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P r ot o c ol A m e n d m e nt S u m m a r y of C h a n g es T a bl e  

 

D O C U M E N T H I S T O R Y  

D o c u m e nt  D at e  

Ori gi n al Pr ot o c ol  2 6 -A u g -2 0 2 2  

A m e n d m e nt a  

O v e r all R ati o n al e f o r t h e A m e n d m e nt:  

T his a m e n d m e nt a d ds a d diti o n al p h ysi c al e x a m i n ati o ns a n d e x cl usi o n crit eri a t o a d dr ess 
r e g ul at or y f e e d b a c k. 

S e cti o n # a n d 
N a m e  

D es c ri pti o n of C h a n g e  B ri ef R ati o n al e  

1. 3. S c h e d ul e 
of A cti viti es  

A d d e d P h ysi c al e x a mi n ati o ns at Visits 5 a n d 7.   

A d d e d n ot e, “ C o m pl et e p h ysi c al e x a mi n ati o n , 
i n cl u di n g t ar g et e d p h ysi c al e x a mi n ati o n  
s p e cifi e d b el o w, s h o ul d b e p erf or m e d at V 3 
a n d V 8 0 1 or E D. T ar g et e d e x a mi n ati o n  f or 
s ki n, g astr oi nt esti n al tr a ct, m a m m ar y gl a n d i n 
m al es , a n d l y m p h n o d es s h o ul d als o b e 
p erf or m e d at V 5 a n d V 7. ”  

P er r e g ul at or y f e e d b a c k.  

 R e m o v e d t e xt i n n ot e s f or vit al si g ns, “ … a n d 
pri or t o P K s a m pl e c oll e cti o n. ”  

E dit ori al c orr e cti o n.  

5. 2. 
E x cl usi o n 
Crit eri a  

M o difi e d crit eri o n [1 0 8 5 ], “ h a v e c o m pl et e d  
p arti ci p at e d i n … ”.  

Cl arifi c ati o n.  

 

8. 2. 1. 
P h ysi c al 
E x a mi n ati o ns  

A d d e d, “ C o m pl et e p h ysi c al e x a mi n ati o n , 
i n cl u di n g t ar g et e d e x a mi n ati o n  s p e cifi e d 
b el o w, s h o ul d b e p erf or m e d at V 3 a n d Visit 
8 0 1 or E D. T ar g et e d p h ysi c al e x a mi n ati o ns of 
s ki n, g astr oi nt esti n al tr a ct, m a m m ar y gl a n d i n 
m al es , a n d l y m p h n o d es will als o b e p erf or m e d 
at V isits V 5 a n d  V 7 as d e s cri b e d i n t h e S o A. 
A n y cli ni c all y si g nifi c a nt a b n or m al p h ysi c al 
e x a mi n ati o n fi n di n gs will b e r e p ort e d as A Es. ”  

P er r e g ul at or y f e e d b a c k.  
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1.  P r ot o c ol S u m m a r y  

1. 1.  S y n o psis  

I S A Titl e:  

R a n d o m i z e d, P l a c e b o-C o ntr oll e d, P h as e 2 C li ni c al T ri al t o E v al u at e L Y 3 8 5 7 2 1 0  f or t h e 
T r e at m e nt of O st e o art hritis P ai n . 

B ri ef  Titl e:  P h as e 2 Cli ni c al Tri al t o E v al u at e L Y 3 8 5 7 2 1 0 f or t h e Tr e at m e nt of Ost e o art hritis 
P ai n  

R e g ul at o r y A g e n c y I d e ntifi e r N u m b e rs :  

L Y 3 8 5 7 2 1 0 I N D: 1 5 6 4 1 1  

M ast er Pr ot o c ol I N D: 1 4 4 9 1 5  

R ati o n al e:  

T h e p ur p os e of t his st u d y is t o t est w h et h er L Y 3 8 5 7 2 1 0 is effi c a ci o us i n  r eli e vi n g k n e e p ai n d u e 
t o ost e o art hritis ( O A). L Y 3 8 5 7 2 1 0 is a s m all m ol e c ul e r e c e pt or a nt a g o nist of t h e P 2 X 7 r e c e pt or, 
a n  a d e n osi n e tri p h os p h at e li g a n d -g at e d i o n c h a n n el k n o w n t o b e i n v ol v e d i n n e ur oi nfl a m m ati o n 
a n d p ai n.  

D at a will b e c oll e ct e d t o ass ess t h e s af et y a n d t ol er a bilit y of L Y 3 8 5 7 2 1 0 i n t hi s st u d y p o p ul ati o n. 
T h e p h ar m a c o ki n eti cs of L Y 3 8 5 7 2 1 0  will als o b e e x pl or e d. T h e t ot alit y of d at a fr o m t his pr o of -
of -c o n c e pt st u d y will ass ess t h e b e n efits a n d ris ks ass o ci at e d wit h L Y 3 8 5 7 2 1 0 a n d i nf or m 
d e cisi o ns f or t h e cli ni c al d e v el o p m e nt of L Y 3 8 5 7 2 1 0.  

O bj e cti v es , E n d p oi nts , a n d Esti m a n d s: 

T h e pri m ar y a n d s e c o n d ar y o bj e cti v es  a n d e n d p oi nt s ar e st at e d i n t h e M ast er Pr ot o c ol H 0 P -M C -
C P M P ( C P M P) a n d t h e O A  dis e as e -st at e a d d e n d u m ( D S A; H 0 P -M C -C P M P[ 1 ]).  

O v e r all D esi g n : 

T his i s a 1 0 -w e e k , P h as e 2, 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 st u d y t h at will 
c o m p ar e L Y 3 8 5 7 2 1 0 v er s us pl a c e b o i n p arti ci p a nt s wit h O A  of t h e k n e e .  

St u d y P o p ul ati o n : 

I n a d diti o n t o t h e i n cl usi o n a n d e x cl usi o n crit eri a d es cri b e d i n t h e M ast er Pr ot o c ol C P M P a n d 
D S A  C P M P( 1) , i n di vi d u als m a y n ot t a k e p art i n t h e st u d y if t h e y h a v e  

   
 

  a n e G F R of l ess t h a n 3 0 mL / mi n/ 1. 7 3 m2 , or 

   

A p pr o v e d o n 1 4 O ct 2 0 2 2 G M T
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Number of Participants: 
Up to approximately 125 participants will be randomly assigned to study intervention with the 
assumption that 20% of the participants will drop out prior to the end of the double-blind 
treatment period. 

Intervention Groups and Duration: 

This double-blind study includes an 8-week treatment period with a 2-week follow-up visit off 
treatment. 

Intervention Name LY3857210 Placebo 
Dosage Level(s) 45 mg daily Not applicable 
Route of Administration 
and Duration 

PO PO 

Abbreviation: PO = by mouth. 

Ethical Considerations of Benefit/Risk: 

Taking into account the measures taken to minimize risk to participants participating in this 
study, the potential risks identified in association with LY3857210 are justified by the 
anticipated benefits that may be afforded to participants with OA. 

Data Monitoring Committee: Yes 

Safety reviews are covered by the Assessment Committee charter for the Chronic Pain Master 
Protocol (CPMP). 
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1.2. Schema 

 
Abbreviations: PDEP = preliminary data entry period; V = visit. 
a Medication washout and PDEP begins. 
b Randomization to either LY3857210 or placebo.  
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C O N FI D E N TI A L  Pr ot o c ol n u m b er H 0 P -M C -O A 0 5  ( a) 

1 5  

2.  I nt r o d u cti o n  

T his I SA  H 0 P -M C -O A 0 5  (O A 0 5 ) is a n a p p e n di x t o t h e M ast er Pr ot o c ol H 0 P -M C -C P M P 
( C P M P) a n d c o nt ai ns u ni q u e st u d y el e m e nts s p e cifi c f or L Y 3 8 5 7 2 1 0. T h e m ast er pr ot o c ol 
c o nt ai ns t h e o v er ar c hi n g st u d y el e m e nts t h at g o v er n t h e O A  D S A C P M P( 1)  a n d t hi s I S A O A 0 5 .  

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

T h e p ur p os e of t his st u d y is t o t est w h et h er L Y 3 8 5 7 2 1 0 is effi c a ci o us i n r eli e vi n g k n e e p ai n d u e 
t o O A . D at a  will b e c oll e ct e d  t o ass ess t h e s af et y a n d t ol er a bilit y of L Y 3 8 5 7 2 1 0  i n t his st u d y 
p o p ul ati o n . T h e P K  of L Y 3 8 5 7 2 1 0 will als o b e e x pl or e d . T h e t ot al it y of d at a fr o m t his P O C 
st u d y will ass ess t h e  b e n efit s a n d ris ks ass o ci at e d wit h  L Y 3 8 5 7 2 1 0  a n d i nf or m d e cisi o ns f or t h e 
cli ni c al d e v el o p m e nt of L Y 3 8 5 7 2 1 0 . 

2. 2.  B a c k g r o u n d  

P 2 X 7 is a n a d e n osi n e tri p h os p h at e  li g a n d-g at e d i o n c h a n n el t h at w h e n a cti v at e d r es ult s i n C a 2 +  
i nfl u x, a n d c ell ul ar a cti v ati o n (f or e x a m pl e, c as p as e 1). F or a r e c e nt r e vi e w arti cl e, s e e Z h a n g et 
al. 2 0 2 0. Sti m ul ati o n of P 2 X 7 pl a ys a k e y r ol e i n t h e cr osst al k of t h e gli al c ell s a n d n e ur o ns at a n 
o v er -a cti v e s y n a ps e a n d i n n e ur oi nfl a m m at or y c o n diti o ns ( C urrò  et al. 2 0 2 0) . T h us, t h e 
i n hi biti o n of t h e P 2 X 7 r e c e pt or f o u n d o n gli al c ell s i n t h e br ai n a n d s pi n al c or d is a nti ci p at e d t o 
d e cr e as e s y n a pti c tr a ns missi o n.  

L Y 3 8 5 7 2 1 0 is a n or al l y a d mi nist er e d, s m all -m ol e c ul e r e c e pt or a nt a g o nist of t h e P 2 X 7 r e c e pt or.  

2. 3.  B e n efit/ Ris k As s es s m e nt  

M or e d et ail e d i nf o r m ati o n a b o ut t h e k n o w n a n d e x p e ct e d b e n efits a n d ris k s a n d r e as o n a bl y 
e x p e ct e d A Es  of L Y 3 8 5 7 2 1 0 m a y b e f o u n d i n t h e I B.  

2. 3. 1.  Ris k Ass ess m e nt  

St u d y int e r v e nti o n  

A p pr o v e d o n 1 4 O ct 2 0 2 2 G M T
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T o xi c ol o g y st u di es a n d N O A E L e x p os u r e  

B as e d o n t h e o bs er v e d c o n v ulsi o n i n t h e 3 -m o nt h d o g t o xi c ol o g y st u d y (r e p ort e d i n 1 d o g) as 
w ell as c o n v ulsi o n n ot e d i n t h e r at i n vi v o mi cr o n u cl e us st u d y (r e p ort e d i n 1 r at), a 1 0 -f ol d 
e x p os ur e m ulti pl e b as e d o n t h e o bs er v e d A U C a n d C m a x  ass o ci at e d wit h t h e N O E L f or 
c o n v ulsi o ns i n d o g (t h e m ost s e nsiti v e s p e ci es) will b e m ai nt ai n e d i n t hi s st u d y  

  

I n a d diti o n, n e ur ol o gi c al e x a mi n ati o n will b e c o n d u ct e d at r e g ul ar i nt er v als d uri n g t h e st u d y 
p eri o d a n d  A Es r el at e d t o C N S si g ns , a n d s y m pt o ms will b e c oll e ct e d d uri n g t h e st u d y.  
P arti ci p a nts wit h a hist or y of s ei z ur es will b e e x c l u d e d fr o m t h e st u d y.  

P ot e nti al dr u g -dr u g i nt er a cti o n s  

Cli ni c al dr u g -dr u g i nt er a cti o n st u di es h a v e n ot b e e n c o n d u ct e d wit h L Y 3 8 5 7 2 1 0 . B as e d o n 
c urr e nt i n vitr o d at a, L Y 3 8 5 7 2 1 0  is a p ot e nti al i n d u c er of C Y P 3 A 4, C Y P 1 A 2, C Y P 2 B 6 , a n d 
C Y P 2 C 8 . T o miti g at e ris k,  p arti ci p a nts t a ki n g  s e n siti v e s u bstr at es wit h a n arr o w t h er a p e uti c 
i n d e x ar e e x cl u d e d. S e e S e cti o n 5. 2  f or e x cl usi o n crit eri a a n d r ef er t o I B f or m or e i nf or m ati o n . 

I nf or m ati o n o n A Es e x p e ct e d t o b e r el at e d t o t h e st u d y i nt er v e nti o n  m a y b e f o u n d i n t h e I B. 
I nf or m ati o n o n S A Es t h at ar e e x p e ct e d i n t h e st u d y p o p ul ati o n i n d e p e n d e nt of dr u g e x p os ur e will 
b e ass ess e d b y t h e s p o ns or i n a g gr e g at e, p eri o di c a ll y d uri n g t h e c o urs e of t h e st u d y, a n d m a y b e 
f o u n d i n t h e I B. 

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

P ot e nti al b e n efits f or t h e st u d y p arti ci p a nts i n cl u d e  

  i nf or m ati o n o bt ai n e d fr o m st u d y-r el at e d m e di c al pr o c e d ur es  
o  p h ysi c al e x a mi n ati o ns  
o  l a b or at or y t ests, a n d  
o  E C Gs  

  d et ail e d e v al u ati o ns of O A  
o  k n e e e x a mi n ati o ns , a n d 
o  k n e e X -r a ys, a n d 

  O A -ass o ci at e d q u esti o n n air es t h at m a y i m pr o v e p arti ci p a nts u n d erst a n di n g t h eir o w n 
c o n diti o n.  

As p art of St u d y C P M P, p arti ci p a nts i n t hi s I S A will r e p ort t h eir e x p eri e n c e usi n g st a n d ar d t o ols 
t hat m a y c o ntri b ut e t o t h e ass ess m e nt of n o v el tr e at m e nts f or O A . I n a d diti o n, d at a c oll e ct e d 
fr o m t his st u d y m a y  als o i m pr o v e o ur u n d erst a n di n g of O A  p at h o g e n esis. B ot h of w hi c h m a y 
l e a d t o t h e d e v el o p m e nt of n e w tr e at m e nt wit h i m pr o v e d s af et y a n d effi c a c y pr ofil e c o m p ar e d t o 
st a n d ar d of c ar e.  

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

T a ki n g i nt o a c c o u nt t h e m e as ur es t a k e n t o mi ni mi z e ris k t o p arti ci p a nts p arti ci p ati n g i n t his 
st u d y, t h e p ot e nti al ris ks i d e ntifi e d i n ass o ci ati o n wit h L Y 3 8 5 7 2 1 0  ar e j ustifi e d b y t h e 
a nti ci p at e d b e n efits t h at m a y b e aff or d e d t o p arti ci p a nts wit h O A . 

A p pr o v e d o n 1 4 O ct 2 0 2 2 G M T
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3.  O bj e cti v es , E n d p oi nts , a n d Esti m a n ds  

T h e M ast er Pr ot o c ol C P M P a n d O A  D S A C P M P( 1)  i ncl u d e o bj e cti v es a n d e n d p oi nt s a p pli c a bl e 
f or t hi s st u d y  T his t a bl e d es cri b es o bj e cti v es a n d e n d p oi nt s s p e cifi c f or L Y 3 8 5 7 2 1 0  
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4.  St u d y D esi g n  

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

T h e M ast er Pr ot o c ol C P M P d es cri b es t h e o v er all st u d y d esi g n a n d  st u d y d esi g n r ati o n al e. T his 
s e cti o n d es cri b es visit s a n d o v er all pr o c e d ur es u ni q u e t o I S A O A 0 5  f or L Y 3 8 5 7 2 1 0 i n a d diti o n 
t o t h e pr o c e d ur es o utli n e d i n C P M P a n d C P M P( 1) .  

D o u bl e -b li n d tr e at m e nt p e ri o d ( Visits 3 t h r o u g h 7)  

E a c h visit i s a n o ut p ati e nt visit . 

At Visit 3  

  p arti ci p a nts ar e r a n d o ml y assi g n e d t o L Y 3 8 5 7 2 1 0  or pl a c e b o  
  t h e sit e c o m pl et es t h e O A 0 5  b as eli n e pr o c e d ur es a n d s a m pl e c oll e cti o n  ( e x cl u di n g P K) 

pri or t o st u d y i nt er v e nti o n  
  t h e sit e c oll e cts p arti ci p a nts’  vit als pr e d os e  
  p arti ci p a nts r e c ei v e t h eir or al st u d y i nt er v e nti o n  
  t h e sit e c o m pl et es P K s a m pl e c oll e cti o n, a n d 
  t h e sit e i nstr u cts p arti ci p a nts t o c o nti n u e wit h st u d y r estri cti o ns a n d N R S di ar y e ntri es 

b ef or e t h eir visit di s c h ar g e.  

At Visits 4 t hr o u g h 7  

  t h e sit e r e vi e ws a v ail a bl e s af et y d at a a n d s a m pl e c oll e cti o n  
  p arti ci p a nts c o nti n u e or al st u d y i nt er v e nti o n ( n ot a p pli c a bl e f or V 7) a n d bri n g all st u d y 

i nt er v e nti o n b ottl es t o e a c h visit 
  t h e sit e c o m pl et es all s a m pl e c oll e cti o n a n d s af et y m o nit ori n g n ot e d i n t h e S o A s, a n d 
  th e sit e i nstr u cts p arti ci p a nts t o c o nti n u e wit h st u d y r estri cti o ns, N R S di ar y e ntri es , a n d 

w e ari n g of  b ef or e t h eir visit di s c h ar g e. 

D o u bl e -b li n d p ostt r e at m e nt foll o w -u p p e ri o d ( Visit 8 0 1)  

  P arti ci p a nts m ust c o m pl et e 1 p osttr e at m e nt f oll o w -u p visi t f or s af et y a n d effi c a c y 
ass ess m e nt at Visit 8 0 1 a c c or di n g t o t h e S o A  

  t h e sit e s c h e d ul es Visit 8 0 1 a p pr o xi m at el y 2 w e e k s aft er Visit 7 or E D Visit, a n d 

  at Visit 8 0 1, p arti ci p a nts r et ur n t h e d e vi c es (  

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

T h e M ast er Pr ot o c ol C P M P d es cri b es t h e o v er all st u d y d esi g n r ati o n al e.   

4. 3.  J ustifi c ati o n f o r D os e  
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4. 4.  E n d of St u d y  D efi niti o n  

A p arti ci p a nt is c o nsi d er e d t o h a v e c o m pl et e d t h is I S A if t h e y h a v e c o m pl et e d all r e q uir e d 
p h as es of t h e st u d y i n cl u di n g t h e l ast s c h e d ul e d pr o c e d ur e s h o w n i n t h e I S A S o A . 

T h e e n d of t h e st u d y is 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 or 
l ast s c h e d ul e d pr o c e d ur e s h o w n i n t h e I S A S o A  f or t h e l ast p artici p a nt.   
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5.  St u d y P o p ul ati o n  

T h e M ast er Pr ot o c ol C P M P  a n d O A  D S A C P M P( 1)  pr o vi d e eli gi bilit y crit eri a t h at m ust b e 
f oll o w e d f or t hi s st u d y. L Y 3 8 5 7 2 1 0-s p e cifi c i n cl usi o n a n d e x cl usi o n crit eri a ar e li st e d h er e.  

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

P arti ci p a nts 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: 

S e x a n d c o nt r a c e pti v e/ b a r ri e r r e q ui r e m e nts  

[ 1 0 7 5] M al es a n d f e m al es m a y p arti ci p at e i n t his tri al.  

N o m al e c o ntr a c e pti o n is r e q uir e d e x c e pt i n c o m pli a n c e wit h s p e cifi c l o c al 
g o v er n m e nt st u d y r e q uir e m e nts. 

W O C B P  a n d W N O C B P m a y p arti ci p at e i n t his tri al. S e e S e cti o n  1 0. 4  f or d efi niti o ns 
a n d a d diti o n al r e q uir e m e nts r el at e d t o c o ntr a c e pti o n.  

C o ntr a c e pti v e us e b y p arti ci p a nts  s h o ul d b e c o nsist e nt wit h l o c al r e g ul ati o ns 
r e g ar di n g t h e m et h o ds of c o ntr a c e pti o n f or t h os e p arti ci p ati n g i n cli ni c al st u di es.   

5. 2.  E x cl usi o n C rit e ri a   

P arti ci p a nts ar e 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 er i a a p pl y: 

[ 1 0 7 7] H a v e a n e G F R of < 3 0 m L / mi n/ 1. 7 3 m2 , b as e d o n t h e C hr o ni c Ki d n e y Dis e as e 
E pi d e mi ol o g y C oll a b or ati o n f or m ul a at Visit 1 or Visit 2.  

[ 1 0 7 8] H a v e k n o w n all er gi es t o L Y 3 8 5 7 2 1 0, r el at e d c o m p o u n ds or a n y c o m p o n e nts of t h e 
f or m ul ati o n, or hist or y of si g nifi c a nt at o p y.  

[ 1 0 7 9] W o m e n w h o ar e pr e g n a nt or br e astf e e di n g.  
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5. 3.  Lif est yl e C o nsi d e r ati o ns  

S e e  t h e M ast er Pr ot o c ol C P M P f or lif est yl e c o nsi d er ati o ns.   

I S A-s p e cifi c lif est yl e c o n si d er ati o ns ar e pr o vi d e d b el o w.  

5. 3. 1.  S u b st a n c e Us e  

P ositi v e uri n e dr u g s cr e e n will n ot b e c o nsi d er e d illi cit us e if it i s a pr es cri b e d c o n c o mit a nt 
m e di c ati o n f or a k n o w n pr e e xisti n g c o n diti o n . 

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 es cri b e d i n t h e M ast er Pr ot o c ol C P M P.  

5. 5.  C rit e ri a f o r T e m p o r a ril y D el a yi n g E n r oll m e nt, R a n d o mi z ati o n, o r 
A d mi ni st r ati o n of St u d y I nt e r v e nti o n of a P a rti ci p a nt  

N ot a p pli c a bl e t o t hi s st u d y.  
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6. Study Intervention(s) and Concomitant Therapy 

6.1. Study Intervention(s) Administered 

This table lists the interventions used in this clinical study. 

Intervention Name LY3857210 Placebo 

Dosage Level(s) 45 mg daily N/A 

Route of Administration PO PO 

Abbreviations: N/A = not applicable; PO = by mouth. 

Packaging and labeling 
Study interventions will be supplied by the sponsor or its designee in accordance with current 
Good Manufacturing Practice. Study interventions will be labeled as appropriate for country 
requirements. 

6.2. Preparation, Handling, Storage, and Accountability 

Preparation, handling, storage, and accountability are described in the Master Protocol CPMP. 

6.3. Measures to Minimize Bias: Randomization and Blinding 

Randomization and blinding are described in the Master Protocol CPMP. 

6.3.1. Stratification 

There are no additional stratification factors for this study. 

6.4. Study Intervention Compliance 

When participants self-administer study intervention(s) at home, compliance with study 
intervention will be assessed at each visit. Compliance will be assessed by direct questioning and 
counting returned capsules and documented in the source documents and CRF. A record of the 
number of study intervention capsules dispensed to and taken by each participant must be 
maintained and reconciled with study intervention and compliance records. Intervention start and 
stop dates will also be recorded in the CRF. 

6.5. Dose Modification 

Dose modification is not permitted. 

6.6. Continued Access to Study Intervention after the End of the Study 

Not applicable. 
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6.7. Treatment of Overdose 

In case of suspected overdose, participants should be monitored for any signs or symptoms of 
adverse reactions or effects, and supportive care should be provided as necessary. There is no 
known antidote to LY3857210 therapy.  

6.8. Concomitant Therapy 

6.8.1. Permitted Medications 

All concomitant therapies that are part of routine care for comorbidities other than chronic pain 
are allowed and may be used during the study, except as indicated in Section 6.8.2.  
The Master Protocol CPMP provides more detail on concomitant therapy.  

6.8.2. Prohibited Medications 

A list of medications that are prohibited from Visit 2 to Visit 801 for participants randomly 
assigned to this ISA study will be provided in the Manual of Operations. Participants may return 
to their routine care after Visit 801 is completed, as clinically appropriate. 
Potential drug-drug interactions with LY3857210 
Please refer to Section 5.2, IB, and Manual of Operations for details on concomitant medication 
restrictions.  
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7. Discontinuation of Study Intervention and Participant 

Discontinuation/Withdrawal 

7.1. Discontinuation of Study Intervention 

The Master Protocol CPMP and OA DSA CPMP(1) provide the reasons and procedures for 
discontinuation of intervention and participant discontinuation that must be followed for this 
study.  

7.1.1. Liver Chemistry Stopping Criteria 

Interrupting study intervention based on elevated liver tests 
The study intervention should be interrupted and close hepatic monitoring initiated (see Section 
8.2.5 of the Master Protocol CPMP) if 1 or more of these conditions occur:  

Elevation Exception 
ALT or AST >8x ULN  
ALT or AST >5x ULN for more than 2 weeks  
ALT or AST >3x ULN and either TBL >2x ULN or INR >1.5  For participants with Gilbert’s syndrome:  

If baseline direct bilirubin is >0.5 mg/dL, 
then doubling of direct bilirubin should be 
used for drug interruption decisions rather 
than TBL>2x ULN. 

ALT or AST >3x ULN with the appearance of fatigue, nausea, 
vomiting, right upper quadrant pain or tenderness, fever, rash, 
and/or eosinophilia (>5%) 

 

ALP >3x ULN, when the source of increased ALP is the liver  
ALP >2.5x ULN and TBL > 2x ULN  For participants with Gilbert’s syndrome:  

If baseline direct bilirubin is >0.5 mg/dL 
then doubling of direct bilirubin should be 
used for drug interruption decisions rather 
than TBL>2x ULN. 

ALP >2.5x ULN with the appearance of fatigue, nausea, 
vomiting, right upper quadrant pain or tenderness, fever, rash, 
and/or eosinophilia (>5%) 

 

Source: FDA 2009 and other consensus guidelines, with minor modifications. 

Abbreviations: ALP = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartate aminotransferase; 
INR = international normalized ratio; TBL = total bilirubin level; ULN = upper limit of normal. 

Resuming study intervention after elevated liver tests 
Resumption of the study intervention can be considered only in consultation with the 
Lilly-designated medical monitor and only if the liver test results return to baseline and if a 
self-limited, non-drug etiology is identified. Otherwise, the study intervention should be 
discontinued. 
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7.1.2. Hypersensitivity  

If the investigator determines that a systemic hypersensitivity reaction has occurred related to 
study intervention administration, the participant may be permanently discontinued from the 
study intervention, and the sponsor’s designated medical monitor should be notified. If the 
investigator is uncertain about whether a systemic hypersensitivity reaction has occurred and 
whether discontinuation of study intervention is warranted, the investigator may consult the 
sponsor. 
For laboratory samples to be obtained at the time of a systemic hypersensitivity event, see 
Section 10.2.1.  

7.2. Participant Discontinuation/Withdrawal from the Study 

See the Master Protocol CPMP. 

7.3. Lost to Follow-Up 

See the Master Protocol CPMP. 
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8.  St u d y Ass es s m e nts a n d P r o c e d u r es  

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 M ast er Pr ot o c ol  C P M P, O A  D S A  
C P M P( 1) , a n d I S A O A 0 5  S o As.  

L Y 3 8 5 7 2 1 0 -s p e cifi c ass e ss m e nts a n d pr o c e d ur es ar e d es cri b e d h er e.  

8. 1.  Effi c a c y Ass ess m e nts  

Pl a n n e d ti m e p oi nts f or all effi c a c y  ass ess m e nts ar e pr o vi d e d i n t h e S o As.  S e e t h e M ast er 
Pr ot o c ol C P M P a n d O A  D S A C P M P( 1)  f or a d diti o n al i nf or m ati o n o n effi c a c y ass ess m e nts.  

8. 2.  S af et y Ass es s m e nts  

Pl a n n e d ti m e p oi nts f or all effi c a c y  ass ess m e nts ar e pr o vi d e d i n t h e S o As.  

S e e t h e M ast er Pr ot o c ol C P M P a n d O A  D S A C P M P( 1)  f or a d diti o n al i nf or m ati o n o n s af et y 
ass ess m e nts.  A d diti o n al St u d y O A 0 5 -s p e cifi c ass ess m e nt i nf or m ati o n i s pr o vi d e d b el o w.  

8. 2. 1.  P h ysi c al E x a mi n ati o ns  

C o m pl et e p h ysi c al e x a mi n ati o n , i n cl u di n g t ar g et e d e x a mi n ati o n  s p e cifi e d b el o w, s h o ul d b e 
p erf or m e d at V 3 a n d Visit 8 0 1 or E D.  T ar g et e d p h ysi c al e x a mi n ati o ns of s ki n, g astr oi nt esti n al 
tr a ct, m a m m ar y gl a n d i n m al es, a n d l y m p h n o d es will als o b e p erf or m e d at V isits V 5 a n d  V 7  as 
d es cri b e d i n t h e S o A. A n y cli ni c all y si g nifi c a nt a b n or m al p h ysi c al e x a mi n ati o n fi n di n gs will b e 
r e p ort e d as A Es. 

I n a d diti o n, a dir e ct e d n e u r ol o gi c al ass ess m e nt  will b e p erf or m e d b y t h e i n v esti g at or ( or 
d esi g n e e) at t h e ti m e p oi nts s p e cifi e d i n t h e S o A. If a b n or m aliti es ar e n ot e d at t h es e ti m e p oi nts, 
a d diti o n al e x a mi n ati o ns s h o ul d b e p erf or m e d as cli ni c all y n e c ess ar y. T h e e x a mi n er s h o ul d b e 
fa mili ar wit h t h e p arti ci p a nt’s b as eli n e e x a mi n ati o n.  

El e m e nts of t h e n e ur ol o gi c al ass ess m e nt  i n cl u d e i ns p e cti o n f or tr e m or, e xtr a o c ul ar m o v e m e nts, 
br a c hi al a n d p at ell ar d e e p t e n d o n r efl e x es, fi n g er -n os e p oi nti n g, a n d R o m b er g si g n.   

8. 2. 2.  El e ct r o c a r di o g r a ms  

Si n gl e  1 2 -l e a d E C G will b e o bt ai n e d as o utli n e d i n t h e S o A (s e e S e cti o n 1. 3 ) usi n g a n E C G 
m a c hi n e t h at a ut o m ati c all y c al c ul at es t h e h e art r at e a n d m e as ur es P R, R R, Q R S, Q T, a n d Q T c F 
i nt er v als. R ef er t o S e cti o n 7. 1. of  t h e M ast er Pr ot o c ol C P M P f or Q T c F  wit h dr a w al crit eri a a n d 
a n y a d diti o n al Q T c F  r e a di n gs t h at m a y b e n e c ess ar y. 

A d diti o n al d et ail s r el at e d t o E C G ar e pr o vi d e d i n t h e M ast er Pr ot o c ol C P M P.  
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8.2.3. Clinical Safety Laboratory Tests 

See OA05 Section 10.2 (Appendix 2) for the list of clinical laboratory tests to be performed and 
to the SoA for the timing and frequency for ISA OA05.  
Additional details are provided in the Master Protocol CPMP. 

8.3. Adverse Events, Serious Adverse Events, and Product Complaints 

The definitions of the following events can be found in Appendix 3 of the Master Protocol 
CPMP: 

 AEs 
 SAEs, and 
 PCs. 

See the Master Protocol CPMP Section 8.3 for additional details. 

8.3.1. Pregnancy 

Collection of pregnancy information 
Male participants with partners who become pregnant 

● The investigator will attempt to collect pregnancy information on any male 
participant’s female partner who becomes pregnant while the male participant is 
in this study. This applies only to male participants who receive study 
intervention. 

● After learning of a pregnancy in the female partner of a study participant, the 
investigator  

o will obtain a consent to release information from the pregnant female partner 
directly, and 

o within 24 hours after obtaining this consent will record pregnancy information 
on the appropriate form and submit it to the sponsor.  

The female partner will also be followed to determine the outcome of the 
pregnancy. Information on the status of the mother and child will be forwarded to 
the sponsor. Generally, the follow-up will be no longer than 6 to 8 weeks 
following the estimated delivery date. Any termination of the pregnancy will be 
reported regardless of gestational age, fetal status (presence or absence of 
anomalies), or indication for the procedure. 

Female participants who become pregnant 
● The investigator will collect pregnancy information on any female participant 

who becomes pregnant while participating in this study. The initial information 
will be recorded on the appropriate form and submitted to the sponsor within 24 
hours of learning of a participant’s pregnancy.  
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● 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. 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 gestational age, 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 for medical reasons will be 
reported as an AE or SAE.  

● A spontaneous abortion, occurring at <20 weeks gestational age, or still birth, 
occurring at ≥20 weeks gestational age, 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 
intervention by the investigator will be reported to the sponsor as described in the 
Master Protocol Section 8.3.1. While the investigator is not obligated to actively 
seek this information in former study participants, they may learn of an SAE 
through spontaneous reporting. 

● Any female participant who becomes pregnant while participating in the study 
will discontinue study intervention and continue directly to the follow-up phase. 
The follow-up on the pregnancy outcome should continue independent of 
intervention or study discontinuation.   

8.3.2. Hypersensitivity Reactions 

Many drugs, including oral agents and biologic agents, carry the risk of systemic hypersensitivity 
reactions. If such a reaction occurs, additional data should be provided to the sponsor in the 
designated CRFs. 
Sites should have appropriately trained medical staff and appropriate medical equipment 
available when study participants are receiving study intervention. It is recommended that 
participants who experience a systemic hypersensitivity reaction be treated per national and 
international guidelines. 
In the case of a suspected systemic hypersensitivity event, additional blood samples should be 
collected as described in Section 10.2.1. Laboratory results are provided to the sponsor via the 
central laboratory. 

8.3.3. Adverse Events of Special Interest  

Convulsion is an AE of special interest for LY3857210 and will be subject to enhanced 
surveillance activities. Additionally, convulsion will be analyzed for presentation in the Clinical 
Study Report in accordance with the SAP. 
If a seizure or convulsion is reported, then contact the medical monitor as soon as possible. 
Additional evaluation or follow-up may be requested.  
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8. 4.  P h a r m a c o ki n e ti cs 

Bl o o d  s a m pl es will b e c oll e ct e d 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 L Y 3 8 5 7 2 1 0 as 
s p e cifi e d i n t h e S o A .  

A m a xi m u m of 3  s a m pl es m a y b e c oll e ct e d at a d diti o n al ti m e p oi nts d uri n g t h e st u d y if 
w arr a nt e d a n d a gr e e d u p o n b et w e e n t h e i n v esti g at or a n d t h e s p o ns or. T h e ti mi n g of P K s a m pl es  
m a y b e alt er e d d uri n g t h e c o urs e of t h e st u d y b as e d o n n e wl y a v ail a bl e d at a  t o e ns ur e a p pr opri at e 
d at a c oll e cti o n .  

I nstr u cti o ns f or t h e c oll e cti o n a n d h a n dli n g of P K  s a m pl es will b e pr o vi d e d b y t h e s p o ns or . 

T h e d at e a n d ti m e ( 2 4 -h o ur cl o c k ti m e) will b e r e c or d e d f or  

  L Y 3 8 5 7 2 1 0 a d mi nistr ati o n pri or t o t h e P K s a m pl e c oll e cti o n, a n d  

  P K s a m pl e c ol l e cti o n. 

P K s a m pl es  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 m e as ur es  r el at e d t o c o n c er ns arisi n g 
d uri n g or aft er t h e st u d y .  

8. 5.  P h a r m a c o d y n a mi cs  

P h ar m a c o d y n a mi c ass ess m e nts will n ot b e e v al u at e d i n t his st u d y . 
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10. Supporting Documentation and Operational Considerations 

10.1. Appendix 1: Regulatory, Ethical, and Study Oversight 

Considerations 

See the Master Protocol CPMP for regulatory, ethical, and study oversight considerations. 
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10.3. Appendix 3: Adverse Events and Serious Adverse Events: Definitions 

and Procedures for Recording, Evaluating, Follow-up, and 

Reporting 

See the Master Protocol Appendix 3 for information related to AE and SAE. 
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10.5. Appendix 5: Liver Safety: Suggested Actions and Follow-up 

Assessments  

See the Master Protocol CPMP Appendix 6 for liver safety: suggested actions and follow up 
assessments. 
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10.6. Appendix 6: Provisions for Changes in Study Conduct During 

Exceptional Circumstances 
Implementation of this appendix 

The changes to procedures described in this appendix are temporary measures intended to be 
used only during specific time periods as directed by the sponsor in partnership with the 
investigator. 
Exceptional circumstances 

Exceptional circumstances are rare events that may cause disruptions to the conduct of the study. 
Examples include pandemics or natural disasters. These disruptions may limit the ability of the 
investigators, participants, or both to attend on-site visits or to conduct planned study procedures. 
Implementing changes under exceptional circumstances 

In an exceptional circumstance, after receiving the sponsor’s written approval, sites may 
implement changes if permitted by local regulations.  
After approval by local Ethical Review Boards, regulatory bodies and any other relevant local 
authorities, implementation of these exceptional circumstance changes will not typically require 
additional notification to these groups, unless they have specific requirements in which 
notification is required (for example, upon implementation and suspension of changes). All 
approvals and notifications must be retained in the study records. 
If the sponsor grants written approval for changes in study conduct, the sponsor will also provide 
additional written guidance, if needed. 
Considerations for making a change 

The prevailing consideration for making a change is ensuring the safety of study participants. 
Additional important considerations for making a change are compliance with Good Clinical 
Practice, enabling participants to continue safely in the study and maintaining the integrity of the 
study.  
Informed consent 

Additional consent from the participant will be obtained, if required, for: 

 participation in remote visits, as defined in Section “Remote Visits” 
 dispensation of additional study intervention during an extended treatment period 
 alternate delivery of study intervention and ancillary supplies, and 
 provision of their personal or medical information required prior to implementation of 

these activities.  

Changes in study conduct during exceptional circumstances 

Changes in study conduct not described in this appendix, or not consistent with applicable local 
regulations, are not allowed. 
The following changes in study conduct will not be considered protocol deviations. 
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R e m ot e visits  

T el e m e di ci n e:  T el e p h o n e or t e c h n ol o g y -assi st e d virt u al vi sit s, or b ot h, ar e a c c e pt a bl e t o 
c o m pl et e a p pr o pri at e ass ess m e nts.  
M o bil e h e alt h c ar e:  H e alt h c ar e visits m a y b e p erf or m e d b y a m o bil e h e alt h c ar e pr o vi d er 
at l o c ati o ns ot h er t h a n t h e st u d y sit e w h e n p arti ci p a nts c a n n ot tr a v el t o t h e sit e d u e t o a n 
e x c e pti o n al cir c u mst a n c e if writt e n a p pr o v al i s pr o vi d e d b y t h e s p o ns or .  
Pr o c e d ur es p erf or m e d at s u c h visits i n cl u d e, b ut ar e n ot li mit e d t o, c oll e cti o n of bl o o d 
s a m pl es, s y m pt o m -dir e ct e d p h ysi c al e x a mi n ati o ns, E C Gs, vit a l si g ns, i nt er v e nti o n 
a c c o u nt a bilit y a n d c o m pli a n c e, A E c oll e cti o n, a n d c oll e cti o n of h e alt h i nf or m ati o n.  
Ot h er alt er n ati v e l o c ati o n s:  L a b or at or y dr a ws m a y b e d o n e at a n alt er n at e l o c ati o n i n 
e x c e pti o n al cir c u mst a n c e s.  

I n s o ur c e d o c u m e nts a n d t h e C R F, t h e st u d y sit e s h o ul d c a pt ur e t h e visit m et h o d, wit h a s p e cifi c 
e x pl a n ati o n f or a n y d at a mi ssi n g b e c a us e of miss e d i n -p ers o n sit e visits.  

R e g ar dl ess of t h e t y p e of r e m ot e visits i m pl e m e nt e d, t h e pr ot o c ol r e q uir e m e nts r e g ar di n g t h e 
r e p orti n g of A Es, S A Es, a n d P Cs  r e m ai n u n c h a n g e d.  

E v er y eff ort s h o ul d b e m a d e t o e n a bl e p arti ci p a nts t o r et ur n t o o n -sit e visits as s o o n as 
r e as o n a bl y p ossi bl e, w hil e e ns uri n g t h e s af et y of b ot h t h e p arti ci p a nts a n d t h e sit e st aff.  

L o c al l a b o r at o r y t esti n g o pti o n  

L o c al l a b or at or y t e sti n g m a y b e c o n d u ct e d i n li e u of c e ntr al l a b or at or y t esti n g. T h e l o c al 
l a b or at or y m ust b e q u alifi e d i n a c c or d a n c e wit h a p pli c a bl e l o c al r e g ul ati o ns. 

 

St u d y i nt e r v e nti o n  a n d a n cill a r y s u p pli es (i n cl u di n g p a rti ci p a nt di a ri es)  

W h e n a  p arti ci p a nt is u n a bl e t o g o t o t h e sit e t o r e c ei v e st u d y s u p pli es d uri n g n or m al o n -sit e 
visits, t h e sit e s h o ul d w or k wit h t h e s p o ns or t o d et er mi n e a p pr o pri at e a cti o ns. T h es e a cti o ns m a y 
i n cl u d e:  

  as ki n g t h e p arti ci p a nt t o g o t o t h e sit e a n d r e c ei v e st u d y s u p pli es fr o m sit e st aff 
wit h o ut c o m pl eti o n of a f ull st u d y visit  

  as ki n g t h e p arti ci p a nt’s d esi g n e e t o g o t o t h e sit e a n d r e c ei v e st u d y s u p pli es o n a 
p arti ci p a nt’s b e h alf, a n d  

  arr a n gi n g d eli v er y of st u d y s u p pli es . 

T h es e r e q uir e m e nts m ust b e m et b ef or e a cti o n is t a k e n:  

  Alt er n at e d eli v er y of st u d y i nt er v e nti o n s h o ul d b e p erf or m e d i n a m a n n er t h at d o es 
n ot c o m pr o mi s e tr e at m e nt bli n di n g a n d e ns ur es pr o d u ct i nt e grit y. T h e e xisti n g 
pr ot o c ol r e q uir e m e nts f or pr o d u ct a c c o u nt a bilit y r e m ai n u n c h a n g e d, i n cl u di n g 
v erifi c ati o n of p arti ci p a nt’s r e c ei pt of st u d y s u p pli es.  
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 When delivering supplies to a location other than the study site (for example, 
participant’s home), the investigator, sponsor, or both should ensure oversight of the 
shipping process to ensure accountability and product quality (that is, storage 
conditions maintained and intact packaging upon receipt). 

 Instructions may be provided to the participant or designee on the final disposition of 
any unused or completed study supplies. 

Adjustments to visit windows  

Whenever possible and safe to do so, as determined by the investigator’s discretion, participants 
should complete the usual Schedule of Activities as described in the Master Protocol CPMP, OA 
DSA CPMP(1), and ISA OA05. To maximize the possibility that these visits can be conducted as 
on-site visits, the windows for visits may be adjusted, upon further guidance from the sponsor. 
This minimizes missing data and preserves the intended conduct of the study.  
For participants whose visits have extended windows, additional study intervention may need to 
be provided to avoid interruption and maintain overall integrity of the study.  
Documentation 

Sites will identify and document the details of how participants, visit types, and conducted 
activities were affected by exceptional circumstances. Dispensing/shipment records of study 
intervention and relevant communications, including delegation, should be filed with site study 
records. 
Source documents generated at a location other than the study site should be part of the 
investigator’s source documentation and should be transferred to the site in a secure and timely 
manner.  
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1 0. 7.  A p p e n di x 7 : A b b r e vi ati o ns  a n d D efi niti o ns  

T e r m  D efi niti o n  

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

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

A U C  ar e a u n d er t h e c ur v e  

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

C N S  c e ntr al n er v o us s yst e m  

C P M P  c hr o ni c p ai n m ast er pr ot o c ol  

C R F  c a s e r e p ort f or m; a pri nt e d, o pti c al, or el e ctr o ni c d o c u m e nt d esi g n e d t o r e c or d all of t h e 
pr ot o c ol -r e q uir e d i nf or m ati o n t o b e r e p ort e d t o t h e s p o ns or f or e a c h tri al p arti ci p a nt.  

D S A  d is e a s e-st at e  a p p e n di x  

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

E D  e arl y dis c o nti n u ati o n  

e G F R  esti m at e d gl o m er ul ar filtr ati o n r at e  

I B I n v e sti g at or’s Br o c h ur e  

I S A int er v e nti o n -s p e cifi c a p p e n di x  

i nt e ri m a n al y si s A n i nt eri m a n al ysi s is a n a n al ysi s of cli ni c al st u d y d at a, s e p ar at e d i nt o tr e at m e nt gr o u p s, 
t h at is c o n d u ct e d b ef or e t h e fi n al r e p orti n g d at a b as e is cr e at e d/l o c k e d. 

M A D  m ulti pl e -as c e n di n g d o s e  

M o O  M a n u al of O p er ati o ns  

N O A E L  N o  o b s er v e d  a d v er s e  eff e ct  l e v el 

N O E L  n o o b s er v a bl e eff e ct l e v el  

N R S  n u m eri c r ati n g s c al e  

p a rti ci p a nt  E q ui v al e nt t o C DI S C t er m “s u bj e ct ”: a n i n di vi d u al w h o p arti ci p at es i n a cli ni c al tri al, 
eit h er as r e ci pi e nt of a n i n v e sti g ati o n al m e di ci n al pr o d u ct or as a c o ntr ol 

P C  pr o d u ct c o m pl ai nt  

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

P O C  p r o of-of -c o n c e pt  
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PROMIS Patient-Reported Outcomes Measurement Information System 

QTc corrected QT interval 

SAD single-ascending dose 

SAE serious adverse event 

SAP statistical analysis plan 

screen The act of determining if an individual meets minimum requirements to become part of 
a pool of potential candidates for participation in a clinical study.  

SoA Schedule of Activities 

WNOCBP Women not of childbearing potential 

WOCBP Women of childbearing potential 
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