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Medical Monitor Name and Contact Information will be provided separately.
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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 e s T a bl e

D O C U M E N T HI S T O R Y

D o c u m e nt D at e

Ori gi n al Pr ot o c ol 0 4 -J u n -2 0 2 1

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 dr ess es c h a n g es i n t h e e x cl usi o n cri t eria i n r es p o ns e t o F D A f e e d b a c k b as e d 
o n i n vitr o d at a c urr e ntl y a v ail a bl e .

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

2. 2 . B a c k gr o u n d U p d at e d p h ar m a c o ki n eti cs s e cti o n 

wit h t h e l at est i nf or m ati o n. 

C orr e cti o n t o ali g n wit h t h e l at est i nf or m ati o n.

2. 3 . B e n efit/ Ris k 

Ass ess m e nt

A d d e d s u b -s e cti o n h e a d ers. F or cl arit y.

2. 3. 1. Ris k 

Ass ess m e nt

I n first p ar a gr a p h, a d d e d t e xt f or t h e 

eff e ct of L Y 3 5 2 6 3 1 8 o n ot h er dr u gs.

Cl arifi c ati o n of t h e p ot e nti al of L Y 3 5 2 6 3 1 8 

e x p os ur e t o aff e ct m et a b olis m of ot h er dr u gs.

U p d at e d first b ull et t o s p e cif y 

C Y P 3 A 4, pl us mi n or e dit o ri al 

c h a n g es.

F or cl arit y.

A d d e d a b ull et f or C Y P 3 A 4 a n d p -

gl y c o pr ot ei n ( P -g p) s u bstr at es.

B as e d o n i n vitr o d at a s u g g esti n g a p ot e nti al f or 

P K i nt er a cti o ns.

5. St u d y P o p ul ati o n U p d at e d n u m b ers f or i n cl usi o n a n d 

e x cl usi o n crit eri a .

T o ali g n wit h m ast er pr ot o c ol a n d I S A 

n u m b eri n g s yst e m.

5 . 2. E x cl usi o n 

Crit eri a

U p d at e d E x cl usi o n C rit eri o n # 3 0 5 1 t o 

s p e cif y dr u gs t a k e n or all y or 

i ntr a v e n o usl y.

T o pi c al dr u gs ar e all o w e d.

A d d e d E x cl usi o n C rit eri o n # 3 0 5 4 f or 

p arti ci p a nts t h at ar e t a ki n g dr u gs t h at 

ar e s e nsiti v e C Y P 3 A 4 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 .

B as e d o n i n vitr o d at a s u g g esti n g p ot e nti al 

C Y P 3 A 4 i n hi biti o n at t h e pr o p os e d 

L Y 3 5 2 6 3 1 8 d os e.

A d d e d E x cl usi o n C rit eri o n # 3 0 5 5 f or 

p arti ci p a nts t h at ar e t a ki n g si m v ast ati n 

at d os es gr e at er t h a n 2 0 m g/ d a y .

Si m v ast ati n is a s e nsiti v e C Y P 3 A 4 s u bstr at e, 

wit h a pr oj e ct e d m a xi m al i n cr e as e i n e x p os ur e 

< 2 -f ol d i n c o m bi n ati o n wit h L Y 3 5 2 6 3 1 8. 

T h er ef or e, d os es of 2 0 m g or l ess ar e 

c o nsi d er e d s af e.

A d d e d E x cl usi o n C rit eri o n # 3 0 5 6 f or 

p arti ci p a nts t h at ar e t a ki n g di g o xi n .

B as e d o n i n vitr o d at a s u g g esti n g a p ot e nti al f or 

L Y 3 5 2 6 3 1 8 t o i n hi bit P -g p.

C CI
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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

6. 6. C o n c o mit a nt 

T h er a p y

U n d er P ot e nti al Dr u g -Dr u g 

I nt er a cti ons wit h L Y 3 5 2 6 3 1 8, a d d e d 

r ef er e n c e t o S e cti o n 5. 2 f or 

c o n c o mit a nt m e di c ati o n r e stri cti o ns.

R ef er e n c e t o a d d e x cl usi o n crit eri a.

1 0. 3. A p p e n di x 3: 

List of E x cl u d e d 

C o n c o mit a nt 

M e di c ati o ns

A d d e d r ef er e n c e t o S e cti o n 5. 2 a n d 

t h e M a n u al of O p er ati o ns f or 

a d diti o n al i nf or m ati o n.

F or cl arit y .

T hr o u g h o ut t h e 

pr ot o c ol

Mi n or e dit ori al a n d f or m at c h a n g es.  Mi n or, t h er ef or e n ot d es cri b e d.

C CI
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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

P r ot o c ol Titl e:

R a n d o mi z e d, pl a c e b o - c o ntr oll e d, P h as e 2 cli ni c al tri al t o e v al u at e L Y 3 5 2 6 3 1 8 f or t h e tr e at me nt 
of  di a b et i c p eri p h er al n e ur o p at hi c p ai n.

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 5 2 6 3 1 8 is effi c a ci o us i n d e cr e asi n g di a b et i c 
p eri p h er al  ne ur o p at hi c p ai n (D P N P ). L Y 3 5 2 6 3 1 8 is a s m all m o l e c ul e t h at i n hi bits tr a nsie nt 
r e c e pt or pr ot ei n a n k yrin 1, a c al ci u m p er m e a bl e n o ns el e ct i v e c ati on c h a n n el t hat is k n o w n t o b e 
i n v ol v e d i n p ai n a n d i nfl a m m ati on . 

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 o l era bilit y of  L Y3 5 2 6 3 1 8 i n t his st u d y p o p ulat i on. 
P h ar m a c o ki n et i c pr o p erti es will  al s o b e e x plor e d. T h e t ot ali t y of d at a fr o m t hi s 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 5 2 6 3 1 8 a n d i nf or m  d e cisio n s f or t h e 
cli ni c al d e v el o p m e nt of L Y 3 5 2 6 3 1 8.

O bj e cti v es a n d E n d p oi nts :

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 nts ar e st at e d i n t h e M a st er P r ot o c ol H 0 P-M C -
C P M P ( C P M P) a n d t he D P N P 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[ 3 ]).

O v e r all D esi g n :

T his is a n 8- 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 5 2 6 3 1 8 v ers us pl a c e b o i n p arti ci p a nts wit h D P N P .

Dis cl os u r e St at e m e nt:

T his is a r a n d o mi z e d, i n v est i g at or-a n d p arti ci p a nt -bli n d, pl a c e b o -c o ntr oll e d, P h as e 2 cli ni c al 
trial .

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

A p pr o xi m at el y  15 0 p arti ci p a nts will b e r a n d o ml y  assi g n e d t o st u d y int er v e nti o n 
 wit h t h e ass u m pti o n t h at 1 5 % of t h e p arti ci p a nts will dr o p o ut 

pri or t o t h e e n d of t h e d o u bl e -bli n d tr e at m e nt p eri o d.

I nt e r v e nti o n G ro u ps a n d D u r ati o n:

T hi s st u d y  in cl u d es a n 8 -w e e k d o u bl e -bli n d tr e at m e nt p eri o d.

I nt e r v e nti o n N a m e L Y 3 5 2 6 3 1 8 Pl a c e b o

D os a g e L e v el(s) N ot a p pli c a bl e

R o ut e of A d mi nist r ati o n

a n d D u r ati o n

P O P O

A b br e vi ati o ns: P O = b y m o ut h ; Q D = o n c e d ail y .

D at a M o nit o ri n g C o m mitt e e : Y es

C CI

C CI
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Safety reviews are covered by the Assessment Committee charter for the Chronic Pain Master 
Protocol.
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1.2. Schema

Abbreviations: PDEP = preliminary data entry period; V = visit.
* Medication washout and PDEP begins.
** Randomization to either LY3526318 or placebo. 
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1 0

1. 3. S c h e d ul e of A cti viti e s ( S o A)

T his S o A s h o ws visits a n d pr o c e d ur es u ni q u e t o t h e i nt er v e nt i on- s p e cifi c a p p e n di x (I S A) H 0 P -M C -N P 0 2 f or L Y 3 5 2 6 3 1 8. Pl e as e r ef er 
t o t he C P M P M ast er Pr ot o c ol a n d t h e D P N P D S A C P M P( 3 ) S o As f or a d diti on al i nf or m ati o n. 

R a n d o mi z ati o n 
t o I S A

D o u bl e -Bl i n d T r e at m e nt E a rl y 
Dis c o nti n u ati o n

N ot es

V 3 V 4 V 5 V 6 V 7 E D

St u d y W e e k 0 2 4 6 8

Visit Wi n d o w ( d a ys) ± 3

P h ysi c al e x a mi n ati o n X X X X
S y m pt o m d ire ct e d p h ysi c al e x a m (s e e S e cti o n 
8. 2. 1 ) at V 5, V 7 , a n d E D (if a p pli c a bl e).

Vit al si g ns X X  X  X  X X

At V 3 , vit als s h o ul d b e t a k e n pr e d os e a n d at 
a p pr o xi m at el y 2 a n d 4 h o urs p ost d osi n g. 
At V 4, V 5, V 6, a n d V 7 , vit als s h o ul d b e t a k e n 
pr e d os e.
P uls e r at e, r es pir at or y r at e, bl o o d pr ess ur e, a n d 
t e m p er at ur e t a k e n wit h p arti ci p a nt i n a sitti n g 
p ositi o n.

E C G X X X Si n gl e E C Gs at V 5, V 7, a n d E D (if a p pli c a bl e).

St u d y i nt er v e nti o n X X  X  X  X S e e S e cti o n 6. 1 .

I nt er v e nti o n 
c o m pli a n c e

X  X  X  X X

S c al es, Q u esti o n n ai r es , a n d O ut c o m e M e as u r es

Cli ni c al L a b o r at o r y T ests a n d S a m pl e C oll e cti o n

H e m at ol o g y X  X  X  X

C h e mistr y X  X  X  X

C CI
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R a n d o mi z ati o n 
t o I S A

D o u bl e -Bl i n d T r e at m e nt E a rl y 
Dis c o nti n u ati o n

N ot es

V 3 V 4 V 5 V 6 V 7 E D

St u d y W e e k 0 2 4 6 8

Visit Wi n d o w ( d a ys) ± 3

Li pi d p a n el X  X  X  X

Uri n al ysis X

Uri n e pr e g n a n c y X X  X  X  X X
F or all W O C B P at V 3: c oll e ct s a m pl e b ef or e 
d osi n g .

Uri n e dr u g s cr e e n X X X X S e e S e cti o n 5. 3. 2 .

H b A 1 c X X X

P K s a m pl e X X  X  X  X X

At V 3 , s a mpl e s s h o ul d b e t a k e n at 2 a n d 4 h o urs
( ± 1 5 mi n ut es) p ost d osi n g . 
At V 4, V 5, V 6, a n d V 7, a s a m pl e f or P K s h o ul d 
b e t a k e n b ef or e t h e d os e is a d mi nist er e d; 
p arti ci p a nts s h o ul d b e as k e d t o r efr ai n fr o m 
t a ki n g t he ir d os e o n V 4 -V 7 u ntil t h e y h a v e t h eir 
cli ni c visit a n d aft er t h e bl o o d s a m pl e is t a k e n . 
T h e d at e a n d ti m e of L Y 3 5 2 6 3 1 8 a d mi nistr ati o n
pri or t o t h e P K s a m pli n g will b e r e c or d e d , i.e. ,
t h e d os e a d mi nist er e d i n t h e cli ni c at V 3 a n d t h e 
l ast at -h o m e d os e pri or t o e a c h of V 4, V 5 , V 6 ,
a n d V 7.

P a rti ci p a nt D e vi c e

P arti ci p a nt r et ur ns 
d e vi c e

X X
 

A b br e vi ati o ns: ; E C G = el e ctr o c ar di o gr a m; E D = e arl y dis c o nti n u ati o n; H b A 1 c = h e m o gl o bi n A 1 c; I S A = i nt er v e nti o n-s p e cifi c 

a p p e n di x; N R S = n u m eri c al r ati n g s c al e ; PI = pr i n ci p al i n v esti g at or; P K = p h ar m a c o ki n eti c; V = visit ; W O C B P = w o m e n of c hil d b e ari n g p ot e nti al.

C CI
C CI

C CI
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2. I nt r o d u cti o n

T his i nter v e nt i on- s p e cifi c a p p e n di x (I S A) H 0 P -M C -N P 0 2 ( N P 0 2) is a n a p p e n di x t o t h e H 0 P -
M C -C P M P (C P M P ) M ast er Pr ot o c ol 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 5 2 6 3 1 8. 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  ele m e nts t h at g o v er n t h e 
di a b et i c p eri p h er al  ne ur o p at hi c p ai n (D P N P ) dis e as e-st at e a p p e n di x ( D S A) C P M P (3 ) a n d t his 
I S A N P 0 2. 

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 5 2 6 3 1 8 is effi c a ci o us i n d e cr e asi n g D P N P . D at a
will b e c o ll e ct e d t o ass ess t h e s af ety a n d t ol er a bil ity of  L Y 3 5 2 6 3 1 8 i n t his st u d y p o p ulat i on . 
P h ar m a c o ki n et i c (P K ) pr o p erti es 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 hi s pr o of-of  
c o n c e pt ( P o C) st u d y will ass ess t h e b e n efit s a n d ris ks a s s o ci at e d wi t h L Y 3 5 2 6 3 1 8 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 5 2 6 3 1 8 .

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

T h e tr a nsi e nt r e c e pt or p ot e nti al ( T R P) i o n c h a n n el f a mil y c o m pr is es a gr o u p of 2 8 n o ns el e cti v e 
c ati o n c h a n n els t h at ar e dist i n ct fr om cl assi c al v o lta g e g at e d i o n c h a n n els. A m o n g t h es e, 
tr a n sie nt r e c e pt or p ot e nti al  a n k yri n 1 ( T R P A 1) is a c alci u m -p er m e a bl e n o ns el e ct i v e c ati on 
c h a n n el, w hi c h is e x pr ess e d i n t h e a x o ns a n d i n b ot h p eri p h er al a n d c e ntr al t er mi n als o f 
n o ci c e pt ors. It is als o c o nsi d er e d t o b e i m p ort a nt as a c h e m os e ns or of n o ci c e pti o n ( K o vist o et al. 
2 0 1 8 ; M a at uf et al . 2 0 1 9; W a n g et al . 2 0 1 9). T R P A 1’s i n v ol v e m e nt i n p ai n a n d i nfl a m m ati on 
a n d its l o c ali z at i on i n s e ns or y n e ur o ns ar e k n o w n ( B o d ki n a n d Br ai n 2 0 1 1 ; Ü c k ert et al. 2 0 1 7). 
D u e t o i t s r ole i n e v o ki n g p ai n a n d eli cit i n g a n a v ersi v e r es p o ns e, T R P A 1 m a y  b e a pr o misi n g 
t ar g et f or tr e ati n g p ai n (B e n e m ei et al. 2 0 1 7 ; B ert a et al. 2 0 1 7; D e m arti ni et al. 2 0 1 7; M a at uf et 
al . 2 0 1 9; W a n g et al. 2 0 1 9 ).

L Y 3 5 2 6 3 1 8 is a n or all y a d mi nist er e d, p ot e nt, a n d s el e ct i v e n o v el a nt a g o nist of T R P A 1 u n d er 
d e v el o p m e nt b y  Lill y. 

L Y 3 5 2 6 3 1 8 h as b e e n e v al u at e d i n 2 c o m pl et e d a n d 1 o n g oi n g P h as e 1 cli ni c al st u di es. 

C o m pl et e d 

St u d y
J 2 D-M C -C V A A ( C V A A)

P o p ul ati o n H e alt h y  p arti ci p a nts

St u d y D esi g n 2- p art, pl a c e b o -c o ntr oll e d, r a n d o mi z e d, si n gl e a n d m ulti pl e -d os e es c al ati o n st u d y. 

L Y 3 5 2 6 3 1 8 

D os e

O bj e cti v es 

P art A: T o e v al u at e s af et y , t ol er a bilit y, a n d P K of L Y 3 5 2 6 3 1 8 i n h e alt h y p arti ci p a nts 

f oll o wi n g a si n gl e or al d os e.

P art B: T o e v al u at e s af et y , t ol er a bilit y, a n d P K of L Y 3 5 2 6 3 1 8 i n h e alt h y p arti ci p a nts 

f oll o wi n g m ulti pl e o n c e-d ail y  or al d os es f or 1 4 d a ys.

C CI
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C o m pl et e d 

St u d y 
J 2 D-M C -C V A B ( C V A B)

P o p ul ati o n H e alt h y  f e m al e p arti ci p a nts

St u d y D esi g n 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- w a y cr oss o v er st u d y.

L Y 3 5 2 6 3 1 8 

D os e

E a c h p arti ci p a nt w as r a n d oml y  assi g n e d t o r e c ei v e 4 u ni q u e d os es of st u d y dr u g i n a r ati o of 

3 L Y 3 5 2 6 3 1 8: 1 pl a c e b o, i n a cr oss o v er m a n n er wit h at l e ast 1 4 d a y s of w as h o ut b et w e e n 

d os es. 

O bj e cti v es 
T o ass ess t ar g et e n g a g e m e nt of T R P A 1 wit h ci n n a m al d e h y d e ( C A) -i n d u c e d d er m al bl o o d 

fl o w ( D B F) aft er a si n gl e d os e of L Y 3 5 2 6 3 1 8 .

O n g oi n g St u d y J 2 D-M C -C V A C ( C V A C)

P o p ul ati o n H e alt h y  p arti ci p a nts

St u d y D esi g n
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, S A D ( P art A) a n d m ulti pl e d os e ( M D ; P art B) 

st u d y.

L Y 3 5 2 6 3 1 8

D os e

O bj e cti v es 

P art A: T o e v al u at e t h e s af et y, t ol er a bilit y , a n d P K of L Y 3 5 2 6 3 1 8 aft er a si n gl e or al d os e 

a d mi nistr ati o n .

P art B: T o e v al u at e t h e s af et y, t ol er a bilit y , a n d P K of L Y 3 5 2 6 3 1 8 aft er m ulti pl e or al d os e 

a d mi nistr ati o ns .

P h a r m a c o ki n eti cs 

C CI

C CI

C CI
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P h a r m a c o d y n a mi cs

S af et y

2. 3. B e n efit/ Ri s k A s s e s s m e nt

Cli ni c al S af et y

I n St u d y C V A A, n o cli ni c all y si g nifi c a nt s af et y or t ol er a bilit y c o n c er ns w er e i d e ntifi e d at t he 
hi g h est si n gl e d os e a d mi nist er e d ( ) or t h e hi g h est mul tipl e d os e a d mi nist er e d (  

). A d dit i on all y , pr eli mi n ar y  d at a usi n g a n e w f or m ul at i on of 
L Y 3 5 2 6 3 1 8 i n St u d y  C V A C s h o w e d n o cli ni c all y sig nifi c a nt s af et y or t ol er a bilit y c o n c er ns at 
hi g h er e x p os ur es f oll owi n g si n gl e or m ul tipl e Q D d os es  

T o xi c ol o g y S t u di e s a n d N O A E L E x p os u r e

C CI
C CI

C CI
C CI C CI

C CI

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

St u d y I nt e r v e nti o n

M or e i nf or m at i on a b o ut t h e k n o w n a n d e x p e ct e d ris ks, S A Es, a n d r e as o n a bl y a nti ci p at e d 
A Es of L Y 3 5 2 6 3 1 8 m a y b e f o u n d i n t h e I B. I nf or m at i on 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 
i n v esti g ati on al pr o d u ct m a y b e f o u n d i n S e ct i on 7 ( R ef er e n c e S af et y  I nfor m at i on f or 
Ass ess m e nt of  E x p e ct e d n ess of S eri o us A d v ers e R e a cti o ns ) of t h e I B. I nf or m ati o n o n S A Es 
t hat ar e e x p e ct e d i n t h e st u d y  p o p ulat i on 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 he s p o ns or i n a g gr e g at e, p eri o di c all 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 be f o u n d i n 
S e cti o n 5 ( Eff e cts i n H u m a ns) of t h e I B.

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

P ot e nti al  be n efi t s for t h e st u d y  p artici p a nts i n cl u d e 

 inf or m at i on o bt ai n e d fr o m st u d y-r el at e d me di c al  pr o c e d ur e s 

o p h ysi c al e x a mi n at i ons 

C CI

C CI



CONFIDENTIAL Master Protocol Number H0P-MC-CPMP ISA: H0P-MC-NP02(a)

16

o laboratory tests 
o ECGs 

 detailed evaluations of diabetic nerve pain 
 questionnaires that may improve participants understanding their own condition. 

As part of Study CPMP, participants to this ISA will report their experience using standard tools 
that may contribute to the assessment of novel treatments for DPNP. In addition, data collected 
from this study may also improve our understanding of DPNP pathogenesis. Both of which may 
lead to the development of new treatment with improved safety and efficacy profile compared to 
standard of care. 

2.3.3. Overall Benefit Risk Conclusion

Taking into account the measures taken to minimize risk to participants participating in this 
study, the potential risks identified in association with LY3526318 are justified by the 
anticipated benefits that may be afforded to participants with DPNP.
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3. O bj e cti v e s a n d E n d p oi nts

T h e C P M P M ast er Pr ot o c ol a n d D P N P D S A C P M P( 3 ) in cl u d e o bj e ct i v es a n d e n d p oi nts 
a p pli c a bl e f or t his st u d y . T hi s t a ble d es cri b es o bj e cti v es a n d e n d p o i nts s p e cifi c f or L Y 3 5 2 6 3 1 8.

O bj e cti v es E n d p oi nts

T e rti a r y/ E x pl o r at o r y

M e as ur e t h e P K of L Y 3 5 2 6 3 1 8 i n p arti ci p a nts wit h 

D P N P .

M e as ur e of pl as m a c o n c e ntr ati o ns of L Y 3 5 2 6 3 1 8 t o 

e n a bl e P K e v al u ati o ns.

A b br e vi ati o ns: D P N P = di a b eti c p eri p h er al n e ur o p at hi c p ai n ; N R S = N u m eri c R ati n g S c al e ; P K = p h ar m a c o ki n eti c .

C CI
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4. St u d y D e si g n

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

T h e C P M P M ast er Pr ot o c ol 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 e sig n r ati o n al e. T his 
s e ct i on d es cri b es visits a n d o v er all pr o c e d ur es u ni q u e t o I S A N P 0 2 f or L Y 3 5 2 6 3 1 8 i n a d diti on t o 
t he 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( 3) . 

D o u bl e -B li n d T r 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 is 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 mi z e d t o L Y 3 5 2 6 3 1 8 or pl a c e b o 
 t he si t e c o mpl et es t h e N P 0 2 b as eli n e pr o c e d ur es ,  

 
 p arti ci p a nts r e c ei v e t h eir or al st u d y int er v e nt i on 

 t he si t e c oll e cts p arti ci p a nts vit als at 2 a n d 4 h o urs aft er t h e c o m pl et i on of t h e or al 
a d mi nistr ati o n 

 t he si t e c o mpl et es all p ost- tr e at me nt s a m pl e c oll e cti o n a n d s af et y  mo ni t ori n g, a n d
 t he si t 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 e strict i ons a n d N u m eri c R at i n g 

S c al e ( N R S) di ar y  e ntries b ef or e t h eir visit dis c h ar g e.

At  Visits 4 t hr o u g h 7

 t he si t e r e vie ws a v ail a bl e s af et y d at a a n d c o m pl et e s pr e -d os e pr o c e d ur es a n d s a m pl e 
c oll e ct i on

 p arti ci p a nts c o nti n u e or al st u d y  int er v e nt i on ( n ot a p pli c a bl e f or V 7) 
 t he si t e c o mpl 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 c h e d ul es of 

A ct i viti es (S o As ), a n d
 t he si t 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 e strict i ons a n d N R S di ar y  e ntri es 

b ef or e t h eir visit dis c h ar g e ( n ot a p pli c a bl e f or V 7).

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

T h e m a st er pr ot o c ol  d es cri b es t h e o v er all st u d y d e sig n r ati o n al e.

4. 3. J u stifi c ati o n f o r D o s e

C CI

C CI
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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 p l et e d t his I S A if h e or s h e h as 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  in cl u di n g t he 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 o f t he st u d y  is d efi n e d as t h e d at e of t he l a st vi sit of t h e la st 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 la st p arti ci p a nt.

C CI



C O N FI D E N TI A L M ast er Pr ot o c ol N u m b er H 0 P -M C -C P M P I S A: H 0 P -M C -N P 0 2 ( a)

2 0

5. St u d y P o p ul ati o n

T h e C P M P M ast er Pr ot o c ol a n d D P N P C P M P( 3 ) D S A pr o vi d e eli gi bility cri t eria t h at m ust b e 
f oll ow e d f or t hi s st u d y. L Y 3 5 2 6 3 1 8-s p e cifi c i n cl usi o n a n d e x cl usi o n cri t eria ar e list e d h er e.

5. 1. I n cl u si 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 o f t he f ol l owi n g crit eri a a p pl y:

[ 3 0 5 0] Ar e m e n or w o me n w h o a bi d e b y t h e r e pr o d u cti v e a n d c o ntr a c e pti v e 
r e q uir e m e nt s pr o vid e d i n N P 0 2 S e cti o n 1 0. 2 , A p p e n di x 2.

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

P arti ci p a nt s 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 o ll owi n g cri t eria a p pl y:

 
 

[3 0 5 2] 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 m 2 , 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 o l og y  C oll a b or atio n ( C K D -E PI) f or m ul a at Visit 1 or 
Vi sit 2.

[3 0 5 3] 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 .

 
 

 

 

5. 3. Lif est yl e C o nsi d e r ati o ns

5. 3. 1. M e als a n d Di et a r y R est ri cti o ns

R efr ai n fr o m c o ns u m pti o n o f S e vill e or a n g es, gr a p efr uit , or gr a p efr uit j ui c e fr o m 5 d a y s b ef or e
t he st art of st u d y  int er v e nt i on u nt il af t er t h e fi n al d o s e.

5. 3. 2. S u bst a n c e Us e

P o si tiv 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 u s e if it is a pr es cri b e d c o n c o mit a nt 
m e di c at i on f or a k n o w n pr e -e xisti n g c o n dit i on.

5. 3. 3. R e p r o d u cti v e a n d C o nt r a c e pti o n R e q ui r e m e nts

R e pr o d u cti v e r e q uir e m e nts a n d c o ntr a c e pti v e g ui d a n c e ar e pr o vi d e d i n S e ct i on 1 0. 2 ,
A p p e n di x 2 . 

C CI

C CI
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6. St u d y I nt e r v e nti o n ( s) a n d C o n c o mit a nt T h e r a p y

St u d y  int er v e nt i on is d efi n e d as a n y i n v esti g ati on al i nter v e nt i on( s), m ar k et e d pr o d u ct(s), 
pl a c e b o, or m e di c al d e vi c e(s) i nt e n d e d t o b e a d mi nist er e d t o / us e d b y a st u d y  p artici p a nt 
a c c or di n g t o t h e st u d y  pr ot o c ol.

6. 1. St u d y I nt e r v e nti o n( s) A d mi ni st e r e d

T h e st u d y int er v e nt i on will b e a d mi nist er e d or all y ,  

I nt e r v e nti o n N a m e L Y 3 5 2 6 3 1 8 Pl a c e b o

D os e F o r m ul ati o n C a ps ul e  C a ps ul e

U nit D os e St r e n gt h(s)

D os a g e L e v el(s)

R o ut e of A d mi nist r ati o n P O P O

Us e e x p eri m e nt al pl a c e b o

I M P a n d NI M P I M P NI M P

A b br e vi ati o ns: I M P = i n v esti g ati o n al m e di ci n al pr o d u ct; N A = n ot a p pli c a bl e; NI M P = n o ni n v esti g ati o n al m e di ci n al 

pr o d u ct ; P O = b y m o ut h; Q D = o n c e d ail y .

6. 2. P r e p a r ati o n , H a n dli n g , St o r a g e , a n d A c c o u nt a bilit y

T h e C P M P M ast er Pr ot o c ol pr o vi d es m or e d et ail o n pr e p ar ati o n, h a n dli n g, st or a g e, a n d 
a c c o u nt a bilit y r e q uir e m e nts . 

6. 3. M e a s u r e s 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

N o a d di tio n al  str atifi c ati on f a ct ors ar e c o nsi d er e d f or t his I S A. 

6. 4. St u d y I nt e r v e nti o n C o m pli a n c e

W h e n p arti ci p a nts s elf -a d mi nist er st u d y  int er v e nti o n(s) at h o m e, c o m pli a n c e wit h st u d y  
i nter v e nt i on will b e ass ess e d at e a c h visit. C o m pli a n c e will b e ass ess e d b y dir e ct q u e sti o ni n g, 
c o u nti n g r et ur n e d c a ps ul es, a n d d o c u m e nt e d i n t h e s o ur c e d o c u m e nt s a n d c as e r e p ort f or m 
(C R F ). 

A r e c or d of t h e n u m b er of st u d y int er v e nt i on c a p s ul e s di s p e ns e d t o a n d t a k e n b y e a c h p artici p a nt 
m ust b e m ai nt ai n e d a n d r e c o n cil e d wit h st u d y  int er v e nt i on a n d c o m pli a n c e r e c or ds. I nt er v e nti o n 
st art a n d st o p d at es, will als o b e r e c or d e d i n t h e C R F.

C CI

C CI

C CI
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6. 5. T r e at m e nt of O v e r d o s e

I n c as e of s us p e ct e d o v er d os e, p arti ci p a nts s h o ul d b e m o nit or e d f or a n y  sig n s or s y m pt o m s of 
a d v ers e r e a cti o ns or eff e cts, a n d s u p p orti v e c ar e s h o ul d b e pr o vi d e d as n e c ess ar y. T h er e is n o 
k n o w n a nt i d ot e t o L Y 3 5 2 6 3 1 8 t h er a p y .

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

All c o n c o mit a nt t h er a pi es t h at ar e p art of r o uti n e c ar e f or c o m or bi dit i es ot h er t h a n c hr o ni c p ai n
ar e all o w e d a n d m a y b e us e d d uri n g t h e st u d y , if it is p er mitt e d b as e d o n eli gi bilit y cri t eri a. T h e 
C P M P M ast er Pr ot o c ol pr o vi d es m or e d et ail o n c o n c o mit a nt t h er a p y . 

A list of m e di c ati o ns t h at ar e pr o hi bit e d fr om Vi si t 2 t o Visit 7 f or p artici p a nts r a n d o mi z e d t o 
t his I S A st u d y will b e pr o vid e d i n t h e M a n u al of O p er ati o ns . P artici p a nt s m a y  r et ur n t o t hei r 
st a n d ar d of c ar e aft er Visit 7 is c om p l et e d, as cli ni c all y a p pr o pri at e.

C CI
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7. Discontinuation of Study Intervention and Participant 
Discontinuation/Withdrawal

The CPMP Master Protocol and CPMP(3) DSA provides the reasons and procedures for 
discontinuation of intervention and participant discontinuation that must be followed for this 
study. 
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8. St u d y A s s e s s m e nt 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 C P M P M ast er Pr ot o c ol , D P N P
C P M P( 3) D S A, a n d I S A N P 0 2 S o As. 

L Y 3 5 2 6 3 1 8- s p e cifi c ass ess 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 A s s e s s m e nt s

Pl a n n e d ti m e p o i 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.

8. 2. S af et y Ass ess m e nts

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

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

S y m pt o m -di r e ct e d p h ysi c al e x a mi n at i ons of s ki n, e y e s, m o ut h, l u n gs, a n d g astr oi nt esti n al tr a ct 
will b e p erf or m e d at e a c h visit 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 at i on fi n di n gs will b e r e p ort e d as A Es. 

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 usi n g a n E C G m a c hi n e t h at 
a ut o m at i 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 nter v al s.

8. 2. 3. Cli ni c al S af et y L a b o r at o r y T ests

S e e N P 0 2 S e cti o n 1 0. 1 ( A p p e n di x 1) f or t h e list of cli ni c al l a b or at or y t ests t o b e p erf or m e d a n d 
t o t h e S o A f or t h e ti mi n g a n d fr e q u e n c y f or I S A N P 0 2. 

8. 3. A d v e rs e E v e nts , S e ri o us A d v e rs e E v e nts , a n d P r o d u ct C o m pl ai nts

S e e t he C P M P M ast er Pr ot o c ol f or a d dit i on al d et ails .

8. 4. P h a r m a c o ki n eti c s
 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 a s m a c o n c e ntr ati o ns of 

L Y 3 5 2 6 3 1 8 as s p e cifi e d i n t h e S o A . 

C CI
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 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 t i 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 est i g at or a n d t h e s p o ns or. T h e ti mi n g of  

s a m pli n g m a y b e al t 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 
( e. g., t o o bt ai n d at a cl oser t o t h e ti m e of p e a k pl as m a c o n c e ntr ati o ns) t o e ns ur e 

a p pr o pri at e m o nit ori n g. 
 I n str u ctio ns f or t h e c oll e ct i on a n d h a n dli n g of bi o l o gic al 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 a ct u al d at e a n d ti m e ( 2 4- h o ur cl o c k ti m e) of e a c h s a m pl e will b e r e c or d e d.
 T h e d at e a n d ti m e ( 2 4 -h o ur cl o c k ti m e) of L Y 3 5 2 6 3 1 8 a d mi nistr ati o n pri or t o t h e P K 

s a m pli n g will b e r e c or d e d , i.e. , t he d os e a d mi nist er e d i n t h e cli ni c at Visit 3 a n d t he l a st 
at -h o m e d o s e pri or t o e a c h of V isit 4, V isit 5, V isit 6, a n d V isit 7.

 S a m pl e s will be us e d t o e v al u at e t h e P K of  L Y 3 5 2 6 3 1 8 . S a m pl es c o ll e ct e d f or a n al ys es 
of  L Y 3 5 2 6 3 1 8 pl a s m a c o n c e ntr ati o n s m a y als o b e us e d t o e v alu at e s af et y or effi c a c y 
as p e cts 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 .

Dr u g c o n c e ntr ati o n i nf or m ati on 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 i n v esti g ati v e 
sit es 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.

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

P h ar m a c o d y n a mi c p ar a m et ers a r e n ot e v al u at e d i n t his st u d y.

C CI
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9. St ati sti c al C o n si d e r ati o ns

T h e C P M P M ast er P r ot o c ol a n d D P N P D S A C P M P( 3) pr o vi d e st atisti c al c o nsi d er ati o ns.
L Y 3 5 2 6 3 1 8- s p e cifi c c o nsi d er at i ons ar e d es cri b e d h er e.

9. 1. St ati sti c al H y p ot h e s e s

T h e C P M P M ast er Pr ot o c ol d es cri b es t h e pri m ar y  h y p ot h esis.
 

9. 2. A n al y s e s S ets

T h e p o p ul at i ons ar e d efi n e d i n t h e C P M P M ast er Pr ot o c ol.

T h e P K p o p ul ati o n i n cl u d es all r a n d o mi z e d p art i ci p a nts w h o r e c ei v e d a d os e of L Y 3 5 2 6 3 1 8 a n d 
h a v e at l e ast 1 e v al u a bl e P K s a m pl e c o ll e ct e d. 

9. 3. St ati sti c al A n al y s e s

A n y c h a n g e t o t h e d at a a n al ysis m et h o ds d es cri b e d i n t his I S A will r e q uir e a n a m e n d m e nt o nl y if 
it c h a n g es a pri n ci p al f e at ur e of t h e I S A. A n y ot h er c h a n g e t o t h e d at a a n al ysis m et h o ds 
d es cri b e d, a n d t h e j ust ifi c ati on f or ma ki n g t h e c h a n g e, will b e d es cri b e d i n t he st ati st i c al a n al ysis 
pl a n ( S A P) a n d t h e cli ni c al st u d y  r e p ort. A d ditio n al  e xpl or at or y  a n al ys es of t h e d at a will b e 
c o n d u ct e d as d e e m e d a p pr o pri at e.

T h e I S A S A P will b e fi n ali z e d pri or t o u n bli n di n g, a n d it will i n cl u d e m or e t e c h ni c al a n d 
d et ail e d d es cr i pti on s of  t h e st atist i c al a n al ys es d es cri b e d i n t his s e cti on.

9. 3. 1. G e n e r al C o nsi d e r ati o ns

T h e pri m ar y  e n d p oi nt a n d a n al ys es h a v e b e e n d es cri b e d i n t h e C P M P M ast er Pr ot o c ol. 

A n y b orr o wi n g of pl a c e b o or tr e at m e nt eff e ct i nf or m at i on will b e s p e cifi e d i n t h e I S A S A P. 
S e c o n d ar y  a n d t ertiar y / e x plor at or y  e n d p oi nts a n d a n al ys es ar e d es cri b e d i n t h e C P M P M ast er 
Pr ot o c ol  a n d D P N P D S A C P M P( 3 ). 

9. 3. 2. E x pl o r at o r y E n d p oi nt(s) A n al ysis

E x pl or at o r y a n al y s e s ma y b e d es cri b e d i n t h e I S A S A P.

9. 3. 3. S af et y A n al ys e s

S af et y a n al ys es h a v e b e e n d es cri b e d i n t h e C P M P M ast er Pr ot o c ol. A d di tio n al  I S A-s p e cifi c 
s af et y a n al ys es m a y b e d es cri b e d i n t h e I S A S A P. 

9. 3. 4. Ot h e r A n al ys es

9. 3. 4. 1. P h a r m a c o ki n eti c a n d P h a r m a c o d y n a mi c A n al y s es

T h e o bs er v e d pl as m a c o n c e ntr ati o ns f or L Y 3 5 2 6 3 1 8 will b e r e p ort e d gr a p hi c all y a n d 
d es cri pt i v el y.

C CI
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P h ar m a c o ki n et i c m o d eli n g a n d e x p os ur e -r es p o ns e a n al ys es of effi c a c y  me as ur es m a y b e 
c o n d u ct e d. If c o n d u ct e d, t h e a n al ys es will b e p erf or m e d usi n g p o p ul at i on a n al ysis s o ftw ar e, 
N O N M E M ® , if d at a allo w s. T h e v er sio n of  a n y s oft w ar e us e d f or t h e a n al ysis will b e 
d o c u m e nt e d, a n d t h e pr o gr a m will m e et t h e Lill y r e q uir e m e nts of s oft w ar e v ali d at i on. It i s 
p ossi bl e t h at ot h er v ali d at e d, e q ui v al e nt P K s oft w ar e pr o gr a ms m a y b e us e d if a p pr o pri at e, 
w arr a nt e d, a n d a p pr o v e d b y Gl o b al P K/ p h ar m a c o d y n a mi c m a n a g e m e nt. D at a m a y b e p o ol e d 
wi t h d at a fr o m ot h er st u die s f or a n i nt e gr at e d P K a n d/ or P K/ p h ar m a c o d y n a mi c a n al ysis.

A li mit e d n u m b er of pr e-i de ntifi e d i n di vi d u als i n d e p e n d e nt of t h e st u d y t e a m ma y r e c ei v e a c c ess 
t o u n bli n d e d d at a, as s p e cifi e d i n t h e u n bli n di n g pl a n, pri or t o t h e i nt eri m or fi n al d at a b as e l o c k, 
i n or d er t o i niti ate t h e fi n al p o p ul at i on P K a n d/ or e x p os ur e -r es p o ns e m o d el d e v el o p m e nt 
pr o c ess es. I nf or m a tio n t h at m a y u n bli n d t h e st u d y  d uri n g t h e a n al ys es will n ot b e r e p ort e d t o 
st u d y sit e s or t he bli n d e d st u d y  t e a m u ntil t h e st u d y h as b e e n u n bli n d e d.

9. 4. I nt e ri m A n al ys is 

A n i nteri m a n al ysis m a y b e c o n d u ct e d f or i nt er n al d e cisi o n m a k i n g. U n bli n di n g d et ails w oul d b e 
s p e cifi e d i n t h e u n bli n di n g pl a n s e ct i on of t h e S A P or i n a s e p ar at e u n bli n di n g d o c u m e nt. T h e 
S A P will d es cri b e a n y  int eri m  a n al ys es i n gr e at er d et ail s h o ul d t h e y o c c ur. 

9. 5. S a m pl e Si z e D et e r mi n ati o n

U p t o a p pr o xi m at el y 1 5 0 p arti ci p a nts will b e r a n d o mi z e d i n a  r atio t o L Y 3 5 2 6 3 1 8 a n d 
pl a c e b o, r es p e cti v el y . It is e x p e ct e d t h at a p pr o xi m at el y 8 5 % of  p artici p a nts will c o m p l et e t h e 
d o u bl e- bli n d tr e at m e nt p eri o d of t h e st u d y.

 

 

 If t h er e is n o tr e at m e nt 
diff er e n c e b et w e e n pl a c e b o a n d L Y 3 5 2 6 3 1 8 , t h e pr o b a bility o f p assi n g t h e effi c a c y crit eri o n 
s p e cifi e d a b o v e (i. e., f als e p osit i v e) is a p pr o xi m at el y  0. 0 5. T h e si m ul ati on f or t h e p o w er 
c al c ul at i on a n d s a m pl e si z e d et er mi n ati o n w as c arri e d o ut i n F A C T S V ersi o n 6. 0.

C CI

C CI

C CI
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1 0. S u p p o rti n g D o c u m e nt ati o n a n d O p e r ati o n al C o nsi d e r ati o ns

1 0. 1. A p p e n di x 1 : Cli ni c al L a b o r at o r y T ests

T h e C P M P M ast er Pr ot o c ol d es cri b es t ests t h at m a y b e p erf or m e d at a d diti o n al t i m es n ot e d i n 
t he S o A f or t his I S A. T his t a bl e d es cri b es t ests u ni q u e f or I S A N P 0 2. 

Ot h e r T ests

L Y 3 5 2 6 3 1 8 

c o n c e ntr ati o n

Ur i n e pr e g n a n c y

C CI
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10.2. Appendix 2: Contraceptive and Barrier Guidance

10.2.1. Definitions
Word/Phrase Definition

Women of 
childbearing 
potential

Females are considered women of childbearing potential (WOCBP) if
 they have had at least 1 cycle of menses, or
 they have Tanner 4 breast development.

Any amount of spotting should be considered menarche. If Tanner Staging of 
breasts is performed as part of study procedures, please refer to the Reproductive, 
Pregnancy and Pediatrics Safety Committee Safety Guidance for Children in 
Clinical Trial regarding Tanner staging.

Women not of 
childbearing 
potential

Females are considered women not of childbearing potential (WNOCBP) if
 they have a congenital anomaly such as Mullerian agenesis 
 they are infertile due to surgical sterilization, or 
 they are postmenopausal.

Examples of surgical sterilization include: hysterectomy, bilateral oophorectomy, 
or tubal ligation.

Postmenopausal 
state

The postmenopausal state should be defined as:
1. A woman at any age at least 6 weeks postsurgical bilateral oophorectomy 

with or without hysterectomy, confirmed by operative note; or 
2. A woman at least 40 years of age and up to 55 years old with an intact 

uterus, not on hormone therapy*, who has had cessation of menses for at 
least 12 consecutive months without an alternative medical cause, AND 
with a follicle-stimulating hormone >40 mIU/mL; or 

3. A woman 55 or older not on hormone therapy, who has had at least 
12 months of spontaneous amenorrhea; or

4. A woman at least 55 years of age with a diagnosis of menopause prior to 
starting hormone replacement therapy

* Women should not be taking medications during amenorrhea such as oral 
contraceptives, hormones, gonadotropin-releasing hormone, anti-estrogens, 
selective estrogen receptor modulators (SERMs), or chemotherapy that could 
induce transient amenorrhea.

Reproductive 
Toxicology 
Studies

Embryofetal studies are toxicity studies in pregnant animals designed to identify 
abnormalities in the development of fetuses, which could indicate potential for 
teratogenicity in humans. The relevant dosing period is during organogenesis.
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10.2.2. Contraception Guidance

WOCBP who are completely abstinent as their preferred and usual lifestyle, or in a same sex 
relationship, as part of their preferred and usual lifestyle:

Must… Must not…
agree to either remain abstinent, or  use periodic abstinence methods

o calendar 
o ovulation 
o symptothermal, or
o post-ovulation 

 declare abstinence just for the duration of 
a trial

stay in a same sex relationship without sexual 
relationships with males

 use the withdrawal method

WOCBP who are NOT completely abstinent as their preferred and usual lifestyle, or in a same sex 
relationship, as part of their preferred and usual lifestyle:

Topic Condition
Pregnancy testing Negative urine result at screening followed by a 

negative serum result within 24 hours prior to 
treatment exposure.
Note: Subsequent pregnancy testing is compound 
specific.

Contraception Agree to use 2 forms of effective contraception, 
where at least 1 form must be highly effective 
(less than 1% failure rate).

Examples of different forms of contraception: 
Methods Examples
Highly effective contraception  combination oral contraceptive pill and 

mini-pill
 implanted contraceptives
 injectable contraceptives
 contraceptive patch (only women 

<198 pounds or 90 kg)
 total abstinence
 vasectomy (if only sexual partner)
 fallopian tube implants (if confirmed by 

hysterosalpingogram)
 combined contraceptive vaginal ring, or 
 intrauterine devices
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Effective contraception  male or female condoms with spermicide 
 diaphragms with spermicide or cervical 

sponges
 barrier method with use of a spermicide

o condom with spermicide
o diaphragm with spermicide, or
o female condom with spermicide

Note: The barrier method must include use of a 
spermicide (i.e., condom with spermicide, 
diaphragm with spermicide, female condom with 
spermicide) to be considered effective.

Ineffective forms of contraception  spermicide alone 
 immunocontraceptives
 periodic abstinence
 fertility awareness (calendar method, 

temperature method, combination of 
above 2, cervical mucus, symptothermal)

 withdrawal
 post coital douche, or
 lactational amenorrhea

Topic Guidance
Contraception for men receiving a genotoxic drug 
and have a female partner of childbearing 
potential

 Agree to remain abstinent (if this is their 
preferred and usual lifestyle), or 

 use 1 additional effective method of 
contraception

The tables below describes contraception guidance for all men:
Topic Guidance
For all men  should refrain from sperm donation for 

the duration of the study and for the 
predicted time until estimated plasma 
levels of partner would be below the level 
of toxicologic concern, plus 90 days.

Contraception for men with partners of 
childbearing potential 

 either remain abstinent (if this is their 
preferred and usual lifestyle), or

 must use condoms during intercourse for 
the duration of the study, and 

 for the predicted time until estimated 
plasma levels of partner would be below 
the level of toxicologic concern, plus 
90 days

Contraception for men in exclusively same sex 
relationships, as their preferred and usual lifestyle

 Are not required to use contraception
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Examples of highly effective, effective and unacceptable methods of contraception can be found 
below:

Methods Examples
Highly effective contraception  combination oral contraceptive pill and 

mini-pill
 implanted contraceptives
 injectable contraceptives
 contraceptive patch (only women 

<198 pounds or 90 kg)
 total abstinence
 vasectomy (if only sexual partner)
 fallopian tube implants (if confirmed by 

hysterosalpingogram)
 combined contraceptive vaginal ring, or 
 intrauterine devices

Effective contraception  male or female condoms with spermicide 
 diaphragms with spermicide or cervical 

sponges
 barrier method with use of a spermicide

o condom with spermicide
o diaphragm with spermicide, or
o female condom with spermicide

Note: The barrier method must include use of a 
spermicide (i.e., condom with spermicide, 
diaphragm with spermicide, female condom with 
spermicide) to be considered effective.

Ineffective forms of contraception  spermicide alone 
 immunocontraceptives
 periodic abstinence
 fertility awareness (calendar method, 

temperature method, combination of 
above 2, cervical mucus, symptothermal)

 withdrawal,
 post coital douche, or
 lactational amenorrhea
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1 0. 3. A p p e n di x 3: Li st of E x cl u d e d C o n c o mit a nt M e di c ati o ns
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10.4. Appendix 4: 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 o l og y -a s si st e d virt u al  visits, 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 a r e: H e al t hc ar e visi t s m a y be p erf or m e d b y a m o bil e h e al t hc 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 artici 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 is 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 visit s i n cl u d e, b ut ar e n ot li mit e d t o, c oll e ct i on 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 at i ons, E C Gs, vit a l si g ns, i nt er v e nt i on 
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 ct i on, a n d c oll e ct i on of h e alt h i nf or m ati o n.
Ot h e r alt e r n ati v e l o c ati o ns: L a b or at or y  dr a w s m a y be 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 es. 

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 uld 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 at i on f or a n y d at a missi 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 mot e vi si ts 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 pr o d u ct c o m pl ai nts r e m ai n u n c h a n g e d. 

E v er y  eff ort s h o uld b e m a d e t o e n a bl e p art i ci p a nts t o r et ur n t o o n-sit e vi sits as s o o n as 
r e as o n abl y  p ossi bl e, w hil e e ns uri n g t h e s af ety of  b ot h t h e p artici 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  la b or at or y  t e sti n g ma 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 e sti n g. T h e lo c al  
l a b or at or y must 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 at i ons.

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 i s 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 
visit s, 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 ct i ons 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 e s fr o m sit e st aff 
wi t ho ut c o m pl et i on 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 int er v e nti o n s h o uld 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 mis 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 o f 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 CPMP Master Protocol, 
CPMP(3) DSA, and NP02 ISA. 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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10.5. Appendix 5: Abbreviations

Term Definition

AE adverse event

AITC allyl isothiocyanate

blinding/masking A double-blind study is one in which neither the participant nor any of the investigator 
or sponsor staff who are involved in the treatment or clinical evaluation of the subjects 
are aware of the treatment received.

CKD-EPI Chronic Kidney Disease Epidemiology Collaboration

Cmax maximum serum/plasma concentration

complaint A complaint is any written, electronic, or oral communication that alleges deficiencies 
related to the identity, quality, purity, durability, reliability, safety or effectiveness, or 
performance of a drug or drug delivery system.

compliance Adherence to all study-related, good clinical practice, and applicable regulatory 
requirements.

CRF case report form

CV% percent coefficient of variation

CYP3A cytochrome P450 enzymes 3A

DDI drug-drug interaction

data monitoring 
committee

A data monitoring committee is a group of independent scientists who are appointed to 
monitor the safety and scientific integrity of a human research intervention, and to make 
recommendations to the sponsor regarding the stopping of a study for efficacy, or for 
harms, or for futility. The composition of the committee is dependent upon the scientific 
skills and knowledge required for monitoring the particular study.

DPNP diabetic peripheral neuropathic pain

DSA disease-state addendum

ECG electrocardiogram

eGFR estimated glomerular filtration rate

enroll The act of assigning a participant to a treatment. Participants who are enrolled in the 
study are those who have been assigned to a treatment.

IB Investigator’s Brochure

IC50 half-maximal inhibitory concentration

IMP Investigational Medicinal Product
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informed consent A process by which a participant voluntarily confirms his or her willingness to 
participate in a particular study, after having been informed of all aspects of the study 
that are relevant to the participant’s decision to participate. Informed consent is 
documented by means of a written, signed and dated informed consent form.

interim analysis An interim analysis is an analysis of clinical study data, separated into treatment groups, 
that is conducted before the final reporting database is created/locked.

investigational 
product

A pharmaceutical form of an active ingredient or placebo being tested or used as a 
reference in a clinical trial, including products already on the market when used or 
assembled (formulated or packaged) in a way different from the authorized form, or 
marketed products used for an unauthorized indication, or marketed products used to 
gain further information about the authorized form.

ISA intervention-specific appendix

NIMP noninvestigational medicinal product

NOAEL no observed adverse effect level

NRS Numeric Rating Scale

participant Equivalent to CDISC term “subject”: An individual who participates in a clinical trial, 
either as recipient of an investigational medicinal product or as a control.

PK Pharmacokinetic

PO by mouth

PoC proof-of-concept

QD once daily

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

t1/2 elimination half-life

TEAE Treatment-emergent adverse event: An untoward medical occurrence that emerges 
during a defined treatment period, having been absent pretreatment, or worsens relative 
to the pretreatment state, and does not necessarily have to have a causal relationship 
with this treatment.

tmax time to maximum plasma concentration
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TRP transient receptor potential

TRPA1 transient receptor potential ankyrin 1

WOCBP women of childbearing potential
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