 b et w e e n a n O G- 6 2 1 9 d os e gr o u p a n d Pl a c e b o i n c h a n g e fr o m b as eli n e t o T R C 3 of m e a n 

O P P, ass u mi n g a c o m m o n S D of 2. 2. T hi s p o w er c al c ul ati o n is b as e d o n a  

 a n d a dr o p o ut r at e of . 

A mi ni m u m s u bs et of  p arti ci p a nt s p er gr o u p  will b e e nr oll e d f or o pti o n al i nt e nsi v e 

P K s a m pli n g f or t h e e ntir e d ur ati o n of t h e st u d y. 

9. 4   St ati sti c al A n al ys e s  

9. 4. 1  G e n e r al C o n si d e r ati o n s  

T h e S A P will b e d e v el o p e d a n d fi n ali z e d b ef or e d at a b as e l o c k a n d will d es cri b e t h e p arti ci p a nt 

a n al ysi s s et s us e d f or e a c h a n al ysi s, m et h o ds of a n al ysi s, a n d pr o c e d ur es f or a c c o u nti n g f or 

mi ssi n g, u n us e d, a n d s p uri o us d at a. T hi s s e cti o n i s a s u m m ar y of t h e pl a n n e d st ati sti c al 

a n al ys es of t h e pri m ar y, s e c o n d ar y, a n d e x pl or at or y e n d p oi nt s. 

All st ati sti c al m o d el s will e v al u at e p air wi s e tr e at m e nt c o m p aris o ns b et w e e n Pl a c e b o a n d a 

si n gl e O G- 6 2 1 9 d os e ar m. N o c o m p ari s o ns will b e m a d e b et w e e n diff er e nt d os e l e v el s. 

All d at a will b e li st e d, a n d s u m m ar y t a bl es usi n g d es cri pti v e st atisti cs o v er ti m e will b e 

pr o vi d e d. S u m m ar y st ati sti cs will b e pr es e nt e d b y tr e at m e nt gr o u p. 

9. 4. 2  P ri m a r y E n d p oi nt A n al ysi s  

T h e pri m ar y e n d p oi nt will b e t h e m e a n c h a n g e fr o m B C of t h e a v er a g e d ail y O P P s c or e d uri n g 

T R C 3. T h e O P P will b e c al c ul at e d f or e a c h c y cl e as t h e t ot al of O P P s c or es r e p ort e d d uri n g 

t h e c y cl e di vi d e d b y t h e n u m b er of d a ys d uri n g t h e c y cl e i n w hi c h t h e s c or e w as r e p ort e d. F or 

p arti ci p a nt s w h o di s c o nti n u e e arl y, t h eir l a st c y cl e will b e ass o ci at e d wit h t h e c y cl e n u m b er at 

e ntr y i nt o t h e c y cl e. T h e pri m ar y a n al ysi s will b e c o n d u ct e d usi n g t h e M F A S a n d will us e a 

l o n git u di n al m o d el. T h e r es p o ns e v e ct or f or t h e m o d el will b e c h a n g e fr o m B C i n t h e a v er a g e 

O P P d uri n g T R C 1, T R C 2, a n d T R C 3. M o d el t er m s will i n cl u d e t h e r es p e cti v e b as eli n e, 

tr e at m e nt, ti m e (i e, c y cl e), a n d tr e at m e nt-ti m e i nt er a cti o n, all o wi n g f or t h e i n cl usi o n of 

i n di vi d u al o ut c o m es o v er ti m e ( c y cl e). A n u nstr u ct ur e d err or str u ct ur e will b e ass u m e d. If 
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nonconvergence is encountered, compound symmetry (CS) and first-order 
autoregressive AR(1) error structures will be considered. 

Least squares mean change from baseline for each treatment group, with corresponding 
standard errors will be provided. Estimated treatment differences (each active treatment group 
versus Placebo) with corresponding 95% CI and 2-sided p-values will also be provided for 
each active treatment group. No missing data will be imputed for the primary analysis. 

Supportive analyses will be conducted using an analysis of covariance (ANCOVA) on the 
change from baseline to the TRC3, with treatment as a fixed factor and baseline OPP as a 
covariate. 

The primary longitudinal and ANCOVA models will be repeated using the PP set. 

A completers analysis will be performed for those participants who completed all 3 treatment 
cycles. Details regarding additional sensitivity and subgroup analyses of the primary efficacy 
endpoint will be described in the SAP. 

9.4.3 Secondary Endpoint Analysis  

Secondary endpoints assessing change in continuous endpoints over time (either measurements 
within the cycle or at an individual visit) will use longitudinal models as described for the 
primary endpoint and/or ANCOVA models. Changes from SC to SFC will be compared using 
ANCOVA models in the SFAS. Select longitudinal models which focus on TRC1 and TRC2 
may exclude TRC3 from the model. An unstructured error structure will be assumed for all 
longitudinal models. If nonconvergence is encountered, CS and AR (1) error structures will be 
considered. 

Definitions corresponding to the incidence of clinically significant values will be provided in 
the SAP. 

9.4.4 Exploratory Endpoint Analysis  

Exploratory endpoints will be evaluated in the same manner as secondary continuous 
endpoints. 

9.4.5 Pharmacokinetic Analyses  

The OG-6219 and its primary metabolite FOR-1011 concentrations (all participants receiving 
OG-6219) will be listed and summarized by treatment, study visit, and scheduled time for the 
PK analysis set, as appropriate. 
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9. 4. 5. 1  N o n c o m p a rt m e nt al P h a r m a c o ki n eti c A n al ys es  

P K a n al ys es m a y b e p erf or m e d o n t h e P K A n al ysi s S et f or N C A. Pl as m a- c o n c e ntr ati o n ti m e 

d at a f or O G- 6 2 1 9 a n d F O R- 1 0 1 1 will b e s u m m ari z e d b y vi sit a n d ti m e usi n g d es cri pti v e 

st ati sti cs. 

Pl as m a- c o n c e ntr ati o n d at a of O G- 6 2 1 9 a n d F O R- 1 0 1 1 will b e a n al y z e d f or t h e P K a n al ysi s s et 

f or N C A usi n g st a n d ar d n o n c o m p art m e nt al m et h o ds. T h e f oll o wi n g P K p ar a m et ers will b e 

c al c ul at e d w h e n p ossi bl e: A U C t a u, Cm a x , a n d tm a x . A d diti o n al d et ail s of t h e P K a n al ysi s will b e 

d es cri b e d i n t h e S A P. T h e P K p ar a m et ers of O G- 6 2 1 9 a n d F O R- 1 0 1 1 will b e li st e d f or e a c h 

p arti ci p a nt a n d s u m m ari z e d usi n g d es cri pti v e st ati sti cs. 

9. 4. 6  P h a r m a c o d y n a mi c A n al ys es  

T h e P D e n d p oi nt s f or  

 l e v el s will b e c o m p ar e d v ers us Pl a c e b o 

at . T h e  bl o o d c oll e cti o n n e e ds t o o c c ur pri or t o d osi n g of st u d y 

m e di c ati o n. I n a d diti o n, t h e l e v el s of t h es e P D p ar a m et ers will b e c o m p ar e d at  v ers us . 

T h e r es ult s of t h es e P D e n d p oi nt s will b e s u m m ari z e d b y tr e at m e nt a n d ti m e. 

9. 4. 7  S af et y A n al ys e s  

T h e S A F will b e us e d f or all s af et y a n al ysi s. 

B as eli n e will b e d efi n e d as t h e l ast m e as ur e m e nt b ef or e st u d y tr e at m e nt i nt a k e. S c h e d ul e d 

ass ess m e nt s o n t h e d at e of r a n d o mi z ati o n will b e c o nsi d er e d pr e-tr e at m e nt f or t h e d efi niti o n 

of b as eli n e. 

9. 4. 7. 1  A d v ers e E v e nt s  

A d v ers e e v e nt s will b e c o d e d usi n g t h e m ost c urr e nt v ersi o n of M e di c al Di cti o n ar y f or 

R e g ul at or y A cti viti es. All A Es, i n cl u di n g t h os e t h at ar e n ot tr e at m e nt- e m er g e nt, will b e li st e d. 

A T E A E i s d efi n e d as a n A E t h at i s n e w or w ors e n e d i n s e v erit y aft er t h e first d os e of st u d y 

tr e at m e nt, i n cl u di n g t h os e e v e nt s w hi c h b e gi n d uri n g S af et y F oll o w- u p; e v e nt s st arti n g o n t h e 

d a y of first d os e will b e c o nsi d er e d tr e at m e nt- e m er g e nt u nl ess i nf or m ati o n i s a v ail a bl e t o 

i n di c at e t h e e v e nt st art e d pri or t o t h e ti m e of first d os e. T h e ti m efr a m e f or a T E A E aft er 

st o p pi n g t h e r a n d o mi z e d tr e at m e nt i s 1 4 d a ys. Tr e at m e nt- e m er g e nt A Es will b e s u m m ari z e d 

b y s yst e m or g a n cl ass, pr ef err e d t er m ( P T), a n d tr e at m e nt. S u m m ari es b y tr e at m e nt gr o u p will 

b e pr e p ar e d f or all A Es, T E A Es, a n d S A Es. A s u m m ar y of T E A Es b y s e v erit y will al s o b e 

pr es e nt e d. 

F or s u m m ar y t a bl es, A E s c o d e d t o t h e s a m e P T will b e c o u nt e d o nl y o n c e wit hi n a gi v e n 

p arti ci p a nt. If a n A E w a s r e c or d e d o n m ulti pl e o c c asi o ns i n t h e s a m e tr e at m e nt p eri o d, o nl y 

t h e hi g h est s e v erit y a n d t h e hi g h e st d e gr e e of r el ati o ns hi p t o t h e st u d y tr e at m e nt will b e 
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pr es e nt e d. If 2 or m or e cli ni c al e v e nts w er e r e p ort e d wit hi n a si n gl e A E e ntr y, t h e n t h e 

c orr es p o n di n g i n di vi d u al P T will b e c o d e d s e p ar at el y. 

9. 4. 7. 2  Vit al Si g n A ss e ss m e nts  

R es ult s of vit al si g n p ar a m et ers (i n cl u di n g w ei g ht a n d B MI) a n d c h a n g es fr o m b as eli n e will 

b e s u m m ari z e d d es cri pti v el y. R es ult s will al s o b e li st e d b y p arti ci p a nt. 

9. 4. 7. 4  Pri or a n d C o n c o mit a nt M e di c ati o n s  

Pri or a n d c o n c o mit a nt m e di c ati o ns will b e li st e d b y p arti ci p a nt, c o d e d usi n g t h e W H O Dr u g 

Di cti o n ar y, a n d s u m m ari z e d d es cri pti v el y. Pri or m e di c ati o ns ar e d efi n e d as a n y m e di c ati o ns 

st art e d pri or t o t h e d a y of t h e first d os e of st u d y tr e at m e nt. C o n c o mit a nt m e di c ati o ns ar e 

d efi n e d as a n y m e di c ati o ns t a k e n o n t h e d a y of or aft er t h e first d os e of st u d y tr e at m e nt. 

M e di c ati o ns will b e cl a ssifi e d a c c or di n g t o pri m ar y f o urt h l e v el A n at o mi c al T h er a p e uti c 

C h e mi c al c o d es a n d W H O Dr u g pr ef err e d n a m es i n t h e listi n g. P arti ci p a nt s m a y h a v e > 1 

c o n c o mit a nt tr e at m e nt p er dr u g cl a ss a n d p er pr ef err e d n a m e. S u m m ar y t a bl es will b e 

g e n er at e d b y tr e at m e nt f or b ot h pri or a n d c o n c o mit a nt tr e at m e nts, a n d i n t h e t a b ul ar 

s u m m ari es, a p arti ci p a nt will b e c o u nt e d o nl y o n c e f or a gi v e n pri or or c o n c o mit a nt tr e at m e nt. 

9. 4. 8  Ot h e r A n al ys es  

9. 4. 8. 1  D e m o gr a p hi cs, B as eli n e C h ar a ct e ri sti cs, a n d Di s p ositi o n  

D e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs i n cl u d e a g e, r a c e, et h ni cit y ( His p a ni c or L ati n 

ori gi n), b o d y w ei g ht, h ei g ht, B MI ( k g/ m 2 ), g e n er al m e di c al hi st or y, a n d g y n e c ol o gi c al hi st or y. 

All v ari a bl es will b e s u m m ari z e d b y tr e at m e nt gr o u p usi n g d es cri pti v e st ati sti cs. 

D e m o gr a p hi cs a n d b as eli n e c h ar a ct eri sti cs will b e s u m m ari z e d f or t h e S A F, F A S, a n d M F A S. 

T h e n u m b er a n d p er c e nt a g e ( as a p pli c a bl e) of p arti ci p a nts s cr e e n e d a n d r a n d o mi z e d t o st u d y 

tr e at m e nt, t h e pri m ar y r e as o n f or s cr e e ni n g f ail ur e, a n d t h e pri m ar y r e as o n f or di s c o nti n u ati o n 

fr o m st u d y tr e at m e nt will b e di s pl a y e d. I n a d diti o n, t h e pri m ar y r e as o n w h y p arti ci p a nt s w er e 

r a n d o mi z e d t o st u d y tr e at m e nt b ut di s c o nti n u e d pri or t o st u d y tr e at m e nt ( n o n-tr e at e d 

p arti ci p a nt s) will b e pr es e nt e d i n a t a bl e. 

T h e n u m b er of p arti ci p a nt s w h o w er e tr e at e d a n d w h o c o m pl et e d t h e cli ni c al st u d y will al s o 

b e t a b ul at e d. A di s p ositi o n gr a p h of p arti ci p a nt s will b e pr o vi d e d. 

T h e n u m b er of p arti ci p a nt s wit h pr ot o c ol d e vi ati o ns will b e t a b ul at e d b y d e vi ati o n f or t h e F A S. 

I n a d diti o n, all d e vi ati o ns will b e list e d b y p arti ci p a nt. 
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9. 5  I nt e ri m A n al ysi s  

T h er e will b e n o i nt eri m a n al ysi s .  

A n i nt eri m ps y c h o m etri c a n al ysi s usi n g bli n d e d d at a will b e p erf or m e d t o affir m m et h o ds f or 

est a bli s hi n g p ai n r es p o n d er c ut offs.  
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Appendix 2 Regulatory, Ethical, and Study Oversight Considerations  

Regulatory and Ethical Considerations  

This study will be conducted in accordance with the protocol and with the following: 

 Consensus ethical principles derived from international guidelines including the 
Declaration of Helsinki and Council for International Organizations of Medical Sciences 
international ethical guidelines 

 Applicable ICH/GCP Guidelines. 
 Applicable laws and regulations. 

The protocol, protocol amendments, ICF, IB, and other relevant documents (eg, 
advertisements) must be submitted to an Institutional Review Board (IRB)/Independent Ethics 
Committee (IEC) by the Investigator and reviewed and approved by the IRB/IEC before the 
study is initiated. 

Any amendments to the protocol will require IRB/IEC and regulatory authority approval, when 
applicable, before implementation of changes made to the study design, except for changes 
necessary to eliminate an immediate hazard to the participants. 

Protocols and any substantial amendments to the protocol will require health authority 
approval prior to initiation except for changes necessary to eliminate an immediate hazard to 
study participants. 

The Investigator will be responsible for the following: 

 Providing written summaries of the status of the study to the IRB/IEC annually or more 
frequently in accordance with the requirements, policies, and procedures established by the 
IRB/IEC 

 Notifying the IRB/IEC of SAEs, or other significant safety findings as required by IRB/IEC 
procedures 

 Providing oversight of the conduct of the study at the study site and adherence to 
requirements of 21 Code of Federal Regulations (CFR), ICH guidelines, the IRB/IEC, 
EU CTR 536/2014 for clinical studies and all other applicable local regulations. 

After reading the protocol, each Investigator will sign the protocol signature page and send a 
copy of the signed page to the Sponsor or representative. The study will not start at any study 
site at which the Investigator has not signed the protocol. 

Adequate Resources  

The Investigator is responsible for supervising any individual or party to whom the Investigator 
delegates study-related duties and functions conducted at the study site. 
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If the Investigator/institution retains the services of any individual or party to perform study-
related duties and functions, the Investigator/institution should ensure this individual, or party 
is qualified to perform those study-related duties and functions and should implement 
procedures to ensure the integrity of the study-related duties and functions performed and any 
data generated. 

Financial Disclosure  

Investigators and Sub-Investigators will provide the Sponsor with sufficient, accurate financial 
information as requested to allow the Sponsor to submit complete and accurate financial 
certification or disclosure statements to the appropriate regulatory authorities. Investigators are 
responsible for providing information on financial interests during the course of the study and 
for 1 year after completion of the study. 

Insurance  

The Sponsor has obtained liability insurance, which covers this study as required by local law 
and/or national regulations and/or ICH guidelines, whichever is applicable. The terms of the 
insurance will be kept in the study files. 

Recruitment and Informed Consent Process  

Trial participants will be identified from existing patient lists of the Investigators involved in 
the trial. Investigators may be supported with physician referral or direct to patient outreach 
(local or centralised advertisement and trial awareness) to identify potential trial participants.  

Potential Trial participants will be presented with trial information via the following: 

 Printed or electronic study awareness materials to be provided by the site staff either in 
clinics or via post/email (patient brochure, poster, Banner ads)  

 Study information and pre-screening website with educational video (storyboard) 
 Social media advertisement (Clinical trial posts) 
 Direct mail regarding the trial 

Any trial-related information will be handed to a potential participant by a member of the 
clinical trial team at the trial site prior to consent and before any trial-related activities are 
performed.  

The Investigator or medically qualified designee will explain the nature of the study to the 
participant or her legally authorized representative and answer all questions regarding the 
study. 

Participants must be informed that their participation is voluntary. Participants will be required 
to sign a statement of informed consent that meets the requirements of 21 CFR 50, local 
regulations, ICH guidelines, privacy, and data protection requirements, where applicable, and 
the IRB/IEC or study site. 
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The medical record must include a statement that written informed consent was obtained before 
the participant was enrolled in the study and the date the written consent was obtained. The 
authorized person obtaining the informed consent must also sign the ICF. 

Participants must be reconsented to the most current version of the ICF(s) during their 
participation in the study. 

The Investigator or medically qualified designee (consistent with local requirements) must 
obtain documented informed consent, and assent if applicable, from each potential participant 
prior to participating in this clinical study. 

Documentation of Informed Consent  

Informed consent given by the participant must be documented on a consent form. The form 
must include the study protocol number, study protocol title, dated signature, and agreement 
of the participant and of the person conducting the consent discussion. 

A copy of the signed and dated ICF should be given to the participant before participation in 
the study. 

The initial ICF, any subsequent revised ICF, and any written information provided to the 

participant should be informed in a timely manner if new information becomes available that 
tinue participation in the study. The 

communication of this information will be provided and documented via a revised consent 
 

Specifics about the study and the study population are to be included in the study ICF. 

Informed consent will adhere to IRB/IEC requirements, applicable laws and regulations, and 
Sponsor requirements. 

During a regional or national emergency declared by a governmental agency, contingency 
procedures may be implemented for the duration of the emergency. The participant or their 
legally authorized representative (if applicable) should be verbally informed prior to initiating 
any changes that are to be implemented for the duration of the emergency (eg, study visit 
delays/treatment extension, use of local laboratories), this verbal information given to the 

 

A separate consent for optional intensive PK analysis will be administered. 

Participants who are rescreened are required to sign a new ICF if the rescreening is >42 days 
from the previous ICF signature date. 
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D at a P r ot e cti o n  

 P arti ci p a nt s will b e assi g n e d a u ni q u e i d e ntifi er b y t h e S p o ns or. A n y p arti ci p a nt r e c or ds or 

d at as et s t h at ar e tr a nsf err e d t o t h e S p o ns or will c o nt ai n t h e i d e ntifi er o nl y; p arti ci p a nt 

n a m es or a n y i nf or m ati o n w hi c h w o ul d m a k e t h e p arti ci p a nt i d e ntifi a bl e will n ot b e 

tr a nsf err e d. 

 T h e p arti ci p a nt m ust b e i nf or m e d t h at h er p ers o n al st u d y-r el at e d d at a will b e us e d b y t h e 

S p o ns or i n a c c or d a n c e wit h l o c al d at a pr ot e cti o n l a w. T h e l e v el of di s cl os ur e m ust als o b e 

e x pl ai n e d t o t h e p arti ci p a nt w h o will b e r e q uir e d t o gi v e c o ns e nt f or t h eir d at a t o b e us e d 

as d es cri b e d i n t h e i nf or m e d c o ns e nt. 

 T h e p arti ci p a nt m ust b e i nf or m e d t h at h er m e di c al r e c or ds m a y b e e x a mi n e d b y Cli ni c al 

Q u alit y Ass ur a n c e a u dit ors or ot h er a ut h ori z e d p ers o n n el a p p oi nt e d b y t h e S p o ns or, b y 

a p pr o pri at e I R B/I E C m e m b ers, a n d b y i ns p e ct ors fr o m r e g ul at or y a ut h oriti es. 

 T h e c o ntr a ct b et w e e n s p o ns or a n d st u d y sit e s a n d a n y a p pli c a bl e t hir d p art i n v ol v e d i n t h e 

tri al s p e cifi es r es p o nsi biliti e s of t h e p arti es r el at e d t o d at a pr ot e cti o n, i n cl u di n g h a n dli n g 

of d at a s e c urit y br e a c h es a n d r es p e cti v e c o m m u ni c ati o n a n d c o o p er ati o n of t h e p arti es. 

 I nf or m ati o n t e c h n ol o g y s yst e ms us e d t o c oll e ct, pr o c ess, a n d st or e st u d y-r el at e d d at a ar e 

s e c ur e d b y t e c h ni c al a n d or g a ni z ati o n al s e c urit y m e as ur es d esi g n e d t o pr ot e ct s u c h d at a 

a g ai nst a c ci d e nt al or u nl a wf ul l oss, alt er ati o n, or u n a ut h ori z e d dis cl os ur e or a c c ess. I n t h e 

e v e nt of a d at a s e c urit y br e a c h, a p pr o pri at e miti g ati o n m e as ur es will b e i m pl e m e nt e d. 

C o m mitt e es St r u ct u r e  

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

A D M C h as b e e n a p p oi nt e d f or t hi s st u d y. T h e D M C i s a n e xt er n al gr o u p of i n d e p e n d e nt 

s ci e nti st s w h o ar e a p p oi nt e d t o m o nit or t h e s af et y a n d s ci e ntifi c i nt e grit y of a h u m a n r es e ar c h 

i nt er v e nti o n. T h e c o m p o siti o n of t h e c o m mitt e e i s d e p e n d e nt u p o n t h e s ci e ntifi c s kills a n d 

k n o wl e d g e r e q uir e d f or m o nit ori n g t h e p arti c ul ar st u d y. 

T h e m o nit ori n g pr o c ess i n cl u d es s af et y si g n al d et e cti o n at a n y ti m e d uri n g t h e st u d y. T his 

i n cl u d es m ulti pl e s af et y e v al u ati o ns b y t h e D M C; t h e first e v al u ati o n i s pl a n n e d w h e n 

a p pr o xi m at el y t h e first  p arti ci p a nts r a n d o mi z e d h a v e eit h er c o m pl et e d P h o n e C o nt a ct 1 or 

di s c o nti n u e d st u d y tr e at m e nt. 

Di ss e mi n ati o n of Cli ni c al St u d y D at a  

T h e r es ult s of t h e st u d y s h o ul d b e r e p ort e d wit hi n 1 y e ar fr o m t h e e n d of t h e cli ni c al st u d y. 

Irr es p e cti v e of t h e o ut c o m e, t h e S p o ns or will s u b mit t o a n y r el e v a nt d at a b as e a s u m m ar y of 

t h e r es ult s of t h e cli ni c al st u d y wit hi n 1 y e ar fr o m t h e e n d of t h e gl o b al cli ni c al st u d y. It s h all 

b e a c c o m p a ni e d b y a s u m m ar y writt e n i n a m a n n er t h at i s u n d er st a n d a bl e t o l a y p ers o ns. 

0 F H H T 0

C
CI
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Data Quality Assurance  

All relevant participant data relating to the study will be recorded on eCRFs. The laboratory 
data, eDiary, or other applicable data will be transmitted to the Sponsor or designee 
electronically. The Investigator is responsible for verifying that data entries are accurate and 
correct by physically or electronically signing the CRF. 

The Investigator must maintain accurate documentation (source data) that supports the data 
entered in the eCRF. 

The Investigator must permit study-related monitoring, audits, IRB/IEC review, and regulatory 
agency inspections and provide direct access to source data documents. 

Quality tolerance limits (QTLs) will be pre-defined in the Monitoring Plan to identify 
systematic issues that can impact participant safety and/or reliability of study results. These 
pre-defined parameters will be monitored during the study and deviations from the QTLs and 
remedial actions taken will be summarized in the clinical study report. 

Monitoring details describing strategy (eg, risk-based initiatives in operations and quality such 
as Risk Management and Mitigation Strategies and Analytical Risk-Based Monitoring), 
methods, responsibilities, and requirements, including handling of non-compliance issues and 
monitoring techniques (central, remote, or on-site monitoring) are provided in the Monitoring 
Plan. 

The Sponsor or designee is responsible for the data management of this study including quality 
checking of the data. 

The Sponsor assumes accountability for actions delegated to other individuals (eg, Contract 
Research Organizations [CROs]). 

Records and documents, including signed ICFs, pertaining to the conduct of this study must 
be retained by the Investigator for 15 years after study completion unless local regulations or 
institutional policies require a longer retention period. No records may be destroyed during the 
retention period without the written approval of the Sponsor. No records may be transferred to 
another location or party without written notification to the Sponsor. 

Details of study monitoring will be included in a separate Study Monitoring Plan. 

Source Documents  

The Investigator/institution should maintain adequate and accurate source documents and 

Source data should be attributable, legible, contemporaneous, original, accurate, and complete. 
Changes to source data should be traceable, should not obscure the original entry, and should 
be explained if necessary (eg, via an audit trail). 
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Source documents provide evidence for the existence of the participant and substantiate the 
integrity of the data collected. Source documents are filed at the site. 

Data entered in the eCRF that are transcribed from source documents must be consistent with 
the source documents or the discrepancies must be explained. The Investigator may need to 
request previous medical records or transfer records, depending on the study. Also, current 
medical records must be available. 

The Investigator must maintain accurate documentation (source data) that supports the 
information entered in the CRF. 

Study monitors will perform ongoing source data verification to confirm that data entered into 
the CRF by authorized study site personnel are accurate, complete, and verifiable from source 
documents; that the safety and rights of participants are being protected; and that the study is 
being conducted in accordance with the currently approved protocol and any other study 
agreements, ICH GCP, and all applicable regulatory requirements. 

Study and Study Site Termination  

The Sponsor or designee reserves the right to close the study site or terminate the study at any 
time for any reason at the sole discretion of the Sponsor. Study sites will be closed upon study 
completion. A study site is considered closed when all required documents and study supplies 
have been collected and a study site closure visit has been performed. 

The Investigator may initiate study site closure at any time, provided there is reasonable cause 
and sufficient notice is given in advance of the intended termination. 

Reasons for the early closure of a study site by the Sponsor or Investigator may include but are 
not limited to: 

For study termination: 

 Discontinuation of further study treatment development. 

For study site termination: 

 Failure of the Investigator to comply with the protocol, the requirements of the IRB/IEC 
or local health authorities, the Sponsor s procedures, or GCP guidelines 

 Inadequate or no recruitment (evaluated after a reasonable amount of time) of participants 
by the Investigator 

 Total number of participants included earlier than expected. 

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform the 
Investigators, the IECs/IRBs, the regulatory authorities, and any CRO(s) used in the study of 
the reason for termination or suspension, as specified by the applicable regulatory 
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requirements. The Investigator shall promptly inform the participant and should assure 
appropriate participant therapy and/or follow-up. 

Publication Policy  

The data generated by this study are confidential information of the Sponsor. The Sponsor will 
make the results of the study publicly available. The publication policy with respect to the 
Investigator and study site will be set forth in the Clinical Trial Agreement. 

The results of this study may be published or presented at scientific meetings. If this is foreseen, 
the Investigator agrees to submit all manuscripts or abstracts to the Sponsor before submission. 
This allows the Sponsor to protect proprietary information and to provide comments. 

The Sponsor will comply with the requirements for publication of study results. In accordance 
with standard editorial and ethical practice, the Sponsor will generally support publication of 
multicenter studies only in their entirety and not as individual study site data. In this case, a 
coordinating Investigator will be designated by mutual agreement. 

Authorship will be determined by mutual agreement and in line with International Committee 
of Medical Journal Editors authorship requirements. 
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A p p e n di x 3 Cli ni c al L a b o r at o r y T ests

T h e t est s d et ail e d i n T a bl e 9 will b e p erf or m e d b y t h e c e ntr al l a b or at or y. L o c al l a b or at or y 

r es ult s ar e o nl y r e q uir e d i n t h e e v e nt t h at t h e c e ntr al l a b or at or y r es ult s ar e n ot a v ail a bl e i n ti m e 

f or eit h er st u d y tr e at m e nt a d mi ni str ati o n a n d/ or r es p o ns e e v al u ati o n. If a l o c al s a m pl e i s 

r e q uir e d, it is i m p ort a nt t h at t h e s a m pl e f or c e ntr al a n al ysi s i s o bt ai n e d at t h e s a m e ti m e. 

A d diti o n all y, if t h e l o c al l a b or at or y r es ult s ar e us e d t o m a k e eit h er a st u d y tr e at m e nt d e ci si o n 

or r es p o ns e e v al u ati o n, t h e r es ult s m ust b e e nt er e d i nt o t h e e C R F.

Pr ot o c ol-s p e cifi c r e q uir e m e nt s f or i n cl usi o n or e x cl usi o n of p arti ci p a nt s ar e d et ail e d i n 

S e cti o n 5. 0 of t h e pr ot o c ol.

A d diti o n al t est s m a y b e p erf or m e d at a n y ti m e d uri n g t h e st u d y as d et er mi n e d n e c ess ar y b y 

t h e I n v esti g at or or r e q uir e d b y l o c al r e g ul ati o ns.

All st u d y-r e q uir e d l a b or at or y ass ess m e nt s will b e p erf or m e d b y a c e ntr al l a b or at or y.

T h e r es ult s of e a c h t e st m ust b e e nt er e d i nt o t h e e C R F. I n v esti g at ors m ust d o c u m e nt t h eir 

r e vi e w of e a c h l a b or at or y s af et y r e p ort.

A d diti o n al t est s m a y b e p erf or m e d at a n y ti m e d uri n g t h e st u d y as d et er mi n e d n e c ess ar y b y 

t h e I n v esti g at or or r e q uir e d b y l o c al r e g ul ati o ns. R e-t est of s a m pl es d u e t o c a n c ell e d t est s i s 

p er mitt e d.

T a bl e 9 P r ot o c ol- r e q ui r e d S af et y L a b o r at o r y T ests

L a b o r at o r y 
Ass e s s m e nts

P a r a m et e r s

H e m at ol o g y Pl at el et c o u nt W hit e bl o o d c ell c o u nt wit h 

diff er e nti al ( % a n d a b s ol ut e):

R e d bl o o d c ell c o u nt N e utr o p hil s

H e m o gl o bi n L y m p h o c yt es

H e m at o crit M o n o c yt es

P eri p h er al s m e ar

R e d bl o o d c ell i n di c es: E o si n o p hil s

M e a n c or p us c ul ar v ol u m e ( M C V) B as o p hil s

M e a n c or p us c ul ar h e m o gl o bi n ( M C H)

M e a n c ell h e m o gl o bi n c o n c e ntr ati o n 
( M C H C)

R e d C ell Di stri b uti o n Wi dt h 
( R D W)

C o a g ul ati o n t ests 

Pr ot hr o m bi n ti m e

A cti v at e d p arti al t hr o m b o pl asti n ti m e

A ntit hr o m bi n III

% R eti c ul o c yt es

0 F H H T 0
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L a b o r at o r y 
Ass e s s m e nts

P a r a m et e r s

Cli ni c al 
C h e mistr y b

Bl o o d ur e a nitr o g e n ( B U N) As p art at e a mi n otr a nsf er a s e ( A S T)/ S er u m 
gl ut a mi c- o x al o a c eti c tr a n s a mi n as e

Cr e ati ni n e Al a ni n e a mi n otr a n sf er a s e ( A L T)/s er u m 
gl ut a mi c- p yr u vi c tr a ns a mi n a s e

Gl u c o s e ( F a sti n g) Al k ali n e p h os p h at a s e ( A L P)

G a m m a gl ut a m yl tr a n sf er a s e ( G G T) Cr e ati n e ki n as e

Ur e a Cr e ati n e ki n as e M B fr a cti o n will b e 
p erf or m e d if cli ni c all y i n di c at e d

M a g n esi u m C hl ori d e

C h ol e st er ol Gl o b uli n

P ot assi u m A m yl a s e

S o di u m T ot al bilir u bi n

C al ci u m C o nj u g at e d a n d u n c o nj u g at e d bilir u bi n

L a ct at e d e h y dr o g e n a s e ( L D H) T ot al pr ot ei n

Al b u mi n P h os p h at e

Uri c a ci d P ot a ssi u m

C-r e a cti v e pr ot ei n C ar b o n di o xi d e ( bi c ar b o n at e)

Uri n al ysi s L e u c o c yt e s R e d bl o o d c ell s

Pr ot ei n p H

Bilir u bi n Nitrit e

Ur o bili n o g e n S p e cifi c gr a vit y

K et o n es Gl u c os e

Mi cr o s c o p y

H e m o gl o bi n

Vir al s er ol o g y H u m a n i m m u n o d efi ci e n c y vir u s ( HI V) I 
a n d II

H e p atiti s C vir u s

H e p atiti s B Vir u s H e p atitis A 

C O VI D- 1 9 Vir us a n d a nti b o di es (f oll o wi n g l o c al g ui d eli n e s)

Ot h er t e st s Li pi d s: T ot al c h ol est er ol, L o w d e n sit y li p o pr ot ei n c h ol e st er ol, Hi g h d e nsit y li p o pr ot ei n 
c h ol e st er ol, a n d Tri gl y c eri d e s

S e x u all y tr a n s mitt e d i nf e cti o n ( S TI) p a n el, p a p a ni c ol a o u ( P A P) s m e ar, h u m a n 
p a pill o m a vir u s ( H P V) t e sti n g (if r e q uir e d), tr a n s v a gi n al ultr as o u n d ( T V U S),
e n d o m etri al bi o ps y ( o pti o n al u nl e ss a b n or m al v a gi n al bl e e di n g - at t h e di s cr eti o n of t h e 
I n v esti g at or)

0 F H H T 0

C CI
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L a b o r at o r y 
Ass e s s m e nts

P a r a m et e r s

Pr e g n a n c y: - h u m a n c h ori o ni c g o n a d otr o pi n ( h C G), Uri n e pr e g n a n c y t est ( h u m a n 
c h ori o ni c g o n a d otr o pi n) c

 

T h e r es ult s of e a c h t e st m ust b e e nt er e d i nt o t h e e C R F.

N O T E S:

b All e v e nt s of A L T 3 × U L N a n d bilir u bi n 2 × U L N ( > 3 5 % dir e ct bilir u bi n) or A L T 3 × U L N a n d 

i nt er n ati o n al n or m ali z e d r ati o (I N R) > 1. 5, if I N R m e as ur e d, w hi c h m a y i n di c at e s e v er e li v er i nj ur y 

c L o c al uri n e t e sti n g will b e st a n d ar d f or t h e pr ot o c ol u nl ess s er u m t e sti n g i s r e q uir e d b y l o c al r e g ul ati o n or 

I R B/I E C.

I n v e sti g at ors m ust d o c u m e nt t h eir r e vi e w of e a c h l a b or at or y s af et y r e p ort.

0 F H H T 0

C CI

C CI
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Appendix 5 Contraceptive and Barrier Guidance and Collection of 
Pregnancy Information  

Definitions 

Woman of Childbearing Potential (WOCBP) 

A woman is considered fertile following menarche and until becoming post-menopausal unless 
permanently sterile (see below). 

Women in the following categories are not considered WOCBP 

1. Premenarchal 

2. Pre-menopausal female with 1 of the following: 

a) Documented hysterectomy. 
b) Documented bilateral salpingectomy. 
c) Documented bilateral oophorectomy. 

NOTE
medical records, medical examination, or medical history interview. 

3. Post-menopausal female: 

a) A post-menopausal state is defined as no menses for 12 months without an alternative 
medical cause. A high FSH level in the post-menopausal range may be used to confirm 
a post-menopausal state in women not using hormonal contraception or hormonal 
replacement therapy (HRT). However, in the absence of 12 months of amenorrhea, a 
single FSH measurement is insufficient. 

b) Females on HRT and whose menopausal status is in doubt will be required to use 1 of 
the non-estrogen hormonal effective contraception methods if they wish to continue 
their HRT during the study. Otherwise, they must discontinue HRT to allow 
confirmation of post-menopausal status before study enrolment. 

Contraception Guidance 

Female participants 

Female participants of childbearing potential are eligible to participate if they agree to use 
adequate non-hormonal contraceptive methods consistently and correctly as described in the 
table below from signing of consent through 30 days from the last dose of study treatment 

NOTE: Please consider use of intrauterine devices are prohibited from start of the Screening 
Period until EOS. 
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Urine pregnancy testing is to be performed using the test kit provided by the Sponsor and in 
accordance with instructions provided in its package insert.

Collection of Pregnancy Information

Female Participants who become pregnant

The Investigator will collect pregnancy information on any female participant who 
becomes pregnant while participating in this study. Information will be recorded on the 
appropriate form and submitted to the Sponsor or designee within 24 hours of learning of 
a pregnancy. The participant will be followed to determine the outcome of the 
pregnancy. The Investigator will collect follow-up information on the participant and the 
neonate, and the information will be forwarded to the Sponsor or designee. Generally, 
follow-up will not be required for longer than 6 to 8 weeks beyond the estimated delivery 
date. Any termination of pregnancy will be reported, regardless of fetal status (presence or 
absence of anomalies) or indication for the procedure.
While pregnancy itself is not considered to be an AE or SAE, any pregnancy complication 
or elective termination of a pregnancy will be reported as an AE or SAE. A spontaneous 
abortion is always considered to be an SAE and will be reported as such.
Any post-study pregnancy-related SAE considered reasonably related to the study 
treatment by the Investigator will be reported to the Sponsor or designee as described in 
Section 8.4.4. While the Investigator is not obligated to actively seek this information in 
former participants, he or she may learn of an SAE through spontaneous reporting.
Any female participant who becomes pregnant while participating in the study will 
discontinue study treatment or be withdrawn from the study. If the participant is planning 
to terminate the pregnancy, they can be rescreened based on the Sponsor Medical 

discretion. 
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A p p e n di x 6 P r ot o c ol- S p e cifi c R es c u e M e di c ati o n  

T h e r es c u e m e di c ati o n will b e n a pr o x e n s o di u m,  ( a d mi ni st er e d p er l o c al g ui d eli n e s) 

a n d will b e pr o vi d e d b y t h e S p o ns or. T h e r es c u e m e di c ati o n i s t o b e pr es cri b e d as p er 

I n v esti g at or s di s cr eti o n. 

0 F H H T 0
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Appendix 7 Prohibited CYP3A4 Substrates, Inducers, and Inhibitors; and 
P-gp and BCRP Substrates  

The following medications are prohibited at any time during this study.  

Note: The list is intended to be a guidance and may not include all medications in the respective 
categories. 

CYP3A4 Substrates 
(Sensitive) 

Alfentanil, apixabane, alprazolam, aprepitant, atorvastatin, 
budesonide, buspirone, colchicine, conivaptan, cyclosporine, 
darifenacin, darunavir, dronedarone, ebastine, eletriptan, 
eliglustat, eplerenone, everolimus, felodipine, indinavir 
lomitapide, lovastatin, lurasidone, maraviroc, midazolam, 
naloxegol, nisoldipine, pimozide, quinidine, quetiapine, rifabutin, 
rilpivirine, rivaroxaban, saquinavir, simvastatin, sirolimus, 
tacrolimus, ticagrelor, tipranavir, tolvaptan, triazolam, and 
voclosporine.  

CYP3A4 Inducers  
(Moderate and Strong) 

Amprenavir, armodafinil, avasimibe, bosentan, carbamazepine, 
echinacea, efavirenz, etravirine, modafinil, nafcillin, nevirapine, 
phenobarbital, phenytoin, primidone, rifampin, and rufinamide. 

CYP3A4 Inhibitors 
(Moderate and Strong) 

Amiodarone, amlodipine, atazanavir, boceprevir, bicalutamide, 
chlorzoxazone, cimetidine, cilostazol, ciprofloxacin, 
clarithromycin, clotrimazole, cobicistat, cyclosporine, danoprevir, 
diltiazem, erythromycin, fluconazole, fluvoxamine, 
fosamprenavir, fluoxetine, ginkgo, goldenseal, grapefruit juice, 
isoniazid, istradefylline, itraconazole, ivacaftor, ketoconazole, 
lopinavir, mibefradil, nefazodone, nelfinavir, nicardipine, 
paritaprevir, posaconazole, products containing Seville oranges, 
ranitidine, ranolazine, rifabutin, ritonavir, telaprevir, 
telithromycin, tiranavir, tofisopam, troleandomycin verapamil, 
voriconazole, and zileuton. 

Sensitive substrates 
for P-Gycoprotein (P-
gp) 

 

Digoxin, dabigatran etexilate, edoxaban, fexofenadine, 
loperamide, morphine  

 

Note: should be administered at least 4 hours apart from OG-6219 

Sensitive substrates 
for Breast Cancer 
Resistance Protein 
(BCRP)  

Rosuvastatin, sulfasalazine, methotrexate, prazosin, glyburide, 
teriflunomide, cladribine  

 

Note: should be administered at least 4 hours apart from OG-6219 
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A p p e n di x 8 C o n c o mit a nt P ai n R eli ef M e di c ati o n  
    

N o n st e r oi d al a nti-i nfl a m m at o r y d r u gs ( N S A I D) a n d Ot h e rs 

A c et a mi n o p h e n ( A ct a mi n, Alt e n ol, A mi n of e n, F e v er all, G e n a p a p , Ofir m e v, T yl e n ol) 

As piri n ( al s o k n o w n as a c et yl s ali c yli c a ci d) ( E c otri n) 

C el e c o xi b ( C el e B R E X, El y x y b)  

Di cl of e n a c ( C at afl a m, C a m bi a, D yl oj e ct, L of e n a, P e n ns ai d, R e x a p h e n a c, S ol ar a z e, 
V olt ar e n, V olt ar e n- X R, Zi ps or, Z or v ol e x) 

Difl u ni s al ( D ol o bi d) 

Et o d ol a c ( L o di n e, L o di n e X L) 

F e n o pr of e n ( E x pr o n, F e n ort h o, N alf o n, Pr of e n o) 

Fl ur bi pr of e n ( A ns ai d) 

I b u pr of e n ( A cti pr of e n, A d d a pri n, A d vil, A d vil Li q ui- G el s, A d vil Mi gr ai n e, A- G 
Pr of e n, B uf e n, C al d ol or, G e n pril, H altr a n, I b u, I B U 2 2 0, I b u- 8, I b u- 6, I b u- 4, I b u- T a b, 
Mi d ol I B, M otri n, M otri n I B, N e o Pr of e n, N u pri n, Pr o pri n al, Q- Pr of e n) 

I n d o m et h a ci n (I n d o ci n, I n d o ci n S R, Ti v or b e x) 

K et o pr of e n ( Or u di s, Or u di s K T, Or u v ail) / D e x k et o pr of e n ( Al g ofl e x N e o, K er al) 

K et or ol a c ( S pri x, T or a d ol) 

M a g n esi u m s ali c yl at e ( D o a n's E xtr a Str e n gt h, D o a n's R e g ul ar, K e y g esi c- 1 0, M S T 6 0 0, 
M o m e nt u m, N o v as al) 

M e cl of e n a m at e ( M e cl o m e n) 

M ef e n a mi c a ci d ( P o nst el,  

M el o xi c a m ( A nj es o, M o bi c, Q mii z, Vi vl o d e x) 

N a b u m et o n e ( R el af e n, R ef al e n D S) 

N e p af e n a c (Il e vr o, N e v a n a c) 

N a pr o x e n ( Al e v e, N a pr o n e x, Fl a n a x, m e di pr o x e n) 

O x a pr o zi n ( D a y pr o) 

Pir o xi c a m ( F el d e n e) 

S al s al at e ( A mi g esi c, Di s al ci d, S alfl e x, S alsit a b, M o n o- G esi c) 

S uli n d a c ( Cli n oril) 

T ol m eti n ( T ol e cti n D S, T ol e cti n 6 0 0)  

O pi oi d s 

H y dr o c o d o n e: V a ntr el a, H ysi n gl a E R, Z o h y dr o E R 

H y dr o m or p h o n e: E x al g o( R), P all a d o n e ( R)  

M e p eri di n e: D e m er ol 

M or p hi n e: A vi n z a, K a di a n, Ar y m o, M S C o nti n 

O x y c o d o n e: O x y C o nti n, R o xi c o d o n e, Xt a m p z a ( T M) 

0 F H H T 0

C CI
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Tramadol: Ultram 

Combinations 

Acetaminophen/aspirin, caffeine (Excedrin, Vanquish) 

Acetaminophen / butalbital / caffeine / codeine (Fioricet with Codeine, Phrenilin with 
Caffeine and Codeine) 

Acetaminophen / caffeine / dihydrocodeine (Dvorah, Panlor, Panlor DC, Panlor SS, 
Trezix, Zerlor) 

Acetaminophen / codeine (Capital w/Codeine, Cocet , Codrix, Tylenol with Codeine, 
Tylenol #3) 

Acetaminophen / hydrocodone (Anexsia, Co-Gesic, Hycet, Lorcet 10/650, Liquicet, 
Lorcet Plus, Lortab, Maxidone, Norco, Stagesic, Theracodophen Low 90, Verdrocet, 
Vicodin, Vicodin ES, Vicodin HP, Xodol, Zamicet, Zolvit, Zydone) 

Acetaminophen / oxycodone (Endocet, Magnacet, Nalocet, Narvox, Percocet, Perloxx, 
Primlev, Prolate, Roxicet, Roxilox, Tylox, Xartemis XR, Xolox) 

Acetaminophen/pentazocine (Talacen) 

Acetaminophen/propoxyphene (Balacet, Darvocet A500, Darvocet-N 50) 

Acetaminophen / tramadol (Tramapap, Ultracet) 

Acetylsalicylic acid, sodium bicarbonate, and anhydrous citric acid (Alka Seltzer) 

Aspirin / butalbital / caffeine / codeine (Ascomp with Codeine, Fiorinal with Codeine) 

Aspirin/caffeine (Anacin, Bayer Aspirin, BC Arthritis, Goody's) 

Aspirin / caffeine / dihydrocodeine (Synalgos-DC) 

Aspirin / oxycodone (Endodan, Percodan) 

Belladonna / opium (B&O Supprettes) 

Buprenorphine / naloxone (Bunavail, Cassipa, Suboxone, Zubsolv) 

Celecoxib / tramadol (Seglentis) 

Diclofenac / misoprostol (Arthrotec) 

Esomeprazole / naproxen (Vimovo) 

Famotidine / ibuprofen (Duexis) 

Hydrocodone / ibuprofen (Ibudone, Reprexain, Vicoprofen) 

Ibuprofen/Caffeine (Algoflex duo) 

Ibuprofen / oxycodone (Combunox) 

Metamizole/ caffeine / drotaverin-hydrochloride (Quarelin) 

Morphine / naltrexone (Embeda) 

lansoprazole/naproxen (Prevacid NapraPAC) 

Naloxone / pentazocine (Talwin Nx) 

Naloxone / oxycodone (Targiniq ER) 

Naltrexone / oxycodone (Troxyca ER) 
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Appendix 9 Country-specific Requirements

9.1 Specific requirements for France

Requirements for Section 8.1.5

Race will not be collected for participants in France (see section 8.1.5) as the collection and 
processing of personal data that reveals, directly or indirectly, the racial and ethnic origins, the 
political, philosophical, religious opinions or trade union affiliation of persons, or which 

Act No. 78-17 created the French Data Protection Authority (Commission Nationale 
Informatique et Libertés [CNIL]) (see 8.1.5).
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Appendix 11 Signature of Investigator  

PROTOCOL TITLE: A Phase 2a/b, Randomized, Double-blind, Placebo-controlled, Parallel 
group, Multicenter, Clinical Study to Evaluate the Efficacy and Safety 
of OG-6219 in 3 Dose Levels, in Women 18 to 49 Years of Age with 
Moderate to Severe Endometriosis-related Pain  

PROTOCOL NO: OG-6219-P001  

VERSION:   Amendment 06 

This protocol is a confidential communication of Organon LLC. I confirm that I have read this 
protocol, I understand it, and I will work according to this protocol. I will also work 
consistently with the ethical principles that have their origin in the Declaration of Helsinki and 
that are consistent with Good Clinical Practices and the applicable laws and regulations. 
Acceptance of this document constitutes my agreement that no unpublished information 
contained herein will be published or disclosed without prior written approval from the 
Sponsor. 

Instructions to the Investigator: Please SIGN and DATE this signature page. PRINT your name, title, and the name of the 
study site in which the study will be conducted. Return the signed copy to Organon LLC. 

 

I have read this protocol in its entirety and agree to conduct the study accordingly: 

 

Signature of Investigator:  ___________________________ Date: _________ 

Printed Name:    ___________________________ 

Investigator Title:   ___________________________ 

 

Name/Address of Center:  ___________________________ 

     ___________________________ 

     ___________________________ 
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