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c o p yi n g or us e of t his d o c u m e nt is pr o hi bit e d. 

 

  

••• m e 1 J 1 
M eiji P h ar m a U S A I n c. 



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3
M E 3 1 8 3 V er si o n 2. 0 ( 0 7  D e c 2 0 2 1)

T his d o c u m e nt is c o nfi d e nti al.

P a g e 2 of 8 9

P R O T O C O L A P P R O V A L SI G N A T U R E S

P r ot o c ol Titl e: A  M ulti- c e nt er,  R a n d o mi z e d,  D o u bl e- bli n d,  Pl a c e b o- c o ntr oll e d,  
P ar all el Gr o u p, P h as e 2 a St u d y t o  Ass ess t h e Effi c a c y a n d S af et y 
of  M E 3 1 8 3  A d mi nist er e d  Or all y  i n  S u bj e cts  wit h M o d er at e  t o  
S e v er e Pl a q u e Ps ori asis

P r ot o c ol N u m b e r: M E 3 1 8 3- 3

T his st u d y will b e c o n d u ct e d i n c o m pli a n c e wit h t h e cli ni c al st u d y pr ot o c ol ( a n d 

a m e n d m e nts), I nt er n ati o n al C o u n cil f or H ar m o ni s ati o n g ui d eli n es f or c urr e nt G o o d 

Cli ni c al Pr a cti c e , a n d a p pli c a bl e r e g ul at or y r e q uir e m e nts.

S p o ns o r Si g n at o r y

M ei ji P h ar m a U S A I n c.
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I N V E S TI G A T O R SI G N A T U R E P A G E 

P r ot o c ol Titl e: A M ulti- c e nt er, R a n d o mi z e d, D o u bl e- bli n d, Pl a c e b o- c o ntr oll e d, P ar all el Gr o u p, 
P h as e  2 a  St u d y  t o  Ass ess  t h e  Effi c a c y  a n d  S af et y  of  M E 3 1 8 3  A d mi nist er e d  
Or all y i n S u bj e cts wit h M o d er at e t o S e v er e Pl a q u e Ps ori asi s 

P r ot o c ol N u m b e r: M E 3 1 8 3- 3 

C o nfi d e nti alit y a n d C u r r e nt Cli ni c al P r a cti c e ( G C P)/ E 6 C o m pli a n c e St at e m e nt 

 I, t h e u n d ersi g n e d, h a v e r e vi e w e d t his pr ot o c ol, i n cl u di n g a p p e n di c es, a n d I will c o n d u ct t h e st u d y as 

d es cri b e d i n c o m pli a n c e wit h t his pr ot o c ol ( a n d a m e n d m e nt s), G C P, a n d r el e v a nt I nt er n ati o n al 

C o u n cil f or H ar m o nis ati o n g ui d eli n es. 

 I a m t h or o u g hl y f a mili ar wit h t h e a p pr o pri at e us e of t h e st u d y dr u g, as d es cri b e d i n t his pr ot o c ol a n d 

a n y ot h er i nf or m ati o n pr o vi d e d b y M eiji P h ar m a U S A I n c. or M eiji S ei k a P h ar m a C o., Lt d. ( h er ei n 

aft er c oll e cti v el y r ef err e d t o as M eiji) i n cl u di n g, b ut n ot li mit e d t o, t h e c urr e nt i n v esti g at or’s 

br o c h ur e. 

 O n c e t h e pr ot o c ol h as b e e n a p pr o v e d b y t h e i n d e p e n d e nt et hi cs c o m mitt e e (I E C)/i nstit uti o n al r e vi e w 

b o ar d (I R B), I will n ot m o dif y t his pr ot o c ol wit h o ut o bt ai ni n g pri or a p pr o v al of M eiji a n d of t h e 

I E C/I R B. I will s u b mit t h e pr ot o c ol a m e n d m e nts a n d/ or a n y i nf or m e d c o ns e nt f or m m o difi c ati o ns t o 

M eiji a n d t h e I E C/I R B, a n d a p pr o v al will b e o bt ai n e d b ef or e a n y a m e n d m e nt s ar e i m pl e m e nt e d. 

 I e ns ur e t h at all p ers o ns or p art y assisti n g m e wit h t h e st u d y ar e a d e q u at el y q u alifi e d a n d i nf or m e d 

a b o ut t h e M eiji st u d y dr u g a n d of t h eir d el e g at e d st u d y-r el at e d d uti es a n d f u n cti o ns as d es cri b e d i n 

t h e pr ot o c ol. 

 I e ns ur e t h at s o ur c e d o c u m e nt s a n d st u d y r e c or ds t h at i n cl u d e all p erti n e nt o bs er v ati o ns o n e a c h of t h e 

sit e’ s s u bj e cts will b e attri b ut a bl e, l e gi bl e, c o nt e m p or a n e o us, ori gi n al, a c c ur at e, a n d c o m pl et e. 

 I u n d erst a n d t h at all i nf or m ati o n o bt ai n e d d uri n g t h e c o n d u ct of t h e st u d y wit h r e g ar d t o t h e s u bj e cts’  

st at e of h e alt h will b e r e g ar d e d as c o nfi d e nti al. N o s u bj e cts’  n a m es will b e dis cl os e d. All s u bj e cts will 

b e i d e ntifi e d b y assi g n e d n u m b ers o n all c as e r e p ort f or ms, l a b or at or y s a m pl es, or s o ur c e d o c u m e nt s 

f or w ar d e d t o t h e S p o ns or. Cli ni c al i nf or m ati o n m a y b e r e vi e w e d b y t h e S p o ns or or it s a g e nts or 

r e g ul at or y a g e n ci es. A gr e e m e nt m ust b e o bt ai n e d fr o m t h e s u bj e ct b ef or e di s cl os ur e of s u bj e ct 

i nf or m ati o n t o a t hir d- p art y. 

 I nf or m ati o n d e v el o p e d i n t his cli ni c al st u d y m a y b e di s cl os e d b y M eiji t o ot h er cli ni c al i n v esti g at or s, 

r e g ul at or y a g e n ci es, or ot h er h e alt h a ut h orit y or g o v er n m e nt a g e n ci es as r e q uir e d. 

   

Pri nt e d N a m e  I n v e sti g at or Si g n at ur e 

   

Titl e  D at e ( D D- M m m- Y Y Y Y) 

   

I nstit uti o n   
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2  S Y N O P S I S 

Titl e of St u d y: A M ulti- c e nt er, R a n d o mi z e d, D o u bl e- bli n d , Pl a c e b o- c o ntr oll e d, P ar all el Gr o u p, 

P h a s e 2 a St u d y t o As s es s t h e Effi c a c y a n d S af et y of M E 3 1 8 3 A d mi ni st er e d 

Or all y i n S u bj e cts wit h M o d er at e t o S e v er e Pl a q u e P s ori asis 

P r ot o c ol N u m b e r: M E 3 1 8 3- 3 

I n v esti g at o rs/ St u d y Sit es: A p pr o xi m at el y 3 0 st u d y sit es a cr oss t h e U nit e d St at es a n d C a n a d a will p arti ci p at e 
i n t his st u d y. 

P h as e of D e v el o p m e nt: P h as e 2 a  

O bj e cti v es: P ri m a r y O bj e cti v e 

 T o e v al u at e t h e effi c a c y of or al M E 3 1 8 3 c o m p ar e d wit h pl a c e b o at W e e k  1 6 
i n s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis as m e as ur e d b y t h e 
P s ori a sis Ar e a a n d S e v erit y I n d e x ( P A SI) s c or e 

S e c o n d a r y O bj e cti v es  

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of or al M E 3 1 8 3 i n s u bj e ct s wit h 
m o d er at e t o s e v er e pl a q u e ps ori asis 

 T o e v al u at e t h e effi c a c y of or al M E 3 1 8 3 i n s u bj e cts wit h m o d er at e t o s e v er e 
pl a q u e ps ori asis at v ari o us ti m e p oi nts 

 T o e v al u at e t h e eff e ct of or al M E 3 1 8 3 o n p ati e nt-r e p ort e d o ut c o m e ( P R O) 
m e as ur es i n s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis 

 T o e v al u at e t h e p h ar m a c o ki n eti cs ( P K) of M E 3 1 8 3 a n d its m et a b olit e 
( ) i n s u bj e ct s wit h m o d er at e t o s e v er e pl a q u e p s ori a sis w h o ar e 
tr e at e d wit h or al M E 3 1 8 3 

E x pl o r at o r y O bj e cti v es  

St u d y E n d p oi nts: P ri m a r y E n d p oi nt 

T h e pri m ar y effi c a c y e n d p oi nt is t h e pr o p orti o n of s u bj e cts a c hi e vi n g ≥  7 5 % 
r e d u cti o n fr o m B as eli n e i n t h e P A SI s c or e ( P A SI- 7 5) at W e e k 1 6. 

S e c o n d a r y E n d p oi nts  

S af et y E n d p oi nt s  

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

 T h e i n ci d e n c e, s e v erit y, a n d s e ri o us n e ss of a d v ers e e v e nt s ( A E s) r e p ort e d 
o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d 

 C h a n g es fr o m B as eli n e i n cli ni c all y si g nifi c a nt ( C S) p h ysi c al e x a mi n ati o n 
fi n di n gs a n d vit al si g n me as ur e m e nts ( bl o o d pr ess ur e, h e art r at e, r es pir at or y 
r at e, b o d y t e m p er at ur e, a n d b o d y w ei g ht) o v er t h e 1 6-w e e k Tr e at m e nt P eri o d 
a n d t h e 4- w e e k F oll o w- u p P eri o d 

 C h a n g es fr o m B as eli n e i n el e ctr o c a r di o gr a m ( E C G) fi n di n gs o v er t h e 
1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d 

 C h a n g es fr o m B as eli n e i n s af et y l a b or at or y v al u e s ( h e m at ol o g y, c o a g ul ati o n, 

C CI

C CI
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bl o o d c h e mi str y, a n d uri n al ysi s) o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 
4- w e e k F oll o w- u p P eri o d 

Effi c a c y E n d p oi nts  

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

 T h e p er c e nt c h a n g e fr o m B as eli n e i n P A SI s c or e  at all visit s fr o m W e e k 1 t o 

W e e k 1 6 

 T h e pr o p orti o n of s u bj e ct s a c hi e vi n g P A SI- 5 0, P A SI- 7 5, P A SI- 9 0, P A SI- 1 0 0 
at all visits fr o m W e e k 1 t o W e e k 1 6 

 Ti m e t o P A SI- 5 0 a n d P A SI- 7 5 
 T h e pr o p orti o n of s u bj e cts a c hi e vi n g a St ati c P h ysi ci a ns Gl o b al 

Ass es s m e nt (s P G A) s c or e of “ 0 ” ( “ cl e ar ”) or “ 1 ” ( “al m o st cl e ar ”)  c o m bi n e d 
wit h 2- p oi nt r e d u cti o n o n t h e 5- p oi nt s P G A s c al e  at all visit s fr o m W e e k 1 t o 
W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n af f e ct e d b o d y s urf a c e ar e a ( B S A) at all visits 
fr o m W e e k 1 t o W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n t h e it c h n u m eri c al r ati n g s c al e ( N R S) at all 
visits fr o m W e e k 1 t o W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n t h e D er m at ol o g y Lif e Q u alit y I n d e x ( D L QI) 
s c or e at all visits fr o m W e e k 1 t o W e e k 1 6 

 P er c e nt a g e of s u bj e cts wit h at l e ast a 5- p oi nt r e d u cti o n fr o m B as eli n e i n t h e 
D L QI s c or e  at all visit s fr o m W e e k 1 t o W e e k 1 6  

P h a r m a c o ki n eti c E n d p oi nt 

T h e P K e n d p oi nt is t h e tr o u g h pl a s m a c o n c e ntr ati o n of M E 3 1 8 3 a n d it s 

m et a b olit e ( ) . 

E x pl o r at o r y E n d p oi nts  

St u d y D esi g n: T his m ulti- c e nt er, r a n d o mi z e d, d o u bl e- bli n d, pl a c e b o- c o ntr oll e d, p ar all el gr o u p, 
P h as e 2 a st u d y i s d esi g n e d t o ass es s t h e effi c a c y a n d s af et y of M E 3 1 8 3 
a d mi ni st er e d or all y i n s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis. T h e 
st u d y c o nsi sts of a 4 - w e e k S cr e e ni n g P eri o d ( D a y - 2 8 t o D a y - 1), a 1 6- w e e k 
d o u bl e - bli n d Tr e at m e nt P eri o d ( D a y 1 t o D a y 1 1 3), a n d a 4- w e e k F oll o w- u p 
P eri o d ( D a y 1 1 4 t o D a y 1 4 1).  T h e t ot al d ur ati o n of st u d y p arti ci p ati o n f or e a c h 
s u bj e ct is a p pr o xi m at el y 2 4 w e e ks.  

N ot e: T h e st u d y dr u g is a d mi nist er e d fr o m D a y 1 t o D a y 1 1 2 i n t h e Tr e at m e nt 
P eri o d a n d t h e e n d of Tr e at m e nt P eri o d ass ess m e nt s will b e p erf or m e d o n 
D a y  1 1 3. 

T h e d ur ati o n of t h e F oll o w- u p P eri o d is fr o m D a y 1 1 4 t o D a y 1 4 1 a n d t h e e n d of 

C CI

C CI
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F oll o w- u p P eri o d ass ess m e nts will b e p erf or m e d o n D a y 1 4 1. 

Aft er  t h e S cr e e ni n g P eri o d, a p pr o xi m at el y 1 2 5 eli gi bl e s u bj e cts wit h a c o nfir m e d 
di a g n o si s of ps ori ati c pl a q u es, a B S A i n v ol v e m e nt of ≥  1 0 % (at S cr e e ni n g a n d 
B as eli n e ), a P A SI s c or e 1 2 t o 4 0 ( at S cr e e ni n g a n d B as eli n e), a n d a n s P G A ≥  3 ( at 
S cr e e ni n g a n d B as eli n e ) will b e r a n d o ml y a s si g n e d t o r e c ei v e M E 3 1 8 3 (  m g 
t wi c e d ail y [ BI D],   m g o n c e d ail y [ Q D],   m g BI D, or   m g Q D) or pl a c e b o 
i n a 1: 1: 1: 1: 1 r ati o. T o pr o m ot e b al a n c e d all o c ati o n, r a n d o mi z ati o n will b e 
str atifi e d b y t h e s u bj e ct’s r e c ei pt ( y e s/ n o) of pr e vi o us tre at m e nt wit h a bi ol o gi c 
dr u g f or p s ori a sis. Bi o- n aï v e s u bj e cts will b e r a n d o mi z e d a b o v e 5 0 % of t h e 
pl a n n e d  t ot al s u bj e ct r a n d o mi z ati o n. 

Aft er  r a n d o mi z ati o n ( D a y 1), all s u bj e cts will b e e v al u at e d at B as eli n e a n d at 
W e e ks  1, 2, 4, 8, 1 2, 1 6, a n d 2 0. Effi c a c y a ss e ss m e nts (i e, P A SI, B S A, s P G A, a n d 
P R O ass es s m e nt s [ D L QI a n d t h e it c h N R S] ), will b e ass e ss e d at B as eli n e ( D a y 1) 
a n d at W e e ks 1, 2, 4, 8, 1 2, 1 6 , a n d 2 0. Bl o o d s a m pl es f or P K ass es s m e nt will b e 
c oll e ct e d pr e d os e at W e e ks 1, 4, 8 a n d 1 6. Bl o o d s a m pl es f or   ass ess m e nts will 
b e c oll e ct e d  pr e d o s e at B a s eli n e ( D a y 1), W e e ks 4 a n d 1 6. S af et y a n d t ol er a bilit y 
will b e ass es s e d b y p h ysi c al e x a m, m o nit ori n g f or A Es a n d s eri o us A E ( S A Es ), 
d e m o gr a p hi cs, m e di c al hist or y, vit al si g n s a n d s af et y l a b or at or y t e sts 
( h e m at ol o g y, c o a g ul ati o n, bl o o d c h e mistr y, a n d uri n al ysi s) at B as eli n e ( D a y 1) 
a n d W e e ks  1, 2, 4, 8, 1 2, 1 6, a n d 2 0. E C Gs will b e a ss es s e d at B as eli n e ( D a y 1) 
a n d W e e ks  4, 8, 1 2, 1 6, a n d 2 0. 

S el e cti o n of S u bj e cts: I n cl u si o n C rit e ri a: 

1.  S u bj e ct is willi n g a n d a bl e t o p ar ti ci p at e i n t h e st u d y a n d h a s r e a d, 
u n d erst o o d, a n d si g n e d t h e i nf or m e d c o ns e nt f or m a c c or di n g t o n ati o n al 
r e g ul ati o ns. 

2.  S u bj e ct is a m al e or f e m al e a g e d 1 8 t o 7 5 y e ars (i n cl usi v e) at t h e ti m e of 
c o ns e nt (i e, S cr e e ni n g). 

3.  S u bj e ct h as a b o d y m as s i n d e x ≥  1 8. 5 t o < 4 0 k g/ m2  at S cr e e ni n g. 
4.  S u bj e ct h as a di a g n o sis of pl a q u e ps ori asis f or ≥  2 4 w e e ks pri or t o 

S cr e e ni n g. 
5.  T h e s u bj e ct’s s y m pt o ms of pl a q u e ps ori asis ar e st a bl e i n t h e o pi ni o n of t h e 

i n v e sti g at or. St a bl e is d efi n e d as n o a c ut e d et eri or ati o n ( e g, p ust ul ati o n or 
er yt hr o d er m a) wit hi n 1 2 w e e ks b ef or e S cr e e ni n g a n d n o r e b o u n d of pl a q u e 
p s ori a sis wit hi n 4 w e e ks b ef or e S cr e e ni n g. 

6.  T h e s u bj e ct’s s e v erit y of dis e a s e m e et s all of t h e f oll o wi n g crit eri a:  
 P s ori ati c pl a q u es m u st c o v er ≥  1 0 % of B S A at S cr e e ni n g a n d 

B as eli n e 
 P A SI s c or e 1 2 t o 4 0 at S cr e e ni n g a n d B as eli n e 
 s P G A ≥  3 at S cr e e ni n g a n d B as eli n e 

7.  S u bj e ct is d e e m e d b y i n v esti g at or t o b e eli gi bl e f or p h ot ot h er a p y or s yst e mi c 
t h er a p y. 

8.  S u bj e ct a gr e es t o a v oi d pr ol o n g e d e x p os ur e t o s u nli g ht or us e of artifi ci al 
s u n b at hi n g ( e g, t a n ni n g b o ot hs) or ot h er ultr a vi ol et li g ht s o ur c es d uri n g t h e 
Tr e at m e nt P eri o d. 

9.  S u bj e ct, if f e m al e a n d of c hil d b e ari n g p ot e nti al, m u st h a v e a n e g ati v e s er u m 
pr e g n a n c y t est at S cr e e ni n g a n d n e g at i v e uri n e pr e g n a n c y t est at B as eli n e. 
A n y w o m e n of c hil d b e ari n g p ot e nti al ( W O C B P) m ust a gr e e t o s e x u al 
a b sti n e n c e or t o us e a hi g hl y eff e cti v e c o ntr a c e pti v e m e a s ur e st arti n g at 
S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d f or at 
l e ast 4 w e e ks aft er t a ki n g t h e l ast d os e of st u d y tr e at m e nt. A f e m al e s u bj e ct 
is c o nsi d er e d t o b e a W O C B P aft er m e n ar c h e a n d u ntil s h e i s i n a 
p ost m e n o p a u s al st at e f or 1 2 m o nt hs or ot h er wi s e p er m a n e ntl y st eril e (f or 
w hi c h a c c e pt a bl e m et h o ds i n cl u d e h ys t er e ct o m y, bil at er al s al pi n g e ct o m y, 

C CI

C CI C CI C CI

C CI
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a n d bil at er al o o p h or e ct o m y).  
1 0.  S u bj e ct, if a f ertil e m al e, a gr e es t o s e x u al a b sti n e n c e or t o us e a c o n d o m 

d uri n g s e x u al a cti vit y wit h t h eir f e m al e p art n er of c hil d b e ari n g p ot e nti al 
st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d 
f or at l e ast 4 w e e ks aft er t a ki n g t h e l a st d o s e of st u d y tr e at m e nt. A m al e 
s u bj e ct is c o nsi d er e d f ertil e aft er p u b ert y u nl e ss p er m a n e ntl y st eril e b y 
bil at er al or c hi d e ct o m y. A d diti o n all y, if t h eir p art n er is a W O C B P, t h e n t h eir 
p art n er s h o ul d b e a d vis e d t o u s e a hi g hl y eff e cti v e c o ntr a c e pti v e m e a s ur e 
d uri n g s e x u al a cti vit y st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e 
Tr e at m e nt P eri o d, a n d f or at l e ast 4 w e e ks aft er t a ki n g t h e l a st d o s e of st u d y 
tr e at m e nt.  

1 1.  S u bj e ct, if f e m al e, m u st a gr e e t o n ot d o n at e, or r etri e v e f or h er o w n us e, o v a 
st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d 
f or at l e ast 4 w e e ks aft er t a ki n g t h e l a st d o s e of st u d y tr e at m e nt. 

1 2.  S u bj e ct, if m al e, m u st a gr e e t o n o t fr e e z e or d o n at e s p er m st arti n g at 
S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d f or at 
l e ast 4 w e e ks aft er t a ki n g t h e l ast d os e of st u d y tr e at m e nt. 

E x cl usi o n C rit e ri a:  

1.  S u bj e ct h as a di a g n o sis of n o n- pl a q u e  ps ori asis ( pr e d o mi n a ntl y g utt at e, 
p ust ul ar, i n v er s e, or er yt hr o d er mi c) or dr u g-i n d u c e d p s ori a si s. 

2.  S u bj e ct h as a n y u n st a bl e or C S ( as d et er mi n e d b y t h e i n v e sti g at or) c ar di a c, 
e n d o cri n ol o gi c, g a str o e nt er ol o gi c, p ul m o n ar y, n e ur ol o gi c, p s y c hi atri c ( s u c h 
as m aj or d e pr essi o n), h e p ati c, r e n al, h e m at ol o gi c, i m m u n ol o gi c dis e as e, or 
ot h er dis e as e ( e g, u n c o ntr oll e d di a b et es) t h at w o ul d pl a c e t h e s u bj e ct at 
u n a c c e pt a bl e ris k if t h e y w er e t o p arti ci p at e i n t h e st u d y. 

3.  S u bj e ct h as s ui ci d al i d e ati o n or b e h a vi or i n t h e p ast 1 2 m o nt hs as i n di c at e d 
b y a p ositi v e r es p o ns e ( y es) t o q u esti o ns 3, 4, or 5 o n t h e C ol u m bi a- S ui ci d e 
S e v erit y R ati n g S c al e c o m pl et e d at S cr e e ni n g a n d/ or at B as eli n e. 

4.  S u bj e ct h as a pr es e nt r e c urr e nt m e di c al c o n diti o n a ss o ci at e d wit h si g nifi c a nt 
g astr oi nt esti n al e v e nts ( e g, n a us e a, v o miti n g, c o nsti p ati o n, a b d o mi n al p ai n, 
di arr h e a). 

5.  S u bj e ct h as a n y c o n diti o n t h at w o ul d c o nf o u n d t h e a bilit y t o i nt er pr et d at a 
fr o m t h e st u d y ( e g, e c z e m a, at o pi c d er m atiti s, l u p us, i nfl a m m at or y b o w el 
di s e a s e). 

6.  S u bj e ct h as a n y d e gr e e of d ys p h a gi a t h at m a y i nt erf er e wit h t h e or al d osi n g 
of t h e st u d y tr e at m e nt. 

7.  S u bj e ct h as a hi st or y of all er g y or h y p ers e nsiti vit y t o a n y c o m p o n e nt of t h e 
st u d y tr e at m e nt s. 

8.  S u bj e cts w h o h a v e h a d a pri or l a b or at or y c o nfir m e d C O VI D- 1 9 t e st or h a v e 

b e e n i n cl o s e p h ysi c al c o nt a ct ( 6 f e et or cl o s er f or at l e ast 1 5 mi n ut e s) wit h a 

p er s o n w h o i s k n o w n t o h a v e l a b or at or y c o nfir m e d C O VI D- 1 9 or wit h 

a n y o n e w h o h as a n y s y m pt o ms c o nsi st e nt wit h C O VI D- 1 9 wit hi n t h e p a st 

1 4 d a ys at S cr e e ni n g or B as eli n e. 

9.  S u bj e cts e x p eri e n ci n g a n y of t h e f oll o wi n g s y m pt o ms at S cr e e ni n g or 

B as eli n e: 

 F e v er or c hills 
 C o u g h 
 S h ort n e ss of br e at h or diffi c ult y br e at hi n g 
 F ati g u e 
 M us cl e or b o d y a c h es 
 H e a d a c h e 
 N e w l os s of t a st e or s m ell 
 S or e t hr o at 
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 C o n g e sti o n or r u n n y n o s e 
 N a us e a or v o miti n g 
 Di arr h e a 

1 0.  S u bj e ct h as a cti v e or c hr o ni c h e p atitis B vir us or h e p atiti s C vir us ( H C V) 
i nf e cti o n as p er S cr e e ni n g vir al s er ol o g y t ests. E x c e pti o n: If t h e s u bj e ct h as 
r e c ei v e d d o c u m e nt e d tr e at m e nt w hi c h w as c ur ati v e f or H C V a n d t ests 
n e g ati v e f or H C V R N A at S cr e e ni n g, t h e s u bj e ct m a y b e c o nsi d er e d f or 
r a n d o mi z ati o n. 

1 1.  S u bj e ct is p o siti v e f or t h e HI V a nti b o di es ( HI V- 1 or HI V- 2) at S cr e e ni n g or 
h as a hist or y of c o n g e nit al or a c q uir e d i m m u n o d efi ci e n c y ( e g, c o m m o n 
v ari a bl e i m m u n o d efi ci e n c y di s e as e). 

1 2.  S u bj e ct h as a r e c e nt hist or y of dr u g, s u bst a n c e, or al c o h ol a b us e/ d e p e n d e n c e 
wit hi n 1 y e ar pri or t o S cr e e ni n g as d et er mi n e d b y t h e i n v esti g at or. 

1 3.  S u bj e ct h as a n a cti v e i nf e cti o n ( b a c t eri a, vir al, f u n g al, et c.) r e q uiri n g 
tr e at m e nt wit h s yst e mi c a nti bi oti cs wit hi n 4 w e e ks of S cr e e ni n g. A n y 
tr e at m e nt f or s u c h i nf e cti o ns m u st b e c o m pl et e d at l e ast 4 w e e ks pri or t o 
S cr e e ni n g. 

1 4.  S u bj e ct h as a cti v e t u b er c ul osi s or hist or y of i n c o m pl et el y tr e at e d 
t u b er c ul osi s p er m e di c al hi st or y. 

1 5.  S u bj e ct h as a m ali g n a n c y or hist or y of m ali g n a n c y ( e x c e pt f or tr e at e d 
[i e, c ur e d] b as al c ell or s q u a m o us c ell i n sit u s ki n c ar ci n o m a s a n d tr e at e d 
[i e, c ur e d] c er vi c al i ntr a e pit h eli al n e o pl asi a or c ar ci n o m a i n sit u of t h e c er vi x 
wit h n o e vi d e n c e of r e c urr e n c e). 

1 6.  S u bj e ct is pr e g n a nt or br e astf e e di n g at S cr e e ni n g or at B as eli n e. 
1 7.  S u bj e ct h as a hi st or y of l a c k of effi c a c y (i n a d e q u at e effi c a c y w h e n us e d i n 

a d e q u at e d os e a n d d ur ati o n i n a c c or d a n c e  wit h t h e a p pr o v e d l a b el) t o a n y 
bi ol o gi c al pr o d u cts f or ps ori asis. 

1 8.  S u bj e ct h as r e c ei v e d 2 or m or e bi ol o gi c al pr o d u cts i n t h e p a st f or t h e 
tr e at m e nt of ps ori asis. 

1 9.  S u bj e ct h as a hi st or y of l a c k of effi c a c y t o 2 or m or e n o n- bi ol o gi c s yst e mi c 
t h er a p y d u e t o i n a d e q u at e effi c a c y w h e n a d mi ni st er e d i n a d e q u at e d os e a n d 
d ur ati o n i n a c c or d a n c e wit h t h eir l a b el ( a p pr o v e d i n t h e s u bj e ct’s c o u ntr y) 
f or p s ori a sis. 

2 0.  S u bj e ct h as r e c ei v e d a n y pri or tr e at m e nt wit h a pr e mil ast or a n y ot h er 
p h o s p h o di e st er a s e 4 i n hi bit or. 

2 1.  S u bj e ct h as r e c ei v e d ust e ki n u m a b, s e c u ki n u m a b, br o d al u m a b, i x e ki z u m a b, 
g u s el k u m a b, ris a n ki z u m a b, til dr a ki z u m a b, or bri a ki n u m a b ( or a n y ot h er 
t h er a p e uti c a g e nt t ar g eti n g I L- 1 2, I L- 1 7, or I L- 2 3) wit hi n 2 4 w e e ks of first 
a d mi ni str ati o n of st u d y tr e at m e nt. 

2 2.  S u bj e ct h as r e c ei v e d T N F- α  i n hi bit or(s)/ bl o c k er(s) wit hi n 8 w e e ks of first 
a d mi ni str ati o n of st u d y tr e at m e nt. 

2 3.  S u bj e ct h as r e c ei v e d n at ali z u m a b ( a n i nt e gri n r e c e pt or a nt a g o ni st) , or a g e nts 
t h at m o d ul at e B c ells or T c ells ( e g, al e mt u z u m a b, a b at a c e pt, al ef a c e pt) 
wit hi n 1 2 w e e ks of first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 4.  S u bj e ct h as r e c ei v e d rit u xi m a b wit hi n 2 4 w e e ks of first a d mi nistr ati o n of 
st u d y tr e at m e nt. 

2 5.  S u bj e ct h as r e c ei v e d a n y s yst e mi c i m m u n o s u p pr ess a nt s ( e g, m et h otr e x at e, 
a z at hi o pri n e, c y cl o s p ori n e, 6- t hi o g u a ni n e, m er c a pt o p uri n e, m y c o p h e n ol at e 
m of etil, h y dr o x y ur e a, t a cr oli m us), a n y pr ot ei n ki n a s e i n hi bit or ( e g, 
t of a citi ni b, b ari citi ni b, p efi citi ni b, u p a d a citi ni b), or a n a ki nr a wit hi n 4 w e e ks 
of t h e first a d mi ni str ati o n of st u d y tr e at m e nt. 

2 6.  S u bj e ct h as r e c ei v e d p h ot ot h er a p y ( e g, ultr a vi ol et B i n cl u di n g n arr o w b a n d 
ultr a vi ol et B, G o e c k er m a n t h er a p y, a n d e x ci m er l as er or ps or al e n ultr a vi ol et 
A) or a n y s yst e mi c m e di c ati o ns/tr e at m e n t s t h at c o ul d aff e ct ps ori asis or 
s P G A e v al u ati o n (i n cl u di n g, b ut n ot li mit e d t o, or al or i nj e ct a bl e 
c orti c ost er oi ds, r eti n oi ds, 1, 2 5- di h y dr o x y vit a mi n D 3 a n d a n al o g u e s, 
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p s or al e ns, s ulf a s al a zi n e, or f u m ari c a ci d  d eri v ati v e s) wit hi n 4 w e e ks of t h e 
first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 7.  S u bj e ct h as h a d a r e c e nt i niti ati o n of a dr u g t h at is k n o w n t o p ot e nti all y 
c a us e or e x a c er b at e ps ori asis (i n c l u di n g, b ut n ot li mit e d t o, b et a-bl o c k er s, 
lit hi u m, a n d a nti- m al ari al s) wit hi n t h e 8 w e e ks pri or t o t h e first 
a d mi ni str ati o n of st u d y tr e at m e nt; a s u bj e ct w h o h as b e e n o n a st a bl e d o s e 
f or at l e ast 8 w e e ks pri or t o t h e first a d mi ni str ati o n of st u d y tr e at m e nt 
wit h o ut e x a c er b ati o n of ps ori a si s m a y b e r a n d o mi z e d a n d d o es n ot n e e d t o 
dis c o nti n u e t h es e m e di c ati o ns. 

2 8.  S u bj e ct h as u s e d t o pi c al m e di c ati o ns/tr e at m e nts t h at c o ul d aff e ct p s ori asi s or 
s P G A e v al u ati o n (i n cl u di n g, b ut n ot li mit e d t o, c ert ai n c orti c ost er oi ds, 
a nt hr ali n, c al ci p otri e n e, t o pi c al vit a mi n D d eri v ati v es, r et i n oi ds, t a z ar ot e n e, 
m et h o xs al e n, tri m et h yl p s or al e n, pi m e cr oli m us, t a cr oli m us, or 
p h o s p h o di e st er a s e 4 i n hi bit or) wit hi n 2 w e e ks of t h e first a d mi nistr ati o n of 
st u d y tr e at m e nt. 

2 9.  S u bj e ct h as r e c ei v e d a n i n v esti g ati o n al dr u g f or bi ol o gi c t h er a p y wit hi n t h e 
pr e vi o us 2 4 w e e ks pri or t o t h e first a d mi ni str ati o n of st u d y tr e at m e nt or 
r e c ei v e d a n y ot h er n o n- bi ol o gi c i n v e sti g ati o n al t h er a p y/ dr u g s or d e vi c e 
wit hi n 4 w e e ks or 5 h alf-li v e s ( w hi c h e v er is l o n g er) pri or t o t h e first 
a d mi ni str ati o n of st u d y tr e at m e nt. 

3 0.  S u bj e ct h as r e c ei v e d a n y pri or tr e at m e nt wit h M E 3 1 8 3. 
3 1.  S u bj e ct h as a n y of t h e f oll o wi n g a b n or m al l a b or at or y t e st fi n di n gs at 

S cr e e ni n g. 
 A b n or m al h e p ati c f u n cti o n 

o  As p art at e a mi n otr a ns a mi n a s e or al a ni n e 
a mi n otr a ns a mi n as e ≥  2 × u p p er li mit of n or m al or 

o  T ot al bilir u bi n ≥  2 × u p p er li mit of n or m al, u nl ess t h e 
s u bj e ct h as a di a g n o sis of Gil b ert’s s y n dr o m e  

 W hit e bl o o d c ell c o u nt < 3 0 0 0/ m m 3  ( < 3. 0 × 1 09 / L) 
 N e utr o p hil c o u nt < 1 0 0 0/ m m 3  ( < 1. 0 × 1 09 / L) 
 Pl at el et c o u nt < 1 0 0, 0 0 0/ μ L ( <  1 0 0 × 1 09 / L) 
 H e m o gl o bi n < 8. 0 g/ d L 
 Cr e ati ni n e cl e ar a n c e e sti m at e d b y C o c k cr oft- G a ult f or m ul a 

< 6 0 m L/ mi n 
 H e m o gl o bi n A 1 c > 9. 0 % 

3 2.  S u bj e ct h as a C S a b n or m alit y o n a 1 2-l e a d E C G or c orr e ct e d Q Tc F 
> 4 5 0 ms e c at S cr e e ni n g or B as eli n e. 

3 3.  S u bj e ct h as a s yst oli c bl o o d pr ess ur e ≥  1 6 0 m m H g or a di ast oli c bl o o d 
pr ess ur e ≥  1 0 0 m m H g ( b as e d o n at l e ast 2 r e p e at m e a s ur e m e nts) at 
S cr e e ni n g. 

3 4.  Pris o n ers or s u bj e cts w h o ar e i n c ar c er at e d f or a n y r e as o n. 
3 5.  S u bj e ct h as a n y ot h er f a ct or c o nstit uti n g dis q u alifi c ati o n f or st u d y i n cl usi o n 

i n t h e j u d g e m e nt of t h e i n v e sti g at or. 
Pl a n n e d S a m pl e Si z e: A p pr o xi m at el y 1 2 5 eli gi bl e s u bj e cts ar e p l a n n e d t o b e r a n d o mi z e d ( 2 5 s u bj e cts 

p er tr e at m e nt gr o u p). Eli gi bl e s u bj e cts will b e c e ntr all y r a n d o mi z e d i n a 1: 1: 1: 1: 1 

r ati o t o 1 of t h e f oll o wi n g tr e at m e nt gr o u ps: 

 Tr e at m e nt Gr o u p 1: (  m g M E 3 1 8 3 BI D a d mi ni st er e d or all y):  c a p s ul e 
of   m g M E 3 1 8 3 a n d   c a p s ul e s of m at c hi n g pl a c e b o i n t h e m or ni n g a n d 
e v e ni n g 

 Tr e at m e nt Gr o u p 2: (  m g M E 3 1 8 3 Q D a d mi ni st er e d or all y):   
c a ps ul es of   m g M E 3 1 8 3 a n d   c a ps ul e of m at c hi n g pl a c e b o i n t h e 
m or ni n g a n d   c a ps ul es of m at c hi n g pl a c e b o i n t h e e v e ni n g 

 Tr e at m e nt Gr o u p 3: (  m g M E 3 1 8 3 BI D a d mi ni st er e d or all y):   
c a p s ul e of   m g M E 3 1 8 3 a n d   c a p s ul e of   m g M E 3 1 8 3 a n d   c a p s ul e 

C CI

C CI

C CI

C CI

C CI C CI

C CI C CI

C CI

C CI C CI

C CI C CI C CI C CI
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of m at c hi n g pl a c e b o i n t h e m or ni n g a n d e v e ni n g 

 Tr e at m e nt Gr o u p 4: (  m g M E 3 1 8 3 Q D a d mi ni st er e d or all y):   
c a p s ul e s of   m g M E 3 1 8 3 i n t h e m or ni n g a n d   c a p s ul e s of m at c hi n g 
pl a c e b o i n t h e e v e ni n g 

 Tr e at m e nt Gr o u p 5 ( Pl a c e b o BI D a d mi ni st er e d or all y):   c a ps ul es of 
m at c hi n g pl a c e b o i n t h e m or ni n g a n d e v e ni n g 

T o p r o m ot e b al a n c e d all oc ati o n, r a n d o mi z ati o n will b e str atifi e d b y s u bj e ct’s 
r e c ei pt ( y e s/ n o) of pr e vi o us tr e at m e nt wit h a bi ol o gi c dr u g f or ps ori asis. E a c h 
tr e at m e nt gr o u p will i n cl u d e r a n d o mi z e d s u bj e cts w h o 1) ar e bi o- n aï v e a n d 2) 
r e c ei v e d pr e vi o us tr e at m e nt wit h a bi ol o gi c dr u g f or ps ori asis. Aft er 
r a n d o mi z ati o n of s u bj e cts h as r e a c h e d t h e m a xi m u m p er c e nt a g e as d et er mi n e d b y 
t h e s p o n s or f or s u bj e cts t h at h a v e r e c ei v e d pr e vi o us tr e at m e nt wit h a bi ol o gi c 
dr u g f or ps ori asis, r a n d o mi z ati o n i n t his gr o u p will b e st o p p e d a n d t h e st u d y sit e s 
will b e i nf or m e d a c c or di n gl y.  

St u d y T r e at m e nts M E 3 1 8 3 (  m g,   m g,   m g, a n d   m g) a n d m at c hi n g pl a c e b o will b e 
pr e p ar e d usi n g t h e f oll o wi n g  M E 3 1 8 3 a n d pl a c e b o c a p s ul e s: 
 M E 3 1 8 3 C a p s ul e   m g 
 M E 3 1 8 3 C a p s ul e   m g 
 M E 3 1 8 3 Pl a c e b o C a p s ul e 

T r e at m e nt D u r ati o n: T h e tr e at m e nt d ur ati o n f or a n i n di vi d u al s u bj e ct will b e 1 6 w e e ks. E a c h s u bj e ct 
will r e c ei v e BI D tr e at m e nt u n d er f e d c o n diti o n ( wit hi n a p pr o xi m at el y 3 0 mi n ut es 
aft er a st a n d ar d m e al ) fr o m D a y 1 t o D a y 1 1 2. 

Effi c a c y: Effi c a c y as s es s m e nt s (i n cl u di n g P R O a ss es s m e nt s) will i n cl u d e: 

 P A SI s c or e 

 B S A 

 s P G A 

 It c h N R S 

 D L QI 

S af et y: S af et y as s ess m e nt s will i n cl u d e: 

 A E/ S A E s 

 1 2-l e a d E C Gs 

 P h ysi c al e x a mi n ati o ns ( c o m pl et e/t ar g et e d) i n cl u di n g h ei g ht a n d b o d y 

m as s i n d e x 

 Vit al si g n s 

o  Bl o o d pr ess ur e (s yst oli c a n d di ast oli c) 

o  H e art r at e 

o  R es pir at or y r at e 

o  B o d y t e m p er at ur e 

o  B o d y w ei g ht 

 S af et y l a b or at or y t e sts i n cl u di n g: 

o  Vir al s er ol o g y ( h e p atitis B vir us, H C V, a n d HI V) 

o  H e m at ol o g y a n d c o a g ul ati o n 

o  Bl o o d c h e mi str y 

o  Uri n al ysi s 

o  Pr e g n a n c y t est s ( W O C B P o nl y; s er u m or uri n e β -h u m a n c h ori o ni c 

g o n a d otr o pi n) 

o  S er u m f olli cl e-sti m ul ati n g h or m o n e ( p o st m e n o p a u s al w o m e n o nl y) 

C CI C CI

C CI C CI
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C CI C CI C CI C CI

C CI

C CI



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 1 1  of 8 9  

P h a r m a c o ki n eti cs: Bl o o d s a m pl es f or t h e d et er mi n ati o n of t h e c o n c e ntr ati o ns of M E 3 1 8 3 a n d its 
m et a b olit e ( ) will b e c oll e ct e d fr o m e a c h s u bj e ct i n e a c h tr e at m e nt gr o u p. 
T h e P K bl o o d s a m pl es will b e t a k e n pr e d os e at s c h e d ul e d vi sits u ntil W e e k  1 6. 

Ot h e r Ass es s m e nt s: Ot h er ass e ss m e nts will i n cl u d e: 

 Eli gi bilit y as s es s m e nt s: I nf or m e d c o ns e nt 

 I n cl u si o n/ e x cl usi o n crit eri a 

 D er m at ol o gi c a n d m e di c al hist or y 

 Hist or y of pr e vi o us tr e at m e nt wit h a bi ol o gi c dr u g f or ps ori asis 

 C ol u m bi a- S ui ci d e S e v erit y R ati n g S c al e 

 D e m o gr a p hi cs 

 Pri or a n d c o n c o mit a nt m e di c ati o ns/t h er a pi es or pr o c e d ur es 

 Tr e at m e nt c o m pli a n c e 

 M e di c al p h ot o gr a p h y of t h e t ar g et s ki n l e si o n ( at s el e ct e d sit es i n a s el e ct e d 

n u m b er of s u bj e cts f or d o c u m e n t ati o n a n d p u bli c ati o n p ur p os es o nl y) 

St atisti c al M et h o ds a n d 
Pl a n n e d A n al ys es:  

D et e r mi n ati o n of S a m pl e Si z e 

N o f or m al s a m pl e si z e c al c ul ati o n w as p erf or m e d.  

F or t h e ass e ss m e nt of effi c a c y a n d s af et y of M E 3 1 8 3 i n s u bj e cts wit h m o d er at e t o 

s e v er e pl a q u e p s ori a sis i n t hi s pr o of - of- c o n c e pt st u d y, a p pr o xi m at el y 1 2 5 eli gi bl e 

s u bj e cts will b e e nr oll e d . T w e nt y-fi v e s u bj e cts will b e r a n d o mi z e d t o e a c h of t h e 

f oll o wi n g tr e at m e nt gr o u p s: M E 3 1 8 3  m g BI D, M E 3 1 8 3   m g Q D, M E 3 1 8 3 

 m g BI D; M E 3 1 8 3   m g Q D, a n d pl a c e b o. T h e n u m b er of pl a n n e d s u bj e cts is 

c o nsi d er e d a d e q u at e t o ass ess s af et y a n d t o pr o vi d e effi c a c y esti m at es f or i n t his 

P h as e 2 a st u d y. T h e e x p e ct e d dr o p- o ut r at e is ass u m e d t o b e 1 0 %. 

A n al ysis S ets  

F ull A n al ysi s  S et  

All s u bj e cts w h o h a v e b e e n r a n d o mi z e d , r e c ei v e d at l e ast 1 d os e of st u d y dr u g, 

a n d h a v e at l e a st 1 e v al u a bl e p o st- B a s eli n e ti m e p oi nt f or pri m ar y e n d p oi nt will 

b e i n cl u d e d i n t h e f ull a n al ysi s s et ( F A S) . A n al ys e s i n t h e F A S will b e b as e d o n 

t h e s u bj e ct’s r a n d o mi z e d tr e at m e nt gr o u p. 

P er Pr ot o c ol S et   

T h e p er pr ot o c ol s et ( P P S) i s a  s u bs et of t h e F A S; t h e P P S will e x cl u d e s u bj e cts 

wit h pr ot o c ol d e vi ati o ns t h at m a y si g nifi c a ntl y i m p a ct t h e a ss es s m e nt of t h e 

pri m ar y o bj e cti v e of t h e st u d y. A n al ys es i n t h e P P S will b e b as e d o n t h e st u d y 

tr e at m e nt a ct u all y r e c ei v e d b y e a c h s u bj e ct. All d e cisi o ns t o e x cl u d e s u bj e cts 

fr o m t h e P P S will b e m a d e pri or t o t h e u n bli n di n g of t h e st u d y.  

S af et y A n al ysis S et  

All r a n d o mi z e d s u bj e cts w h o r e c ei v e d at l e ast 1  d o s e of st u d y dr u g will b e 

i n cl u d e d i n t h e s af et y a n al ysis s et. A n al ys e s i n t h e s af et y a n al ysi s s et will b e 

b as e d o n t h e st u d y tr e at m e nt a ct u all y r e c ei v e d b y e a c h s u bj e ct.  

P h ar m a c o ki n eti c  A n al ysi s S et 

T h e P K a n al ysis s et will c o nsi st of all s u bj e cts w h o w er e c orr e ctl y a d mi nist er e d at 
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l e a st 1 M E 3 1 8 3 d o s e a n d w h er e M E 3 1 8 3 or   c o n c e ntr ati o n d at a i s 

a v ail a bl e  wit h o ut a n y pr ot o c ol d e vi ati o n i nt erf eri n g wit h t h e s e r es ult s. A n al ys es 

i n t h e P K a n al ysis s et will b e b as e d o n t h e st u d y tr e at m e nt a ct u all y r e c ei v e d b y 

e a c h s u bj e ct.  

St atisti c a l A n al ys es 

Effi c a c y A n al ys e s  

U nl es s ot h er wi s e s p e cifi e d, all effi c a c y a n al ys es will b e p erf or m e d u si n g t h e F A S. 

T h e a n al ysi s of t h e pri m ar y effi c a c y e n d p oi nt will al s o b e p erf or m e d usi n g t h e 

P P S.  

A n al ysi s of t h e Pri m ar y Effi c a c y E n d p oi nt 

T h e pr i m ar y effi c a c y e n d p oi nt is t h e pr o p orti o n of s u bj e cts a c hi e vi n g ≥  7 5 % 

r e d u cti o n fr o m B as eli n e i n t h e P A SI s c or e at W e e k 1 6. F or e a c h M E 3 1 8 3 

tr e at m e nt gr o u p, t h e diff er e n c e i n t h e pr o p orti o n of s u bj e cts a c hi e vi n g t h e 

diff er e n c e i n P A SI - 7 5 ( M E 3 1 8 3 –  pl a c e b o) a n d its 9 5 % c o nfi d e n c e i nt er v al will 

b e esti m at e d a n d t est e d f or s u p eri or tr e at m e nt eff e ct u si n g t h e C o c hr a n-M a nt el-

H a e ns z el t e st at a 1 -si d e d si g nifi c a n c e l e v el of α  = 0. 0 2 5. T h e P A SI s c or e will b e 

r e p ort e d f or e a c h tr e at m e nt gr o u p t o g et her wit h t h e 9 5 % c o nfi d e n c e i nt er v al f or 

m e a n . 

A n al ys e s  of t h e S e c o n d ar y Effi c a c y E n d p oi nt s 

T h e pr o p orti o n of s u bj e cts a c hi e vi n g P A SI - 5 0, P A SI- 7 5, P A SI- 9 0, a n d P A SI-1 0 0, 

t h e pr o p orti o n of s u bj e ct s wit h an s P G A s c or e of “ 0 ” or “ 1 ”  c o m bi n e d wit h 2-

p oi nt  r e d u cti o n o n t h e 5- p oi nt s P G A s c al e, a n d t h e pr o p orti o n of s u bj e cts wit h at 

l e ast a 5- p oi nt r e d u cti o n fr o m B as eli n e i n t h e D L QI s c or e will b e a n al y z e d si mil ar 

t o t h e pri m ar y e n d p oi nt a n al ysis. 

T h e pr o p orti o n of s u bj e cts a c hi e vi n g P A SI - 5 0, P A SI- 7 5, P A SI- 9 0, a n d P A SI-1 0 0, 

t h e pr o p orti o n of s u bj e ct s wit h an s P G A s c or e of “ 0 ” or “ 1 ” c o m bi n e d wit h 

2 - p oi nt r e d u cti o n o n t h e 5-p oi nt s P G A s c al e, a n d t h e pr o p orti o n of s u bj e ct s wit h 

at l e ast a 5 - p oi nt r e d u cti o n fr o m B as eli n e i n t h e D L QI s c or e will b e s u m m ari z e d 

b y tr e at m e nt gr o u p a n d visit. T h e p er c e nt c h a n g e fr o m B as eli n e i n P A SI s c or e  a n d 

c h a n g e fr o m B as eli n e i n aff e ct e d B S A, t h e it c h N R S, a n d t h e D L QI s c or e will b e 

s u m m ari z e d b y tr e at m e nt gr o u p a n d visit. T h e p er c e nt c h a n g e fr o m B as eli n e i n 

P A SI  s c or e a n d t h e c h a n g e fr o m B as eli n e i n t h e aff e ct e d B S A, t h e D L QI s c or e, 

a n d t h e it c h N R S will b e a n al y z e d usi n g a mi x e d- eff e ct m o d el f or r e p e at e d 

m e a s ur es  w h e n a p pli c a bl e. 

K a pl a n - M ei er esti m at e will b e us e d f or s u m m ari zi n g t h e ti m e t o P A SI-5 0 a n d 

P A SI - 7 5. T h e l o g-r a n k t e st m a y b e us e d f or c o m p ari n g t h e ti m e t o P A SI-5 0 a n d 

P A SI - 7 5 b et w e e n e a c h M E 3 1 8 3 tr e at m e nt gr o u p a n d pl a c e b o. T h e C o x 

pr o p orti o n al h a z ar d m o d el m a y als o b e us e d f or a n al y zi n g t h e ti m e t o P A SI- 5 0 
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a n d P A SI- 7 5. T h e ti m e t o P A SI- 5 0 a n d P A SI- 7 5 will b e s u m m ari z e d b y tr e at m e nt 

gr o u p.  

A n al ys e s of t h e E x pl or at or y Effi c a c y E n d p oi nt s 

S af e t y A n al ys es 

All s af et y a n al ys es will b e p erf or m e d usi n g t h e s af et y a n al ysis s et . All r e c or d e d 

A E a n d S A Es will b e li st e d a n d t a b ul at e d b y M e di c al Di cti o n ar y f or R e g ul at or y 

A cti viti es ( v ersi o n 2 4. 1 or hi g h er) s yst e m or g a n cl as s, pr ef err e d t er m, a n d 

tr e at m e nt gr o u p o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w-u p 

P eri o d . 

Vit al si g n s a n d s af et y l a b or at or y t e st r es ults will b e list e d a n d s u m m ari z e d b y 

tr e at m e nt gr o u p o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w-u p 

P eri o d . S u m m ari es will b e pr o vi d e d usi n g d es cri pti v e st atisti cs, i n cl u di n g m e a n 

v al u e s a n d m e a n c h a n g e fr o m B as eli n e v al u e s, as w ell as n u m b er s of s u bj e cts 

wit h v al u e s o ut si d e li mits of t h e n or m al r a n g e at e a c h ti m e p oi nt.  

A n y  C S p h ysi c al e x a mi n ati o n fi n di n gs a n d s af et y l a b or at or y r es ult s will b e 

s u m m ari z e d. E C G r e a di n gs will b e e v al u at e d b y t h e i n v esti g at or a n d 

a b n or m aliti e s, if pr es e nt, will b e s u m m ari z e d a n d li st e d.  

T h e cli ni c all y n ot e w ort h y Q T/ Q T c i nt er v al ( > 4 5 0, > 4 8 0, or > 5 0 0 ms e c) or 

cli ni c all y n ot e w ort h y c h a n g e fr o m B as eli n e ( > 3 0 or > 6 0 ms e c) will al s o b e 

s u m m ari z e d  usi n g d es cri pti v e st atisti cs. 

S u m m ar y t a bl es will b e pr o vi d e d f or c o n c o mit a nt m e di c ati o ns i niti at e d d uri n g t h e 

st u d y p eri o d . 

P h ar m a c o ki n eti c  A n al ysi s 

T h e P K a n al ysis s et will b e us e d f or t h e P K a n al ysis. Tr o u g h pl as m a 

c o n c e ntr ati o n s of M E 3 1 8 3 a n d it s m et a b olit e ( ) will b e s u m m ari z e d 

d es cri pti v el y b y tr e at m e nt gr o u p  i n t h e t a bl es, fi g ur es, a n d li sti n gs ( T F L). 
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5  I N T R O D U C TI O N 

5. 1  B a c k g r o u n d o n Pl a q u e Ps o ri asis 

Ps ori asis is a c hr o ni c i m m u n e- m e di at e d i nfl a m m at or y dis or d er t h at aff e ct s a p pr o xi m at el y 2 % t o 

3 % of t h e p o p ul ati o n, w hi c h tr a nsl at es t o 1 7 milli o n p e o pl e i n N ort h A m eri c a a n d E ur o p e a n d 

a p pr o xi m at el y 1 7 0 milli o n p e o pl e w orl d wi d e.( 1 ) It is c h ar a ct eri z e d b y disfi g uri n g, s c ali n g, 

er yt h e m at o us pl a q u es t h at m a y b e p ai nf ul or of t e n s e v er el y pr uriti c a n d m a y c a us e si g nifi c a nt 

q u alit y of lif e ( Q O L) iss u es. T h e pl a q u es ar e irr e g ul ar, r o u n d t o o v al i n s h a p e, a n d m ost oft e n 

l o c at e d o n t h e s c al p, tr u n k, b utt o c ks, a n d li m bs, wit h a pr e dil e cti o n f or e xt e ns or s urf a c e s s u c h as 

t h e el b o ws a n d k n e es.(2 ) 

N e arl y o n e- q u art er of p e o pl e w orl d wi d e wit h ps ori a sis ar e c o n si d er e d t o h a v e m o d er at e t o s e v er e 

f or m of t h e dis e as e.(3 ) A s ur v e y of d at a fr o m N ati o n al H e alt h a n d N utriti o n E x a mi n ati o n i n t h e 

U nit e d St at es, c o n cl u d e d t h at ps ori asis is i n d e p e n d e ntl y ass o ci at e d wit h a n i n cr e as e d ris k of 

m ort alit y, w hi c h mi g ht b e m e di at e d b y i n cr e as e d  pr e v al e n c e of c o m or bi diti es ( c ar di o v as c ul ar, 

i nf e cti o us, a n d n e o pl asti c dis or d ers) i n ps ori ati c p ati e nts.(4 ) 

Tr e at m e nt o pti o ns f or ps ori asis i n cl u d e t o pi c al tr e at m e nts f or mil d er dis e as e, a n d s yst e mi c 

tr e at m e nts f or m o d er at e t o s e v er e dis e as e n ot s uffi ci e ntl y r es p o nsi v e t o t o pi c al tr e at m e nts. 

T o pi c al tr e at m e nts i n cl u d e c orti c ost er oi ds, a nt hr ali n, s y nt h eti c vit a mi n D 3, a n d vit a mi n A. 

S yst e mi c t h er a pi es i n cl u d e p h ot ot h er a p y, a citr eti n, c y cl os p ori n e, m et h otr e x at e, a pr e mil ast, a n d 

v ari o us s yst e mi c bi ol o gi c pr o d u cts. A citr eti n is a p ot e nt t er at o g e n t h at s h o ul d b e a v oi d e d i n 

w o m e n of c hil d b e ari n g a g e a n d p ot e nti al. C y cl os p ori n e w or ks r a pi dl y a n d is eff e cti v e i n t h e 

m aj orit y of p ati e nts, h o w e v er, i m p air e d r e n al f u n c ti o n, h y p ert e nsi o n, c o n c er ns a b o ut l y m p h o m a, 

a n d a p ot e nti al i n cr e as e i n c ut a n e o us m ali g n a n ci e s ar e k n o w n a d v ers e eff e cts aft er l o n g-t er m 

tr e at m e nt wit h c y cl os p ori n e. M et h otr e x at e, alt h o ug h eff e cti v e i n t h e m aj orit y of p ati e nts, h as t h e 

p ot e nti al f or h e p at ot o xi cit y.( 2 ) A pr e mil ast is a n or al p h os p h o di est er as e 4 ( P D E 4) i n hi bit or, 

a p pr o v e d f or m o d er at e t o s e v er e ps ori asis. D e s pit e t h e a d v a n c e m e nt i n d er m at ol o g y, a n d t h e 

i ntr o d u cti o n of n e w er bi ol o gi c al dr u gs, a pr e mil ast is t h e o nl y n o v el or al m e di c ati o n t h at h as b e e n 

i ntr o d u c e d t o tr e at ps ori a sis i n t h e p ast 2 d e c a d es.(5 ) F or its s af et y pr ofil e a n d e as y r o ut e of 

a d mi nistr ati o n, a pr e mil ast m a y off er a n or al tr e at m e n t o pti o n f or t h os e p ati e nts t h at dis c o nti n u e 

tr e at m e nts b e c a us e of i n eff e cti v e n ess, i nt ol er a bilit y or i n eli gi bilit y t o t h e c urr e ntl y a v ail a bl e 

dr u gs.( 6 ) H o w e v er, t h e effi c a c y of a pr e mil ast is n ot s o gr e at c o m p ar e d t o ot h er s yst e mi c 

t h er a pi es. T h er ef or e, a d diti o n al or al tr e at m e nts f or ps ori asis t h at c a n pr o vi d e hi g h l e v els of 

effi c a c y, s af et y a n d t ol er a bilit y r e m ai n a n u n m et n e e d. 

5. 2  B a c k g r o u n d o n M E 3 1 8 3 

M E 3 1 8 3 ( 1- {[ 2-( 3, 6- Di a z a bi c y cl o [ 3. 1. 1] h e pt a n- 3- yl)- 7-( 1, 3-t hi a z ol- 2- yl)- 1, 3- b e n z o x a z ol- 4-

yl] o x y }- 1, 1- difl u or o- 2- m et h yl pr o p a n- 2- ol) is a s y nt h esi z e d, s m all m ol e c ul e, dis c o v er e d b y M eiji 

S ei k a P h ar m a C o., Lt d., t h at a cts as a P D E 4 i n hi bit or. M E 3 1 8 3 s h o ws a hi g h er p ot e n c y of 

i n hi bit or y a cti vit y f or P D E 4 a n d a hi g h er p ot e n c y of i n hi biti o n a g ai nst li p o p ol ys a c c h ari d e-
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i n d u c e d t u m or n e cr osis f a ct or-α  ( T N F-α ) pr o d u cti o n i n h u m a n bl o o d c ells t h a n e xisti n g PD E 4 

i n hi bit ors a n d t h us is e x p e ct e d t o h a v e a hi g h er cli ni c al effi c a c y i n ps ori asis. Als o, f e w M E 3 1 8 3 

w as d et e ct e d i n t h e r at br ai n aft er si n gl e or al  a d mi nistr ati o n, i n di c ati n g l o w distri b uti o n of 

M E 3 1 8 3 i nt o t h e br ai n. T h er ef or e, M E 3 1 8 3 is e x p e ct e d t o s h o w l ess c e ntr al n e ur o cir c uitr y 

ass o ci at e d a d v ers e eff e ct ( e g, v o miti n g) t h a n ot h er P D E 4 i n hi bit ors. 

5. 2. 1  N o n cli ni c al St u di es 

M E 3 1 8 3 is a hi g hl y s el e cti v e P D E 4 i n hi bit or, n o n-s el e cti v e a m o n g P D E 4 s u bt y p es: h alf 

m a xi m al i n hi bit or y c o n c e ntr ati o n (I C 5 0 ) at P D E 4 A 1 A of 1. 2 8 n m ol/ L, at P D E 4 B 1 of 2. 3 3 

n m ol/ L, a n d at P D E 4 D 2 of 1. 6 3 n m ol/ L. I n hi biti o n of P D E 4 aff or ds M E 3 1 8 3 p ot e nt a nti-

i nfl a m m at or y a cti vit y. T h e effi c a c y of M E 3 1 8 3 w as ass ess e d i n p h ar m a c ol o g y st u di es, w hi c h 

s u p p orts t h e r ati o n al e f or ass ess m e nt of M E 3 1 8 3 i n  cli ni c al st u di es. M E 3 1 8 3 i n hi bit e d v as c ul ar 

p er m e a bilit y i n a hist a mi n e-i n d u c e d m o us e m o d el. I n a d diti o n, e v al u ati o n of M E 3 1 8 3 i n a 

c hr o ni c o x a z ol o n e-i n d u c e d m o us e m o d el of d er m at itis d e m o nstr at e d t h at or al tr e at m e nt of 

M E 3 1 8 3 s u p pr ess e d e ar s w elli n g wit h a dr u g  d os e pr o d u ci n g m e di a n eff e cti v e d os e ( E D5 0 ) of 

1. 4 3 m g/ k g. 

N o eff e cts of M E 3 1 8 3 o n c e ntr al n er v o us s yst e m ( C N S) i n m al e mi c e at d o s e l e v els of 3, 1 0, a n d 

3 0 m g/ k g. A n i n cr e as e i n h e art r at e a n d a pr ol o n g ati o n of c orr e ct e d Q T i nt er v al ( Q T c) d ur ati o n 

(  % l o n g er t h a n t h e i n di vi d u al ti m e- m at c h e d o w n c o ntr ol v al u e) w as o bs er v e d i n   of 

4 m o n k e ys at 1 0 m g/ k g of M E 3 1 8 3. T h e I C 5 0  f or t h e h u m a n Et h er- à- g o- g o- R el at e d G e n e 

( h E R G) w as   n m ol/ L (  n g/ m L). 

T h e p h ot ot o xi c p ot e nti al of M E 3 1 8 3 w as e v al u at e d i n t h e c ult ur e d m a m m ali a n c ells ( B al b/ c 3 T 3 

c ell s). T h e I C 5 0  v al u es f or c ell vi a bilit y wit h a n d wit h o ut irr a di ati o n w er e d et er mi n e d t o b e 

 μ g/ m L  a n d   μ g/ m L, r es p e cti v el y, a n d t h e p h ot o irrit ati o n f a ct or w as   a n d l ess 

t h a n 5, t h at is t h e p ositi v e crit eri a d efi n e d b y t h e I nt er n ati o n al C o u n cil f or 

H ar m o nis ati o n (I C H) S 1 0 g ui d a n c e. T h er ef or e, M E 3 1 8 3 w as c at e g ori z e d a s h a vi n g n o 

p h ot ot o xi cit y. 

T h e pl as m a p h ar m a c o ki n eti c ( P K) pr ofil es of M E 3 1 8 3 w er e o bs er v e d i n mi c e, r ats, d o gs, a n d 

m o n k e ys aft er or al a n d/ or i ntr a v e n o us a d mi nist r ati o n. Or al bi o a v ail a bilit y i n r ats, d o gs, a n d 

m o n k e ys w er e a p pr o xi m at el y   t o  %,  %, a n d   t o  %, r es p e cti v el y. M E 3 1 8 3 e x hi bit e d 

n o n-li n e ar a bs or pti o n a n d ar e a u n d er t h e pl as m a c o n c e ntr ati o n-ti m e c ur v e ( A U C) i n cr e as e d 

gr e at er t h a n d os e pr o p orti o n alit y i n mi c e, r a ts, a n d m o n k e ys. Pl as m a pr ot ei n bi n di n g of M E 3 1 8 3 

r a n g e d fr o m  % i n m o us e, r at, d o g, m o n k e y a n d h u m a n, a n d n o a p p ar e nt diff er e n c es 

w er e o bs er v e d a m o n g t h es e s p e ci es a n d c o n c e n tr ati o ns. M E 3 1 8 3 w as n ot a bl y st a bl e i n h u m a n 

a n d a ni m al h e p at o c yt es e x c e pt m o n k e y h e p at o c yt e s. T h e r e a cti o n p h e n ot y pi n g st u di es i n di c at e d 

t h at t h e f or m ati o n of   w as m ai nl y m e di at e d b y c yt o c hr o m e 3 A 4/ 5. T h e e x cr eti o n of 

M E 3 1 8 3 i nt o uri n e a n d bil e w as a p pr o xi m at el y  % of d os es aft er i ntr a v e n o us a d mi nistr ati o n t o 

r ats. M E 3 1 8 3 at t h e c o n c e ntr ati o n of   μ m ol/ L s h o w e d littl e t o  n o i n hi biti o n f or c yt o c hr o m e 1 A, 

2 B 6, 2 C 8, 2 C 9, 2 C 1 9, 2 D 6, a n d 3 A e n z y m e ass a ys.  
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T h e t o xi cit y of M E 3 1 8 3 w as ass ess e d i n mi c e a n d m o n k e ys wit h u p t o  - w e e k a n d  - w e e k of 

c o ns e c uti v e o n c e d ail y or al d osi n g. I n mi c e a n d m o n k e ys, t h e t o xi cit y pr ofil e of M E 3 1 8 3 w as 

i d e ntifi e d as art eritis a n d d et eri or at e d cli ni c al c o n diti o n d u e t o t h e s e v er e g astr oi nt esti n al m otilit y 

i n hi biti o n. Art eritis w as o bs er v e d i n m ulti pl e or g a ns i n t h e m ori b u n d a ni m als at hi g h d os e i n 

b ot h s p e ci es. I n t h e  - w e e k r e p e at e d d os e t o xi cit y st u d y, t h er e w as n o diff er e n c e of t o xi cit y 

fi n di n gs b et w e e n mi c e a n d m o n k e ys; h o w e v er, it w as c o nsi d er e d t h at m o n k e ys w er e m or e 

s e nsiti v e t o t o xi cit y t h a n mi c e b e c a us e t o xi cit y fi n di n gs w er e o bs er v e d at l o w er pl as m a 

c o n c e ntr ati o ns i n m o n k e ys. 

I n mi c e, t h e m e a n m a xi m u m pl as m a c o n c e ntr ati o n ( Cm a x ) o n D a y 2 8 at n o- o bs er v e d a d v ers e 

eff e ct l e v el ( N O A E L) ( 3 m g/ k g/ d a y) w er e   a n d   n g/ m L, a n d A U C 0- 2 4 h  w er e   a n d 

 n g· hr/ m L i n m al e a n d f e m al e, r es p e cti v el y. 

I n m o n k e ys, Cm a x  o n D a y 2 8 at N O A E L ( 1 m g/ k g/ d a y) w er e   a n d   n g/ m L, a n d 

A U C 0- 2 4 h  w er e   a n d   n g· hr/ m L i n m al e a n d f e m al e, r es p e cti v el y. T h e t o xi cit y of or al 

a d mi nistr ati o n of M E 3 1 8 3 w as e v al u at e d i n mi c e  a n d m o n k e ys i n a 1 6- w e e k r e p e at e d d os e 

t o xi cit y st u d y f oll o w e d b y a 4- w e e k r e c o v er y st u d y. T h e t o xi citi es o bs er v e d i n t his st u d y w er e 

si mil ar (i nfl a m m ati o n i n cl u di n g art eritis) t o t h os e o bs er v e d i n t h e 2 8- d a y r e p e at e d d os e t o xi cit y 

st u d y a n d t h e N O A E L w as 3 m g/ k g/ d a y i n b ot h mi c e a n d m o n k e ys. I n mi c e, art eritis a n d 

p eri art eritis w er e n ot e d i n a d e a d m o us e at 1 0 m g/ k g/ d a y. T h e A U C 0- 2 4 hr  o n t h e l ast d osi n g d a y 

w as   n g hr/ m L i n m al es a n d   m g hr/ m L i n f e m al es. I n m o n k e ys, n o art eritis w as 

o bs er v e d, a n d n o a ni m al di e d or s a crifi c e d d u e t o m ori b u n dit y a n d t h e a v er a g e A U C 0- 2 4 hr  o n t h e 

l ast d osi n g d a y w as   n g hr/ m L i n m al es a n d   n g hr/ m L i n f e m al es. 

T h e eff e cts of or al M E 3 1 8 3 o n e m br y o-f et al d e v el o p m e nt w er e st u di e d i n a pr eli mi n ar y st u d y i n 

pr e g n a nt mi c e. M E 3 1 8 3 w as or all y a d mi nist er e d o n c e d ail y ( Q D) t o pr e g n a nt mi c e ( 8 t o 

1 0 d a ms/ gr o u p) at d os e l e v els of 0 ( v e hi cl e), 1, 3, a n d 1 0 m g/ k g/ d a y d uri n g t h e p eri o d fr o m 

i m pl a nt ati o n t o t h e cl os ur e of t h e h ar d p al at e (fr o m D a y 6 t o D a y 1 5 of g est ati o n). T h e N O A E L 

w as c o nsi d er e d t o b e 1 0 m g/ k g/ d a y of M E 3 1 8 3 f or g e n er al t o xi cit y a n d r e pr o d u cti v e f u n cti o ns i n 

d a ms a n d e m br y o-f et al d e v el o p m e nt. N o t est arti cl e-r el at e d c h a n g es w er e n ot e d i n t h e n u m b er of 

li v e f et us es, f et al vi a bilit y r at e, n u m b er of e mbr y o-f et al d e at hs, p ost-i m pl a nt ati o n l oss r at e, f et al 

b o d y w ei g ht, pl a c e nt al w ei g ht, s e x r ati o, or e xt er n a l, pl a c e nt al, vis c er al, or s k el et al fi n di n gs at 

a n y d os e l e v el. At t h e N O A E L, t h e C m a x  of dr u g of M E 3 1 8 3 a v er a g e d   n g/ m L a n d t h e m e a n 

A U C 0- 2 4 hr  of M E 3 1 8 3 a v er a g e d   n g· hr/ m L o n D a y 1 5 of g est ati o n. 

F or c o m pl et e d et ails o n t h e n o n cli ni c al st u di es of M E 3 1 8 3, r ef er t o t h e i n v esti g at or ’s 

br o c h ur e (I B). 
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5. 2. 2  Cli ni c al St u di es 

T w o ( 2) P h as e 1 st u di es i n h e alt h y a d ult s u bj e cts ( M E 3 1 8 3- 1 a n d M E 3 1 8 3- 2 st u di es) h a v e b e e n 

c o n d u ct e d a n d 1 2 6 i n di vi d u als w h o r e c ei v e d st u d y tr e at m e nt ( 9 6 s u bj e cts r e c ei v e d M E 3 1 8 3 a n d 

3 0 s u bj e cts r e c ei v e d pl a c e b o). M E 3 1 8 3 w as t ol er a bl e a n d s af e i n h e alt h y a d ults u p t o 2 5 m g 

si n gl e a d mi nistr ati o n, a n d 1 0 m g t wi c e d ail y ( BI D) a n d 1 5 m g Q D f or 1 4 d a ys m ulti pl e 

a d mi nistr ati o ns. Fr e q u e ntl y r e p ort e d tr e at m e n t- e m er g e nt a d v ers e e v e nts ( T E A Es), t h e T E A Es 

r e p ort e d b y m or e t h a n 2 s u bj e cts, i n si n gl e a dmi ni str ati o n w er e di arr h e a, h e a d a c h e, li p as e 

i n cr e as e d, t a c h y c ar di a, a n d n a us e a. T h e m aj orit y of T E A Es i n si n gl e as c e n di n g d os e ( S A D) 

st u di es w er e cl assifi e d as mil d . M ost of t h e T E A Es w er e r e c o v er e d/r es ol v e d wit hi n f e w d a ys 

wit h o ut a n y m e di c ati o n. T h e s eri o us a d v ers e e v e nt ( S A E) of s e v er e v as o v a g al n e ur o c ar di a c 

s y n c o p e o c c urr e d i n 1 2. 5 m g s u bj e ct. W h e n M E 3 1 8 3 w er e a d mi nist er e d r e p e at e dl y, t h e 

fr e q u e ntl y r e p ort e d T E A Es w er e; m e di c al d e vi c e sit e r e a cti o n, h e a d a c h e, di arr h e a, a b d o mi n al 

p ai n, v o miti n g, n a us e a, h e m at o c h e zi a, b a c k p ai n, art hr al gi a, p ai n i n e xtr e mit y, m y al gi a, 

d er m atitis, d e cr e as e d a p p etit e, a n d d ys m e n orr h e a.  T h e m aj orit y of T E A Es i n m ulti pl e as c e n di n g 

d os e ( M A D) st u d y w er e cl assifi e d as mil d. All T E A Es w er e t e m p or al a n d r es ol v e d d uri n g t h e 

d osi n g p eri o d. N o S A E w as o c c urr e d i n M A D st u d y.  

M E 3 1 8 3 w as a d mi nist er e d t o h e alt h y a d ult s u bj e cts i n eit h er i n s us p e nsi o n ( 1 m g t o 1 2. 5 m g) or 

c a ps ul e ( 1 2. 5 m g t o 2 5 m g) i n S A D st u di es. M E 3 1 8 3 w as a bs or b e d or all y i n b ot h f or m wit h p e a k 

c o n c e ntr ati o n r e c or d e d at a p pr o xi m at el y 3. 5 h o urs t o 4 h o urs p ost d os e a n d w as eli mi n at e d 

sl o wl y wit h a n eli mi n ati o n h alf-lif e (t 1/ 2 ) of a p pr o xi m at el y 1 6 h o urs t o 2 4 h o urs. T h e m e a ns of 

C m a x  a n d A U C i n cr e as e d sli g htl y gr e at er t h a n a d o s e pr o p orti o n alit y fr o m 1 m g t o 1 0 m g 

s us p e nsi o n, w hil e C m a x  a n d A U C i n cr e as e d al m ost d os e pr o p orti o n all y o v er t h e d os e r a n g e of 

1 2. 5 m g t o 2 5 m g of c a ps ul e a d mi nistr ati o n. T h e m e a ns of C m a x  a n d A U C i n   

( m et a b olit e of M E 3 1 8 3) w er e a p pr o xi m at el y fr o m % t o  % c o m p ar e d wit h t h os e of M E 3 1 8 3 

at e a c h d os e l e v el. As t h e d os e of M E 3 1 8 3 i n cr e as es, t h e r ati o of C m a x  a n d A U C of   t o 

M E 3 1 8 3 t e n d e d t o d e cr e as e. T h e m e a n of c u m ul ati v e uri n ar y e x cr eti o n r at e i n M E 3 1 8 3 w as  % 

t o  % w hi c h w as q uit e s m all.  

I n t h e M A D st u d y, t h e m e a ns of Cm a x  a n d A U C i n cr e as e d o v er t h e d os e r a n g e of 2. 5 m g BI D t o 

1 0 m g BI D. T h e m e a n C m a x  i n cr e as e d b y 4- t o 5-f ol d wit h m ulti pl e d osi n g fr o m D a y 1 t o D a y 1 4, 

i n all t h e BI D d os e gr o u p s. T h e m e a n Cm a x  i n cr e as e d b y 2-f ol d wit h m ulti pl e d osi n g fr o m D a y 1 

t o D a y 1 4, i n 1 5 m g Q D d os e gr o u p. T h e m e a n pl as m a c o n c e ntr ati o n i n t h e st e a d y-st at e of 

M E 3 1 8 3 w as a c hi e v e d ar o u n d D a y 3 t o D a y 4 i n all t h e gr o u ps. 

P K pr ofil es of M E 3 1 8 3 a n d   w er e aff e ct e d sli g htl y b y f o o d i nt a k e. T h e f o o d i nt a k e 

d e cr e as e d t h e s yst e mi c e x p os ur es of M E 3 1 8 3 aft er si n gl e d os e of M E 3 1 8 3. T h e ti m e t o p e a k 

pl as m a c o n c e ntr ati o n of M E 3 1 8 3 u n d er f e d c o n diti o n w as d el a y e d b y a p pr o xi m at el y 2 h o urs 

c o m p ar e d wit h t h at u n d er f ast e d c o n diti o n. T h e o bs er v e d g e o m etri c m e a ns w er e i n t h e r ati o 

(f e d/f ast e d) of 6 5 % f or Cm a x  a n d 8 2 % f or ar e a u n d er t h e pl as m a c o n c e ntr ati o n-ti m e c ur v e fr o m 

ti m e z er o t o i nfi nit y ( A U C0- ). T h er e w as n o a p p ar e nt diff er e n c e of t1/ 2  of M E 3 1 8 3 b et w e e n 

f ast e d a n d f e d c o n diti o ns. 
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R ef er t o t h e I B f or f urt h er d et ails o n cli ni c al st u di es wit h M E 3 1 8 3. 

5. 3  Cli ni c al Ris ks/ B e n efits of M E 3 1 8 3 

M E 3 1 8 3 w as t ol er a bl e a n d s af e i n h e alt h y a d ults u p t o 2 5 m g si n gl e a d mi nistr ati o n a n d 1 0 m g 

BI D a n d 1 5 m g Q D f or 1 4 d a ys m ulti pl e a d mi nistr ati o ns. T h e fr e q u e ntl y r e p ort e d a d v ers e dr u g 

r e a cti o ns ( A D Rs), t h e A D Rs r e p ort e d b y m or e t h a n 2 s u bj e cts, i n si n gl e a d mi nistr ati o n w er e 

di arr h e a, t a c h y c ar di a, a n d li p as e i n cr e as e d. M aj ori t y of A D Rs w er e cl assifi e d as mil d. All e v e nts 

e x c e pt f or v as o v a g al n e ur o c ar di a c s y n c o p e w er e r e c o v er e d/r es ol v e d wit hi n f e w d a ys wit h o ut a n y 

m e di c ati o ns. N o s u bj e cts dis c o nti n u e d t h e st u d y d u e t o A D Rs i n S A D st u di es. 

O n e s u bj e ct i n 1 2. 5 m g s us p e nsi o n gr o u p e x p eri e n c e d a n S A E of s e v er e v as o v a g al n e ur o c ar di a c 

s y n c o p e d uri n g M E 3 1 8 3- 1 S A D st u d y. T h e s u bj e ct h a d a pri or hist or y of s y n c o p e a n d di z zi n ess 

li k el y d u e t o ort h ost ati c i nt ol er a n c e. T h e s u bj e ct w as t est e d wit h t h e tilt t a bl e t est a n d s h o w e d a 

v as o v a g al r es p o ns e cl e arl y, s u g g esti n g t h e s u bj e ct h a d a ris k f a ct or of s y n c o p e. 

W h e n M E 3 1 8 3 w as a d mi nist er e d r e p e at e dl y, t h e fr e q u e ntl y r e p ort e d A D Rs, t h e A D Rs r e p ort e d 

b y m or e t h a n 2 s u bj e cts, w er e h e a d a c h e, di arr h e a, a b d o mi n al p ai n, v o miti n g, n a us e a, a n d 

d e cr e as e d a p p etit e. T h e n u m b er of A D Rs of di arr h e a i n cr e as e d wit h t h e d os e. N a us e a a n d 

v o miti n g w er e n ot e d i n hi g h er d os es ( 1 0 m g BI D a n d 1 5 m g Q D). Di arr h e a w as n ot e d i n t h e 

e arl y p eri o d of d osi n g, ar o u n d D a y 1 t o D a y 2, i n all d os e gr o u ps. H e a d a c h e b e g a n fr o m ar o u n d 

D a y 7 i n l o w er d os e ( 2. 5 m g BI D or 5 m g BI D) a n d fr o m D a y 1 t o D a y 2 i n hi g h er d os e gr o u ps 

( 1 0 m g BI D or 1 5 m g Q D). V o miti n g w as o bs er v e d fr o m D a y 7 s p or a di c all y, b ut r es ol v e d d uri n g 

t h e d osi n g p eri o d. T h e m aj orit y of A D Rs w er e cl a ssifi e d as mil d. T h er e w er e 6 m o d er at e A D Rs 

of h e a d a c h e, di arr h e a, a b d o mi n al p ai n, v o miti n g, n a us e a, a n d t a c h y c ar di a i n 1 0 m g BI D, a n d 1 

m o d er at e v o miti n g i n 1 5 m g Q D d os e gr o u p. T h er e w as n o s e v er e A D R i n M A D st u d y. All 

A D Rs w er e t e m p or al a n d w er e r es ol v e d d uri n g t h e d osi n g p eri o d. I n 1 0 m g BI D d os e gr o u p, 2 

s u bj e cts wit h dr e w c o ns e nt d u e t o a d v ers e e v e nts ( A Es). T h e A D Rs o bs er v e d i n t h es e 2 s u bj e cts 

w er e h e a d a c h e, di arr h e a, v o miti n g, f e eli n g h ot, n a us e a, a b d o mi n al p ai n, a n xi et y, a n d s ki n 

e xf oli ati o n. T h e e v e nts s u c h as n a us e a, v o miti n g a n d di arr h e a, a n d h e a d a c h e ar e k n o w n t o b e 

si d e eff e cts of e xisti n g P D E 4 i n hi bit ors. 

T h e p ot e nti al ris ks of M E 3 1 8 3 c a n b e esti m at e d b as e d o n t h e A E pr ofil e of a pr e mil ast ( a P D E 4 

i n hi bit or) pr es e nt e d i n t h e c o m m er ci al l a b eli n g. T h e c o m m o n A Es i n cl u d e di arr h e a, n a us e a, 

v o miti n g, d e pr essi o n, w ei g ht d e cr e as e, u p p er r e s pir at or y tr a ct i nf e cti o n, n as o p h ar y n gitis, 

a b d o mi n al p ai n u p p er, a n d h e a d a c h e ( Ot e zl a p a c k a g e i ns ert, U S A, r e vis e d: 0 4/ 2 0 2 0). Als o, t h e 

m ost c o m m o n si d e eff e ct s of k n o w n or al P D E 4 i n hi bit ors ar e g astr oi nt esti n al ( GI) eff e cts s u c h as 

n a us e a, v o miti n g, a n d di arr h e a.( 7 ) A d diti o n all y, GI m otilit y dis or d er, i nfl a m m at or y fi n di n gs 

i n cl u di n g art eritis/ v as c ulitis, a n d Q T c pr ol o n g ati o n w er e r e p ort e d b as e d o n t h e n o n cli ni c al 

st u di es. 

T h e p ot e nti al si d e eff e cts i d e ntifi e d i n M E 3 1 8 3 n o n cli n i c al st u di es a n d als o i n st u di es i n v ol vi n g 

ot h er or al P D E 4 i n hi bit ors will b e c ar ef ull y m o nit or e d i n t h e c urr e nt st u d y. T h e GI m otilit y 

dis or d er will b e i d e ntifi e d b y m o nit ori n g t h e s u bj e cts f or a n y si g ns of a b d o mi n al dis c o mf ort, 
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a b d o mi n al dist e nsi o n, a b d o mi n al p ai n, n a us e a, v o miti n g, l oss of a p p etit e, a n d c o nsti p ati o n. 

B esi d es t h e a b o v e, all s u bj e cts will b e m o nit or e d f or a n y c ar di o v as c ul ar m a nif est ati o ns usi n g 

vit al si g ns a n d 1 2-l e a d el e ctr o c ar di o gr a m s ( E C Gs) . Dr u g cl ass p ot e nti al eff e cts s u c h as w ei g ht 

l oss a n d m aj or d e pr essi o n will b e m o nit or e d d uri ng t his st u d y. W ei g ht will b e m e as ur e d at 

s c h e d ul e d visits t hr o u g h o ut t h e st u d y t o c h e c k f or  a n y p ot e nti al e x c essi v e w ei g ht l oss. S u bj e cts 

wit h m aj or d e pr essi o n or at ris k f or s ui ci d e wi ll b e e x cl u d e d a n d s ui ci d al i d e ati o n will b e 

ass ess e d at S cr e e ni n g a n d/ or B as eli n e b y C ol u m bi a- S ui ci d e S e v erit y R ati n g S c al e ( C- S S R S). 

C o nsi d eri n g t h e a b o v e s af et y pr ofil e of M E 3 1 8 3, c a uti o n will b e e x er cis e d (i n v esti g at or’s 

j u d g e m e nt) b ef or e r a n d o mi zi n g s u bj e cts wit h a n y cli ni c all y si g nifi c a nt ( C S) c o m or bi diti es 

( c ar di o v as c ul ar, GI, n e ur ol o gi c al, et c.). S e e S e cti o n 8  f or d et ail e d list of i n cl usi o n a n d e x cl usi o n 

crit eri a. 

5. 4  St u d y R ati o n al e 

T his st u d y is d esi g n e d t o ass ess t h e effi c a c y, s af et y, a n d t ol er a bilit y of M E 3 1 8 3 a d mi nist er e d 

or all y f or 1 6 w e e ks i n s u bj e cts wit h m o d er at e t o  s e v er e pl a q u e ps ori asis as a pr o of- of- c o n c e pt 

st u d y. P h as e 1 st u di es wit h M E 3 1 8 3 s h o w e d it w as s af e a n d g e n er all y w ell t ol er at e d i n h e alt h y 

s u bj e cts. T his is t h e first st u d y i n t h e t ar g et p ati e nt p o p ul ati o n. 

Effi c a c y will b e ass ess e d t hr o u g h a s et of v ali d a t e d m e as ur es f or pl a q u e ps ori asis. I n a d diti o n, 

P K a n d  e v al u ati o ns will b e c o n d u ct e d. T h e r es ults of t h e st u d y will 

i nf or m t h e d esi g n a n d t h e d osi n g r e gim e n s of t h e s u bs e q u e nt st u d y. 

5. 5  R ati o n al e f o r D os e S el e cti o n 

F o ur diff er e nt d os e l e v el s (  m g BI D,   m g Q D,   m g BI D a n d   m g Q D) w er e s el e ct e d as 

d osi n g r e gi m e ns f or t his st u d y. T h e d os e r e gi m e ns w er e s el e ct e d b as e d o n t h e r es ults of P h as e 1 

st u di es w hi c h h a v e b e e n c o n cl u d e d t h at M E 3 1 8 3 w as s af e a n d g e n er all y w ell t ol er at e d i n h e alt h y 

s u bj e cts. 

T h e f oll o wi n g p oi nts w er e c o nsi d er e d f or d os e s el e cti o n: 

 T h e d os es w er e s el e ct e d wit hi n t h e r a n g e of d os es t est e d i n t h e S A D a n d M A D c o h orts i n 

P h as e 1 st u di es. 

 T h e n o n cli ni c al st u d y of M E 3 1 8 3 s h o w e d t h at t h e i n hi bit or y a cti vit y of M E 3 1 8 3 t o T N F- α  

pr o d u cti o n w as str o n g er at 3 1 ti m es t h a n t h at of a pr e mil ast. Gi v e n t h at t h e pl as m a 

c o n c e ntr ati o n, t h at is st e a d y-st at e tr o u g h pl as m a c o n c e ntr ati o n ( C tr o u g h) a n d A U C, of s el e ct e d 

d os es of M E 3 1 8 3 w o ul d b e e x p e ct e d t o b e c o m p ar a bl e t o t h er a p e uti c e x p os ur e l e v el 

a nti ci p at e d b y t h e r es ult of t h e n o n cli ni c al st u d y. 

 Hi g h d os es w er e s el e ct e d wit hi n t h e t ol er a bl e d os e ( 2 0 m g p er d a y f or 1 4 d a ys) i n P h as e 1 

st u di es, t o ass ess t h e n e ar m a xi m all y t h er a p e uti c r es p o ns es. E x p os ur e l e v el, t h at is C m a x  a n d 

A U C p er d a y, of s el e ct e d d os es  w er e esti m at e d n ot t o e x c e e d t h e e x p os ur e l e v el of 1 0 m g 

BI D. 
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 B as e d o n t h e P K pr ofil e of M E 3 1 8 3 i n P h as e 1 st u di es, a Q D d osi n g r e gi m e n w as s el e ct e d 

i n a d diti o n t o t h e BI D d o si n g r e gi m e n. 

R ef er t o t h e I B f or c o m pl et e d et ails f or s af et y a n d P K. 
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6  S T U D Y O B J E C TI V E S A N D E N D P OI N T S 

6. 1  St u d y O bj e cti v es 

6. 1. 1  P ri m a r y O bj e cti v e 

 T o e v al u at e t h e effi c a c y of or al M E 3 1 8 3 c o m p ar e d wit h pl a c e b o at W e e k 1 6 i n s u bj e cts 

wit h m o d er at e t o s e v er e pl a q u e ps ori asis as  m e as ur e d b y t h e Ps ori asis Ar e a a n d S e v erit y 

I n d e x ( P A SI) s c or e 

6. 1. 2  S e c o n d a r y O bj e cti v es 

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of or al M E 3 1 8 3 i n s u bj e cts wit h m o d er at e t o 

s e v er e pl a q u e ps ori asis 

 T o e v al u at e t h e effi c a c y of or al M E 3 1 8 3 i n s u bj e cts wit h m o d er at e t o s e v er e pl a q u e 

ps ori asis at v ari o us ti m e p oi nts 

 T o e v al u at e t h e eff e ct of or al M E 3 1 8 3 o n p ati e nt-r e p ort e d o ut c o m e ( P R O) m e as ur es i n 

s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis 

 T o e v al u at e t h e P K of M E 3 1 8 3 a n d its m et a b olit e ( ) i n s u bj e cts wit h m o d er at e t o 

s e v er e pl a q u e ps ori asis w h o ar e tr e at e d wit h or al M E 3 1 8 3 

6. 1. 3  E x pl o r at o r y O bj e cti v es 

6. 2  St u d y E n d p oi nts 

6. 2. 1  P ri m a r y E n d p oi nt 

T h e pri m ar y effi c a c y e n d p oi nt is t h e pr o p orti o n of s u bj e cts a c hi e vi n g ≥  7 5 % r e d u cti o n fr o m 

B as eli n e i n t h e P A SI s c or e ( P A SI- 7 5) at W e e k 1 6. 

6. 2. 2  S e c o n d a r y E n d p oi nts 

6. 2. 2. 1  S af et y E n d p oi nts 

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

 T h e i n ci d e n c e, s e v erit y, a n d s eri o us n ess of A Es r e p ort e d o v er t h e 1 6- w e e k Tr e at m e nt 

P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d 
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 C h a n g es fr o m B as eli n e i n C S p h ysi c al e x a mi n ati o n fi n di n gs a n d vit al si g n m e as ur e m e nts 

( bl o o d pr ess ur e, h e art r at e, r es pir at or y r at e, b o d y t e m p er at ur e, a n d b o d y w ei g ht) o v er t h e 

1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d 

 C h a n g es fr o m B as eli n e i n E C G fi n di n gs o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 

4- w e e k F oll o w- u p P eri o d 

 C h a n g es fr o m B as eli n e i n s af et y l a b or at or y v al u e s ( h e m at ol o g y, c o a g ul ati o n, bl o o d 

c h e mistr y, a n d uri n al ysis) o v er t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w- u p 

P eri o d 

6. 2. 2. 2  Effi c a c y E n d p oi nts 

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

 T h e p er c e nt c h a n g e fr o m B as eli n e i n P A SI s c or e at all visits fr o m W e e k 1 t o W e e k 1 6 

 T h e pr o p orti o n of s u bj e ct s a c hi e vi n g P A SI- 5 0, P A SI- 7 5, P A SI- 9 0, P A SI- 1 0 0 at all visits 

fr o m W e e k 1 t o W e e k 1 6 

 Ti m e t o P A SI- 5 0 a n d P A SI- 7 5 

 T h e pr o p orti o n of s u bj e ct s a c hi e vi n g a S t ati c P h ysi ci a ns Gl o b al Ass ess m e nt (s P G A) 

s c or e of “ 0 ” ( “ cl e ar ”) or “ 1 ” ( “ al m ost cl e ar ”)  c o m bi n e d wit h 2- p oi nt r e d u cti o n o n t h e 

5- p oi nt s P G A s c al e at all visits fr o m W e e k 1 t o W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n aff e ct e d b o d y s u rf a c e ar e a ( B S A) at all visits fr o m W e e k 1 

t o W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n t h e it c h n u m er i c al r ati n g s c al e ( N R S) at all vi sits fr o m 

W e e k 1 t o W e e k 1 6 

 T h e c h a n g e fr o m B as eli n e i n t h e D er m at ol o g y Lif e Q u alit y I n d e x ( D L QI) s c or e at all 

visits fr o m W e e k 1 t o W e e k 1 6 

 P er c e nt a g e of s u bj e cts wit h at l e ast a 5- p oi nt r e d u cti o n fr o m B as eli n e i n t h e D L QI s c or e 

at all visits fr o m W e e k 1 t o W e e k 1 6 

6. 2. 3  P h a r m a c o ki n eti c E n d p oi nt 

T h e P K e n d p oi nt is t h e C tr o u g h of M E 3 1 8 3 a n d its m et a b olit e ( ). 

6. 2. 4  E x pl o r at o r y E n d p oi nts 
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7  I N V E S TI G A TI O N A L P L A N 

7. 1  D es c ri pti o n of O v e r all St u d y D esi g n a n d Pl a n 

T his m ulti- c e nt er, r a n d o mi z e d, d o u bl e- bli n d, pl a c e b o- c o ntr oll e d, p ar all el gr o u p, P h as e 2 a st u d y 

is d esi g n e d t o ass ess t h e effi c a c y a n d s af et y of M E 3 1 8 3 a d mi nist er e d or all y i n s u bj e cts wit h 

m o d er at e t o s e v er e pl a q u e ps ori asis. T h e st u d y c o nsists of a 4- w e e k S cr e e ni n g P eri o d ( D a y - 2 8 

t o D a y - 1), a 1 6- w e e k d o u bl e- bli n d Tr e at m e nt P eri o d ( D a y 1 t o D a y 1 1 3), a n d a 4- w e e k F oll o w-

u p P eri o d ( D a y 1 1 4 t o D a y 1 4 1). T h e t ot al d ur ati o n of st u d y p arti ci p ati o n f or e a c h s u bj e ct is 

a p pr o xi m at el y 2 4 w e e ks. 

N ot e: T h e st u d y dr u g is a d mi nist er e d fr o m D a y 1 t o D a y 1 1 2 i n t h e Tr e at m e nt P eri o d a n d t h e e n d 

of Tr e at m e nt P eri o d ass e ss m e nts will b e p erf or m e d o n D a y 1 1 3. 

T h e d ur ati o n of t h e F oll o w- u p P eri o d is fr o m D a y 1 1 4 t o D a y 1 4 1 a n d t h e e n d of F oll o w- u p 

P eri o d ass ess m e nts will b e p erf or m e d o n D a y 1 4 1. 

A s uit a bl e n u m b er of s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis will b e s cr e e n e d t o 

r a n d o mi z e a p pr o xi m at el y 1 2 5 s u bj e cts a cr oss a p pr o xi mat el y 3 0 st u d y sit es i n t h e U nit e d St at es 

a n d C a n a d a. S u bj e cts will b e  c e ntr all y r a n d o mi z e d ( 2 5 s u bj e cts p er tr e at m e nt gr o u p) i n a 

1: 1: 1: 1: 1 r ati o t o 1 of t h e f oll o wi n g tr e at m e n t gr o u ps t o r e c ei v e or al M E 3 1 8 3 or m at c hi n g 

pl a c e b o f or a d ur ati o n of 1 6 w e e ks. 

 Tr e at m e nt Gr o u p 1:   m g M E 3 1 8 3 BI D a d mi nist er e d or all y:   c a ps ul e of   m g M E 3 1 8 3 

a n d   c a ps ul es of m at c hi n g pl a c e b o i n t h e m or ni n g a n d e v e ni n g 

 Tr e at m e nt Gr o u p 2:   m g M E 3 1 8 3 Q D a d mi nist er e d or all y:   c a ps ul es of   m g M E 3 1 8 3 

a n d   c a ps ul e of m at c hi n g pl a c e b o i n t h e m or ni n g a n d 3 c a ps ul es of m at c hi n g pl a c e b o i n 

t h e e v e ni n g 

 Tr e at m e nt Gr o u p 3:   m g M E 3 1 8 3 BI D a d mi ni st er e d or all y:   c a ps ul e of   m g 

M E 3 1 8 3 a n d   c a ps ul e of   m g M E 3 1 8 3 a n d   c a ps ul e of m at c hi n g pl a c e b o i n t h e 

m or ni n g a n d e v e ni n g 

 Tr e at m e nt Gr o u p 4:   m g M E 3 1 8 3 Q D a d mi nist er e d or all y:   c a ps ul es of   m g M E 3 1 8 3 

i n t h e m or ni n g a n d   c a p s ul es of m at c hi n g pl a c e b o i n t h e e v e ni n g 

 Tr e at m e nt Gr o u p 5: M at c hi n g pl a c e b o BI D a d mi nist er e d or all y:   c a ps ul e s of m at c hi n g 

pl a c e b o i n t h e m or ni n g a n d e v e ni n g 

T o pr o m ot e b al a n c e d all o c ati o n, r a n d o mi z ati o n will b e str atifi e d b y s u bj e ct’s r e c ei pt ( y es/ n o) of 

pr e vi o us tr e at m e nt wit h bi ol o gi c dr u g f or ps ori asi s. E a c h tr e at m e nt gr o u p will i n cl u d e 

r a n d o mi z e d s u bj e cts w h o 1) ar e bi o- n aï v e a n d 2) r e c ei v e d pr e vi o us tr e at m e nt wit h a bi ol o gi c 

dr u g f or ps ori asis. Bi o- n aï v e s u bj e cts will b e r a n d o mi z e d a b o v e 5 0 % of t he pl a n n e d t ot al s u bj e ct 

r a n d o mi z ati o n. Aft er r a n d o mi z ati o n of s u bj e cts h as r e a c h e d t h e m a xi m u m p er c e nt a g e as 

d et er mi n e d b y t h e s p o ns or b as e d o n e nr oll m e nt r at es f or s u bj e cts t h at h a v e r e c ei v e d pr e vi o us 

tr e at m e nt wit h a bi ol o gi c dr u g f or ps ori asis, r an d o mi z ati o n i n t his gr o u p m a y b e st o p p e d a n d t h e 

st u d y sit es will b e i nf or m e d a c c or di n gl y. 
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S cr e e ni n g P eri o d ( D a y - 2 8 t o D a y - 1): 

A s uit a bl e n u m b er of s u bj e cts wit h m o d er at e t o s e v er e pl a q u e ps ori asis will b e s cr e e n e d b as e d o n 

t h e i n cl usi o n a n d e x cl usi o n crit eri a. 

Tr e at m e nt P eri o d ( D a y 1 t o D a y 1 1 3): 

D uri n g t h e Tr e at m e nt P eri o d, t h e first d os e of t h e st u d y dr u g will b e a d mi nist er e d i n t h e e v e ni n g 

u p o n t h e s u bj e ct r et ur ni n g t o t h eir h o m e o n D a y 1 ( Visit 2) a n d t h e l ast d os e will b e s elf-

a d mi nist er e d b y t h e s u bj e ct o n D a y 1 1 2 (t h e d a y b e f or e Visit 8). S u bj e cts will s elf- a d mi nist er t h e 

st u d y dr u g at h o m e w h e n t h e y ar e n ot visiti n g t h e st u d y sit e f or cli ni c al visits (s e e T a bl e 1  f or all 

t h e s c h e d ul e d visits). T h e t ot al n u m b er of c a ps ul es n e e d e d f or at h o m e a d mi nistr ati o n will b e 

dis p e ns e d d uri n g e a c h st u d y sit e visit. S e e S e cti o n 9. 2  f or a d diti o n al d et ail s. 

All r a n d o mi z e d s u bj e cts will b e e v al u at e d f or effi c a c y, s af et y a n d t ol er a bilit y, P K, a n d   

ass ess m e nts at s c h e d ul e d visits  p er S c h e d ul e of A ss ess m e nts (T a bl e 1 ). 

Effi c a c y ass ess m e nts (i e, P A SI, B S A, s P G A, a n d P R O ass ess m e nts [ D L QI a n d t h e it c h N R S]) 

will b e ass ess e d at s c h e d ul e d visits as i n di c at e d i n t h e S c h e d ul e of Ass ess m e nts (s e e T a bl e 1  f or 

all t h e s c h e d ul e d visits). R ef er t o S e cti o n 1 1  f or m or e d et ails o n effi c a c y as s ess m e nts. 

S af et y a n d t ol er a bilit y will b e ass ess e d b y p h ysi c al e x a m, m o nit ori n g f or A Es a n d S A Es, 

d e m o gr a p hi cs, m e di c al hist or y, vit al si g ns, E C G, a n d s af et y l a b or at or y t est s ( h e m at ol o g y, 

c o a g ul ati o n, bl o o d c h e mi str y, a n d uri n al ysis) at s c h e d ul e d visits as i n di c at e d i n t h e S c h e d ul e of 

Ass ess m e nts (s e e T a bl e 1  f or all t h e s c h e d ul e d visits). C o m pl et e d et ails o n t h e s af et y a n d 

t ol er a bilit y ass ess m e nts ar e pr o vi d e d i n S e cti o n 1 2 . 

R ef er t o S e cti o n 1 3 a n d S e cti o n 1 4. 1 f or P K a n d  ass ess m e nts, r es p e cti v el y. 

F oll o w- u p P eri o d ( D a y 1 1 4 t o D a y 1 4 1): 

S u bj e cts will b e f oll o w e d u p t o 4 w e e ks aft er t h e l ast d os e of t h e st u d y tr e at m e nt. R ef er t o 

T a bl e 1  f or a c o m pl et e li st of ass ess m e nts t o b e p erf or m e d d uri n g t h e f oll o w- u p visit. 

Or d er of Ass ess m e nts D uri n g E a c h St u d y Sit e Vi sit: 

T h e f oll o wi n g pri orit y or d er s h o ul d b e c o nsi d er e d  w h e n m or e t h a n 1 ass ess m e nt is r e q uir e d at a 

p arti c ul ar ti m e p oi nt, wit h P K a n d   bl o o d s a m pli n g p erf or m e d at t h e s p e cifi e d ti m e: 

1.  1 2-l e a d E C G 

2.  Vit al si g ns 

3.  Bl o o d s a m pli n g f or s af et y l a b or at or y t ests, P K, a n d   ass ess m e nts 

4.  Effi c a c y ass ess m e nts 

Fi g ur e 1  pr es e nts t h e st u d y d esi g n. 
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Fi g u r e 1.  St u d y D esi g n 

 

A b br e vi ati o ns: Q D = o n c e d ail y; BI D = t wi c e d ail y; N = a p pr o xi m at e n u m b er of s u bj e cts t o b e r a n d o mi z e d. 

7. 2  Dis c ussi o n of St u d y D esi g n 

A d o u bl e- bli n d, r a n d o mi z e d, pl a c e b o- c o ntr oll e d st u d y is c o nsi d er e d a g ol d-st a n d ar d f or 

c o n d u cti n g a n y i nt er v e nti o n al st u d y. T his d esi g n will mi ni mi z e bi as a n d pr o vi d e r ef er e n c e d at a 

(i e, d at a fr o m pl a c e b o tr e at m e nt gr o u p) f or c o m p aris o n of t h e effi c a c y a n d s af et y p ar a m et ers of 

t h e M E 3 1 8 3. 

Ps ori asis is a c hr o ni c i m m u n e- m e di at e d i nfl a m m at or y dis or d er, w hi c h r e q uir es a c hr o ni c 

t h er a p y. Pri m ar y effi c a c y ass ess m e nts of ps ori asis cli ni c al st u di es ar e us u all y p erf or m e d at 1 2 or 

1 6 w e e ks aft er i niti ati o n of st u d y tr e at m e nt. T his is t h er ef or e c o nsi d er e d a n a c c e pt a bl e tr e at m e nt 

d ur ati o n t o o bs er v e a C S r es p o ns e t h at all o ws f or dis cri mi n ati n g a m o n g diff er e nt t est e d d os es of 

M E 3 1 8 3. Pri m ar y e v al u ati o ns of a pr e mil ast, t h e o nl y P D E 4 i n hi bit or c urr e ntl y a p pr o v e d f or 

ps ori asis tr e at m e nt, w er e als o c o n d u ct e d at w e e k 1 6. A 1 6- w e e k Tr e at m e nt P eri o d w as als o 

d e e m e d a c c e pt a bl e f or t h e pl a c e b o ar m b e c a us e ps ori asis is n ot a lif e-t hr e at e ni n g dis e as e; i n c as e 

of u n b e ar a bl e fl ar es, s u bj e cts c a n dis c o nti n u e e arl y fr o m t h e st u d y a n d r e c ei v e a p pr o pri at e 

tr e at m e nt. 

7. 3  E n d of St u d y 

A s u bj e ct will h a v e f ulfill e d t h e r e q uir e m e nts  f or st u d y c o m pl eti o n if/ w h e n t h e s u bj e ct h as 

c o m pl et e d all st u d y p eri o ds (i e, S cr e e ni n g P eri o d, Tr e at m e nt P eri o d, a n d F oll o w- u p P eri o d) as 

i n di c at e d i n t h e S ch e d ul e of Ass ess m e nts ( T a bl e 1 ). 

T h e e n d of t h e st u d y or st u d y c o m pl eti o n will b e t h e l ast s u bj e ct’s l ast visit f or a n y 

pr ot o c ol-r el at e d a cti vit y. 

S cr e e n i n g P eri o d 
( 4 w e e k s ) 

Tr e at m e nt P eri o d 
(1 6 w e e k s ) 

Gr o u p 1 : M E 3 1 8 3  m g BI D 

Gr o u p 2 : M E 3 1 8 3 m g Q D 

F oll o w- u p P eri o d 
( 4 w e e k s ) 

Gr o u p 3 : M E 3 1 8 3  m ~ BI D 

I· 
Da y -2 8 
(W e e k - 4) 

Gr o u p 4 : M E 3 1 8 3 m ~ Q D 

Gr o u p 5 : Pl a c e b o 

·I 
D a y 1 
(W e e k 0) 
R a n d o mi z ati o n 
1: 1 : 1: 1: 1 
( N = 1 2 5 ) 

D a y 1 1 3 
(W e e k 1 6 ) 

) 

D a y 1 4 1 
(W e e k 2 0) 

C CI

C CI

C CI

C CI
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7. 4  E a rl y T e r mi n ati o n 

If a s u bj e ct wit h dr a ws or is t er mi n at e d fr o m stu d y tr e at m e nt pri or t o c o m pl eti o n of all st u d y 

p eri o ds, all d at a c oll e ct e d at Visit 8 ( D a y 1 1 3) s h o ul d b e c oll e ct e d at t h e ti m e of e arl y 

t er mi n ati o n. T h e s u bj e ct will b e as k e d t o r et ur n t o t h e st u d y sit e 4 w e e ks aft er t h e l ast d os e of 

st u d y dr u g t o c o m pl et e t h e f oll o w- u p visit a ss ess m e nts (t h os e p erf or m e d o n D a y 1 4 1) as 

i n di c at e d i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 1 ). 
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8  S E L E C TI O N O F S T U D Y P O P U L A TI O N 

S e cti o n 7. 1  pr o vi d es i nf or m ati o n r e g ar di n g n u m b er of s u bj e cts pl a n n e d t o b e r a n d o mi z e d. 

8. 1  I n cl usi o n C rit e ri a 

I n di vi d u als m ust m e et all of t h e f oll o wi n g crit eri a t o b e i n cl u d e d i n t h e st u d y: 

1.  S u bj e ct is willi n g a n d a bl e t o p arti ci p at e  i n t h e st u d y a n d h as r e a d, u n d erst o o d, a n d 

si g n e d t h e i nf or m e d c o ns e nt f or m (I C F) a c c or di n g t o n ati o n al r e g ul ati o ns. 

2.  S u bj e ct is a m al e or f e m al e a g e d 1 8 t o 7 5 y e ars (i n cl usi v e) at t h e ti m e of c o ns e nt (i e, 

S cr e e ni n g). 

3.  S u bj e ct h as a b o d y m ass i n d e x ( B MI) ≥  1 8. 5 t o < 4 0 k g/ m2  at S cr e e ni n g. 

4.  S u bj e ct h as a di a g n osis of pl a q u e ps ori asis f or ≥  2 4 w e e ks pri or t o S cr e e ni n g. 

5.  T h e s u bj e ct’s s y m pt o ms of pl a q u e ps ori asis ar e st a bl e i n t h e o pi ni o n of t h e i n v esti g at or. 

St a bl e is d efi n e d as n o a c ut e d et eri or ati o n ( e g, p ust ul ati o n or er yt hr o d er m a) wit hi n 1 2 

w e e ks b ef or e S cr e e ni n g a n d n o r e b o u n d of pl a q u e ps ori asis wit hi n 4 w e e ks b ef or e 

S cr e e ni n g. 

6.  T h e s u bj e ct’s s e v erit y of dis e as e m e ets all of t h e f oll o wi n g crit eri a: 

 Ps ori ati c pl a q u es m ust c o v er ≥  1 0 % of B S A at S cr e e ni n g a n d B as eli n e 

 P A SI s c or e 1 2 t o 4 0 at S cr e e ni n g a n d B as eli n e 

 s P G A ≥  3 at S cr e e ni n g a n d B as eli n e 

7.  S u bj e ct is d e e m e d b y i n v esti g at or t o b e eli gi bl e f or p h ot ot h er a p y or s yst e mi c t h er a p y. 

8.  S u bj e ct a gr e es t o a v oi d pr ol o n g e d e x p os ur e t o s u nli g ht or us e of artifi ci al s u n b at hi n g 

( e g, t a n ni n g b o ot hs) or ot h er ultr a vi ol et ( U V) li g ht s o ur c es d uri n g t h e Tr e at m e nt P eri o d. 

9.  S u bj e ct, if f e m al e a n d of c hil d b e ari n g p ot e nti al, m ust h a v e a n e g ati v e s er u m pr e g n a n c y 

t est at S cr e e ni n g a n d n e g ati v e uri n e pre g n a n c y t est at B as eli n e. A n y w o m e n of 

c hil d b e ari n g p ot e nti al ( W O C B P) m ust a gr e e t o  s e x u al a bsti n e n c e or t o us e a hi g hl y 

eff e cti v e c o ntr a c e pti v e m e as ur e st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e 

Tr e at m e nt P eri o d, a n d f or at l e ast 4 w e e ks aft e r t a ki n g t h e l ast d os e of st u d y tr e at m e nt. A 

f e m al e s u bj e ct is c o nsi d er e d t o b e a W O C B P aft er m e n ar c h e a n d u ntil s h e i s i n a 

p ost m e n o p a us al st at e f or 1 2 m o nt hs or ot h er wis e p er m a n e ntl y st eril e (f or w hi c h 

a c c e pt a bl e m et h o ds i n cl u d e h yst er e ct o m y, bi l at er al s al pi n g e ct o m y, a n d bil at er al 

o o p h or e ct o m y). F or t h e d efi niti o n a n d a c o m pl et e list of a c c e pt a bl e c o ntr a c e pti v e 

m e as ur es s e e A P P E N DI X 1 . 

1 0.  S u bj e ct, if a f ertil e m al e, a gr e es t o s e x u al a bsti n e n c e or t o us e a c o n d o m d uri n g s e x u al 

a cti vit y wit h t h eir f e m al e p art n er of c hil d b e ari n g p ot e nti al st arti n g at S cr e e ni n g, 

c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P e ri o d, a n d f or at l e ast 4 w e e ks aft er t a ki n g 
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t h e l ast d os e of st u d y tr e at m e nt. A m al e s u bj e ct is c o nsi d er e d f ertil e aft er p u b ert y u nl ess 

p er m a n e ntl y st eril e b y bil at er al or c hi d e ct o m y. A d diti o n all y, if t h eir p art n er is a W O C B P, 

t h e n t h eir p art n er s h o ul d b e a d vis e d t o use a hi g hl y eff e cti v e c o ntr a c e pti v e m e as ur e 

d uri n g s e x u al a cti vit y st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt 

P eri o d, a n d f or at l e ast 4 w e e ks aft er t a ki n g  t h e l ast d os e of st u d y tr e at m e nt. F or t h e 

d efi niti o n a n d a c o m pl et e li st of a c c e pt a bl e c o ntr a c e pti v e m e as ur es s e e A P P E N DI X 1 . 

1 1.  S u bj e ct, if f e m al e, m ust a gr e e t o n ot d o n at e, or r etri e v e f or h er o w n us e, o v a st arti n g at 

S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d f or at l e ast 4 w e e ks 

aft er t a ki n g t h e l ast d os e of st u d y tr e at m e nt. 

1 2.  S u bj e ct, if m al e, m ust a gr e e t o n ot fr e e z e or d o n at e s p er m st arti n g at S cr e e ni n g, 

c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P e ri o d, a n d f or at l e ast 4 w e e ks aft er t a ki n g 

t h e l ast d os e of st u d y tr e at m e nt. 

8. 2  E x cl usi o n C rit e ri a 

I n di vi d u als m e eti n g a n y of t h e f oll o wi n g crit eri a at S cr e e ni n g or B as eli n e ( as a p pli c a bl e) ar e 

i n eli gi bl e t o p arti ci p at e i n t his st u d y: 

1.  S u bj e ct h as a di a g n osis of n o n- pl a q u e ps ori asis ( pr e d o mi n a ntl y g utt at e, p ust ul ar, 

i n v ers e, or er yt hr o d er mi c) or dr u g-i n d u c e d ps ori asis. 

2.  S u bj e ct h as a n y u nst a bl e or C S ( as d et er mi n e d b y t h e i n v esti g at or) c ar di a c, 

e n d o cri n ol o gi c, g astr o e nt er ol o gi c, p ul m o n ar y, n e ur ol o gi c, ps y c hi atri c (s u c h as m aj or 

d e pr essi o n), h e p ati c, r e n al, h e m at ol o gi c, i m m u n ol o gi c dis e as e, or ot h er dis e as e ( e g, 

u n c o ntr oll e d di a b et es) t h at w o ul d pl a c e t h e s u bj e ct at u n a c c e pt a bl e ris k if t h e y w er e t o 

p arti ci p at e i n t h e st u d y. 

3.  S u bj e ct h as s ui ci d al i d e ati o n or b e h a vi or i n t h e p ast 1 2 m o nt hs as i n di c at e d b y a p ositi v e 

r es p o ns e ( y e s) t o q u esti o ns 3, 4, or 5 o n t h e C- S S R S c o m pl et e d at S cr e e ni n g a n d/ or at 

B as eli n e. 

4.  S u bj e ct h as a pr es e nt r e c urr e nt m e di c al c o n diti o n ass o ci at e d wit h si g nifi c a nt GI e v e nts 

( e g, n a us e a, v o miti n g, c o nsti p ati o n, a b d o mi n al p ai n, di arr h e a). 

5.  S u bj e ct h as a n y c o n diti o n t h at w o ul d c o nf o u n d t h e a bilit y t o i nt er pr et d at a fr o m t h e 

st u d y ( e g, e c z e m a, at o pi c d er m atitis, l u p us, i nfl a m m at or y b o w el dis e as e). 

6.  S u bj e ct h as a n y d e gr e e of d ys p h a gi a t h at m a y i nt erf er e wit h t h e or al d osi n g of t h e st u d y 

tr e at m e nt. 

7.  S u bj e ct h as a hist or y of all er g y or h y p ers e nsiti vit y t o a n y c o m p o n e nt of t h e st u d y 

tr e at m e nts. 

8.  S u bj e cts w h o h a v e h a d a pri or l a b or at or y c o nfir m e d C O VI D- 1 9 t est or h a v e b e e n i n 

cl os e p h ysi c al c o nt a ct ( 6 f e et or cl os er f or at l e ast 1 5 mi n ut es) wit h a p ers o n w h o is 



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 3 8  of 8 9  

k n o w n t o h a v e l a b or at or y c o nfir m e d C O VI D- 1 9 or wit h a n y o n e w h o h as a n y s y m pt o ms 

c o nsist e nt wit h C O VI D- 1 9 wit hi n t h e p ast 1 4 d a ys at S cr e e ni n g or B as eli n e. 

9.  S u bj e cts e x p eri e n ci n g a n y of t h e f oll o wi n g s y m pt o ms at S cr e e ni n g or B as eli n e: 

 F e v er or c hills 
 C o u g h 
 S h ort n ess of br e at h or diffi c ult y br e at hi n g 
 F ati g u e 
 M us cl e or b o d y a c h es 
 H e a d a c h e 
 N e w l oss of t ast e or s m ell 
 S or e t hr o at 
 C o n g esti o n or r u n n y n os e 
 N a us e a or v o miti n g 
 Di arr h e a 

1 0.  S u bj e ct h as a cti v e or c hr o ni c h e p atitis B vir us ( H B V) or h e p atitis C vir us ( H C V) 

i nf e cti o n as p er S cr e e ni n g vir al s er ol o g y t ests. E x c e pti o n: If t h e s u bj e ct h a s r e c ei v e d 

d o c u m e nt e d tr e at m e nt w hi c h w as c ur ati v e f or  H C V a n d t ests n e g ati v e f or H C V R N A at 

S cr e e ni n g, t h e s u bj e ct m a y b e c o nsi d er e d f or r a n d o mi z ati o n. 

1 1.  S u bj e ct is p ositi v e f or t h e HI V a nti b o di es ( HI V- 1 or HI V- 2) at S cr e e ni n g or h as a 

hist or y of c o n g e nit al or a c q uir e d i m m u n o d efi ci e n c y ( e g, c o m m o n v ari a bl e 

i m m u n o d efi ci e n c y dis e as e). 

1 2.  S u bj e ct h as a r e c e nt hist or y of dr u g, s u bst a n c e, or al c o h ol a b us e/ d e p e n d e n c e wit hi n 

1 y e ar pri or t o S cr e e ni n g as d et er mi n e d b y t h e i n v esti g at or. 

1 3.  S u bj e ct h as a n a cti v e i nf e cti o n ( b a ct eri a, vi r al, f u n g al, et c.) r e q uiri n g tr e at m e nt wit h 

s yst e mi c a nti bi oti cs wit hi n 4 w e e ks of S cr e e ni n g. A n y tr e at m e nt f or s u c h i nf e cti o ns 

m ust b e c o m pl et e d at l e a st 4 w e e ks pri or t o S cr e e ni n g. 

1 4.  S u bj e ct h as a cti v e t u b er c ul osis or hist or y of i n c o m pl et el y tr e at e d t u b er c ul osis p er 

m e di c al hist or y. 

1 5.  S u bj e ct h as a m ali g n a n c y or hist or y of m ali g n a n c y ( e x c e pt f or tr e at e d [i e, c ur e d] b as al 

c ell or s q u a m o us c ell i n sit u s ki n c ar ci n o m as a n d tr e at e d [i e, c ur e d] c er vi c al 

i ntr a e pit h eli al n e o pl asi a or c ar ci n o m a i n sit u of t h e c er vi x wit h n o e vi d e n c e of 

r e c urr e n c e). 

1 6.  S u bj e ct is pr e g n a nt or br e astf e e di n g at S cr e e ni n g or at B as eli n e. 

1 7.  S u bj e ct h as a hist or y of l a c k of effi c a c y (i n a d e q u at e effi c a c y w h e n us e d i n a d e q u at e 

d os e a n d d ur ati o n i n a c c or d a n c e wit h t h e a p pr o v e d l a b el) t o a n y bi ol o gi c al pr o d u cts f or 

ps ori asis. 
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1 8.  S u bj e ct h as r e c ei v e d 2 or m or e bi ol o gi c al  pr o d u ct s i n t h e p ast f or t h e tr e at m e nt of 

ps ori asis. 

1 9.  S u bj e ct h as a hist or y of l a c k of effi c a c y t o 2 or m or e n o n- bi ol o gi c s yst e mi c t h er a p y d u e 

t o i n a d e q u at e effi c a c y w h e n a d mi nist er e d i n a d e q u at e d os e a n d d ur ati o n i n a c c or d a n c e 

wit h t h eir l a b el ( a p pr o v e d i n t h e s u bj e ct’s c o u ntr y)  f or ps ori asis. 

2 0.  S u bj e ct h as r e c ei v e d a n y pri or tr e at m e nt wi t h a pr e mil ast or a n y ot h er P D E 4 i n hi bit or. 

2 1.  S u bj e ct h as r e c ei v e d ust e ki n u m a b, s e c u ki n u m a b, br o d al u m a b, i x e ki z u m a b, g us el k u m a b, 

ris a n ki z u m a b, til dr a ki z u m a b, or bri a ki n u m a b ( or a n y ot h er t h er a p e uti c a g e nt t ar g eti n g 

I L- 1 2, I L- 1 7, or I L- 2 3) wit hi n 2 4 w e e ks of first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 2.  S u bj e ct h as r e c ei v e d T N F- α  i n hi bit or(s)/ bl o c k er(s) wit hi n 8 w e e ks of first a d mi nistr ati o n 

of st u d y tr e at m e nt. 

2 3.  S u bj e ct h as r e c ei v e d n at ali z u m a b ( a n i nt e gri n r e c e pt or a nt a g o nist), or a g e nts t h at 

m o d ul at e B c ells or T c ells ( e g, al e mt u z u m a b, a b at a c e pt, al ef a c e pt) wit hi n 1 2 w e e ks of 

first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 4.  S u bj e ct h as r e c ei v e d rit u xi m a b wit hi n 2 4 w e e ks of first a d mi nistr ati o n of st u d y 

tr e at m e nt. 

2 5.  S u bj e ct h as r e c ei v e d a n y s yst e mi c i m m u n os u p pr es s a nts ( e g, m et h otr e x at e, a z at hi o pri n e, 

c y cl os p ori n e, 6-t hi o g u a ni n e, m er c a pt o p uri n e , m y c o p h e n ol at e m of etil, h y dr o x y ur e a, 

t a cr oli m us), a n y pr ot ei n ki n as e i n hi bit or ( eg, t of a citi ni b, b ari citi ni b, p efi citi ni b, 

u p a d a citi ni b), or a n a ki nr a wit hi n 4 w e e ks of t h e first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 6.  S u bj e ct h as r e c ei v e d p h ot ot h er a p y ( e g, ultr a vi ol et B i n cl u di n g n arr o w b a n d ultr a vi ol et 

B, G o e c k er m a n t h er a p y, a n d e x ci m er l as er or ps or al e n ultr a vi ol et A) or a n y s yst e mi c 

m e di c ati o ns/tr e at m e nts t h at c o ul d aff e ct ps or i asis or s P G A e v al u ati o n (i n cl u di n g, b ut n ot 

li mit e d t o, or al or i nj e ct a bl e c orti c ost er oids, r eti n oi ds, 1, 2 5- di h y dr o x y vit a mi n D 3 a n d 

a n al o g u es, ps or al e ns, s ulf as al a zi n e, or f u m ari c a ci d d eri v ati v es) wit hi n 4 w e e ks of t h e 

first a d mi nistr ati o n of st u d y tr e at m e nt. 

2 7.  S u bj e ct h as h a d a r e c e nt i niti ati o n of a dr u g t h at is k n o w n t o p ot e nti all y c a u s e or 

e x a c er b at e ps ori asis (i n cl u di n g, b ut n ot li mit e d t o, b et a- bl o c k ers, lit hi u m, a n d 

a nti- m al ari als) wit hi n t h e 8 w e e ks pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt; a 

s u bj e ct w h o h as b e e n o n a st a bl e d os e f or at l e ast 8 w e e ks pri or t o t h e first 

a d mi nistr ati o n of st u d y tr e at m e nt wit h o ut e x a c er b ati o n of ps ori asis m a y b e r a n d o mi z e d 

a n d d o es n ot n e e d t o dis c o nti n u e t h es e m e di c ati o n s. 

2 8.  S u bj e ct h as us e d t o pi c al m e di c ati o ns/tr e at m e nts t h at c o ul d aff e ct ps ori asis or s P G A 

e v al u ati o n (i n cl u di n g, b ut n ot li mit e d t o, c or ti c ost er oi ds, a nt hr ali n, c al ci p otri e n e, t o pi c al 

vit a mi n D d eri v ati v es, r eti n oi ds, t a z a r ot e n e, m et h o x s al e n, tri m et h yl ps or al e n, 

pi m e cr oli m us, t a cr oli m us, or P D E 4 i n hi bit or) wit hi n 2 w e e ks of t h e first a d mi nistr ati o n 

of st u d y tr e at m e nt. 
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2 9.  S u bj e ct h as r e c ei v e d a n i n v esti g ati o n al dr u g f or bi ol o gi c t h er a p y wit hi n t h e pr e vi o us 

2 4 w e e ks pri or t o t h e first a d mi ni str ati o n of st u d y tr e at m e nt or r e c ei v e d a n y ot h er 

n o n- bi ol o gi c i n v esti g ati o n al t h er a p y/ dr u gs or d e vi c e wit hi n 4 w e e ks or 5 h alf-li v es 

( w hi c h e v er is l o n g er) pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt. 

3 0.  S u bj e ct h as r e c ei v e d a n y pri or tr e at m e nt wit h M E 3 1 8 3. 

3 1.  S u bj e ct h as a n y of t h e f oll o wi n g a b n or m al l a b or at or y t est fi n di n gs at S cr e e ni n g. 

 A b n or m al h e p ati c f u n cti o n 
o  As p art at e a mi n otr a ns a mi n as e or al a ni n e a mi n otr a ns a mi n as e ≥  2 × u p p er li mit 

of n or m al or 
o  T ot al bilir u bi n ≥  2 × u p p er li mit of n or m al, u nl ess t h e s u bj e ct h as a di a g n osis 

of Gil b ert’s s y n dr o m e  
 W hit e bl o o d c ell c o u nt < 3 0 0 0/ m m 3  ( < 3. 0 × 1 09 / L) 
 N e utr o p hil c o u nt < 1 0 0 0/ m m 3  ( < 1. 0 × 1 09 / L) 
 Pl at el et c o u nt < 1 0 0, 0 0 0/ μ L ( <  1 0 0 × 1 09 / L) 
 H e m o gl o bi n < 8. 0 g/ d L 
 Cr e ati ni n e cl e ar a n c e esti m at e d b y C o c k cr oft- G a ult f or m ul a < 6 0 m L/ mi n 
 H e m o gl o bi n A 1 c > 9. 0 % 

3 2.  S u bj e ct h as a C S a b n or m alit y o n a 1 2-l e a d E C G or Q T c F > 4 5 0 ms e c at S cr e e ni n g or 

B as eli n e. 

3 3.  S u bj e ct h as a s yst oli c bl o o d pr ess ur e ≥  1 6 0 m m H g or a di ast oli c bl o o d pr es s ur e 

≥  1 0 0 m m H g ( b as e d o n at l e ast 2 r e p e at m e as ur e m e nts) at S cr e e ni n g. 

3 4.  Pris o n ers or s u bj e cts w h o ar e i n c ar c er at e d f or a n y r e as o n. 

3 5.  S u bj e ct h as a n y ot h er f a ct or c o nstit uti n g dis q u alifi c ati o n f or st u d y i n cl usi o n i n t h e 

j u d g e m e nt of t h e i n v esti g at or. 

S e e A P P E N DI X 2  f or d et ails o n t h e m e di c ati o ns a n d pr o c e d ur es t h at ar e pr o hi bit e d pri or t o 

r a n d o mi z ati o n a n d d uri n g t h e c o urs e of t h e st u d y u nl ess ot h er wis e s p e cifi e d. 

8. 3  R es c r e e ni n g 

I n di vi d u als w h o f ail e d t h e i niti al S cr e e ni n g m a y b e c o nsi d er e d f or r es cr e e ni n g u p t o 1 ti m e, u p o n 

a p pr o v al of S p o ns or a n d/ or M e di c al M o nit or o n a c as e- b y- c as e b asis. All as s ess m e nts will b e 

r e p e at e d w h e n r es cr e e ni n g. W h e n r e-t esti n g wit hi n t h e s a m e 2 8- d a y S cr e e ni n g P eri o d, o nl y t h e 

e x cl usi o n ar y l a b or at or y t ests will b e r e p e at e d o n c e i n c as e t h e e x cl usi o n ar y l a b or at or y r es ult w as 

n ot d u e t o a p at h ol o gi c al c o n diti o n a n d w as o c c asi o n al ( e x c e pt f or i n di vi d u als w h o h a v e p ositi v e 

vir al s er ol o g y r es ults). 

8. 4  St u d y Wit h d r a w al, R e m o v al, a n d R e pl a c e m e nt of S u bj e cts 

Alt h o u g h t h e i m p ort a n c e of c o m pl eti n g t h e e ntir e cli n i c al st u d y will b e e x pl ai n e d t o t h e s u bj e cts, 

a n y s u bj e ct is fr e e t o dis c o nti n u e his/ h er p arti ci p ati o n i n t h e st u d y at a n y ti m e a n d f or w h at e v er 
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r e as o n, s p e cifi e d or u ns p e cifi e d, a n d wit h o ut a n y pr ej u di c e. N o c o nstr ai nts ar e t o b e i m p os e d o n 

t h e s u bj e ct, a n d w h e n a p pr o pri at e, a s u bj e ct m a y b e tr e at e d wit h ot h er c o n v e nti o n al t h er a p y 

w h e n cli ni c all y i n di c at e d. I n v esti g at ors or t h e S p o ns or c a n als o wit h dr a w s u bj e cts fr o m t h e 

cli ni c al st u d y if d e e m e d t o b e n e c ess ar y. 

If a s u bj e ct dis c o nti n u es st u d y tr e at m e nt a n d/ or is wit h dr a w n fr o m t h e st u d y f or a n y r e as o n, t h e 

st u d y sit e m ust i m m e di at el y n otif y t h e M e di c al M o nit or. T h e d at e a n d t h e r e as o n f or st u d y 

dis c o nti n u ati o n m ust b e r e c or d e d o n t h e el e ctr o ni c c as e r e p ort f or m ( e C R F). S u bj e cts w h o d o n ot 

c o m pl et e or dis c o nti n u e e arl y fr o m t h e st u d y tr e at m e n t will b e as k e d t o r et ur n t o t h e st u d y sit e t o 

c o m pl et e ass ess m e nts as i n di c at e d i n t h e S c h e d ul e of Ass ess m e nts ( T a bl e 1 ). 

I n t h e e v e nt t h at a s u bj e ct dis c o nti n u es pr e m at ur el y fr o m t h e st u d y tr e at m e nt b e c a us e of a T E A E 

or s eri o us T E A E, h e/s h e will b e f oll o w e d u p u ntil  it r es ol v es (r et ur ns t o n or m al or B as eli n e 

v al u es) or st a bili z es, or u ntil it is j u d g e d b y t h e i n v esti g at or t o n o l o n g er b e C S. If a T E A E or 

S A E is c a usi n g a l o n g-t er m eff e ct a n d c o ul d n ot b e f oll o w e d u ntil r es ol uti o n, t h e r e as o n f or n ot 

f oll o wi n g u p a n y f urt h er m ust b e r e c or d e d i n t h e s o ur c e d o c u m e nt. 

O n c e a s u bj e ct is wit h dr a w n fr o m t h e st u d y, t h e s u bj e ct c a n n ot r e e nt er t h e st u d y. 

A s u bj e ct m a y v ol u nt aril y wit h dr a w or b e wit h dr a w n  fr o m t h e st u d y tr e at m e nt or t h e st u d y at a n y 

ti m e f or r e as o ns i n cl u di n g, b ut n ot li mit e d t o, t h e f oll o wi n g: 

 pr o gr essi v e dis e as e 

 u n a c c e pt a bl e t o xi cit y or A E 

 Q T i nt er v al c orr e ct e d usi n g Fri d eri ci a’s f or m ul a ( Q T c F) > 5 0 0 ms e c 

 s u bj e ct wit h dr a w al of c o ns e nt: at a n y ti m e, a s u bj e ct's p arti ci p ati o n i n t h e st u d y m a y b e 

t er mi n at e d at his/ h er r e q u est or o n t h e b asis of t h e i n v esti g at or’s cli ni c al j u d g e m e nt. T h e 

r e as o n f or s u bj e ct wit h dr a w al will b e n ot e d i n t h e e C R F 

 i nt er c urr e nt ill n ess: a c o n diti o n, i nj ur y, or dis e as e u nr el at e d t o t h e pri m ar y di a g n osis t h at 

b e c a m e a p p ar e nt d uri n g tr e at m e nt a n d n e c essit at e d t h e s u bj e ct ’s t er mi n ati o n fr o m t h e 

st u d y 

 g e n er al or s p e cifi c c h a n g es i n t h e s u bj e ct's c o n diti o n t h at r e n d ers hi m/ h er i n eli gi bl e f or 

f urt h er tr e at m e nt a c c or di n g t o t h e i n cl usi o n/ e x cl usi o n crit eri a 

 s u bj e ct f ails t o a d h er e t o t h e pr ot o c ol r e q uir e m e nt s ( e g, dr u g n o n c o m pli a n c e, f ail ur e t o 

r et ur n f or d efi n e d n u m b er of visits, us e d or r e q uir e t o us e a n y of t h e pr o hi bit e d 

c o n c o mit a nt m e di c ati o n or pr o c e d ur es [ s e e A P P E N DI X 2 ]) 

 l ost t o f oll o w- u p: t h e s u bj e ct st o p p e d c o mi n g f or visits, a n d st u d y p ers o n n el ar e u n a bl e t o 

c o nt a ct t h e s u bj e ct 

 s u bj e ct h as a n y ot h er f a ct or c o nstit uti n g dis q u alifi c ati o n f or st u d y i n cl usi o n i n t h e 

j u d g e m e nt of t h e i n v esti g at or 



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 4 2  of 8 9  

 pr e g n a n c y, as i n di c at e d i n S e cti o n 1 2. 6. 6 . 

A d diti o n all y, t h e S p o ns or m a y st o p t h e st u d y at a n y ti m e f or s af et y, r e g ul at or y, l e g al, or ot h er 

r e as o ns ali g n e d wit h G o o d Cli ni c al Pr a cti c e ( G C P). T his st u d y m a y b e t er mi n at e d at t h e 

dis cr eti o n of t h e S p o ns or or a n y r e g ul at or y a g e n c y. A n i n v esti g at or m a y el e ct t o dis c o nti n u e or 

st o p t h e st u d y at his or h er st u d y sit e f or a n y r e as o n, i n cl u di n g s af et y or l o w r a n d o mi z ati o n. 

Wit h dr a w n s u bj e cts m a y n ot b e r e pl a c e d o n c e r a n d o mi z e d. 

8. 4. 1  P r e g n a n c y 

T h e s af et y of M E 3 1 8 3 i n pr e g n a nt or l a ct ati n g w o m e n h as n ot b e e n est a blis h e d. 

S u bj e cts will b e i nstr u ct e d t h at a k n o w n or s us p e ct e d pr e g n a n c y o c c urri n g d uri n g t h e st u d y will 

b e c o nfir m e d b y s er u m t e sti n g a n d r e p ort e d t o t h e i n v esti g at or. If a s u bj e ct b e c o m es pr e g n a nt, 

t h e i n v esti g at or m ust wit h dr a w t h e s u bj e ct fr o m t h e st u d y tr e at m e nt wit h o ut d el a y. T h e s u bj e ct 

m ust n ot r e c ei v e a n y f urt h er d os es of t h e st u d y dr u g a n d will b e as k e d t o r et ur n f or t h e f oll o w- u p 

visit 4 w e e ks aft er t h e l ast d os e of st u d y dr u g. T h e i n v esti g at or s h o ul d als o b e n otifi e d of 

pr e g n a n c y o c c urri n g d uri n g t h e st u d y b ut c o nfir m e d aft er c o m pl eti o n of t h e st u d y. I n t h e e v e nt 

t h at a f e m al e s u bj e ct or f e m al e p art n er of a m al e su bj e ct is s u bs e q u e ntl y f o u n d t o b e pr e g n a nt 

aft er i n cl usi o n i n t h e st u d y, a n y pr e g n a n c y will b e f oll o w e d t o t er m, a n d t h e st at us of m ot h er a n d 

c hil d will b e r e p ort e d t o t h e S p o ns or ( or d esi g n e e) aft er d eli v er y. S e e S e cti o n 1 2. 6. 6  f or f urt h er 

r e p orti n g a n d m o nit ori n g d et ails. 

T h e i n v esti g at or s h o ul d n otif y t h e S p o ns or ( or d esi g n e e) o n a Pr e g n a n c y R e p orti n g f or m wit hi n 

2 4 h o urs of k n o wl e d g e of t h e pr e g n a n c y. F ull d et ails of t h e pr e g n a n c y will b e r e c or d e d o n t h e 

wit h dr a w al p a g e ( e xit f or m) of t h e e C R F, or a n S A E r e p ort will b e c o m pl et e d if t h e s u bj e ct h as 

c o m pl et e d t h e st u d y. Pr e g n a n c y is n ot t o b e c o nsi d er e d a n A E; h o w e v er, s p o nt a n e o us 

mis c arri a g es, c o n g e nit al a b n or m aliti es, a n d a n y pr e m at ur e t er mi n ati o n of pr e g n a n c y will b e 

r e p ort e d as S A Es as d es cri b e d i n S e cti o n 1 2. 6. 6 . 

8. 4. 2  L ost t o F oll o w- U p 

A s u bj e ct will b e c o nsi d er e d l ost t o f oll o w- u p if h e or s h e r e p e at e dl y f ails t o r et ur n f or s c h e d ul e d 

visits a n d is u n a bl e t o b e c o nt a ct e d b y t h e st u d y c e nt er. 

R e as o n a bl e eff orts will b e m a d e t o c o nt a ct s u bj e ct s w h o ar e l ost t o f oll o w- u p. T h es e eff orts m ust 

b e d o c u m e nt e d i n t h e s u bj e ct’s s o ur c e d o c u m e nt.  
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9  T R E A T M E N T S 

9. 1  D et ails of St u d y T r e at m e nts 

M E 3 1 8 3 (  m g,   m g,   m g, a n d   m g) a n d a m at c hi n g pl a c e b o will b e pr e p ar e d usi n g t h e 
f oll o wi n g M E 3 1 8 3 a n d pl a c e b o c a ps ul es: 

 M E 3 1 8 3 C a ps ul e   m g 

 M E 3 1 8 3 C a ps ul e   m g 

 M E 3 1 8 3 Pl a c e b o C a ps ul e 

R ef er t o t h e I B f or c o m pl et e d et ails o n t h e st u d y tr e at m e nt. 

A d esi g n at e d p h ar m a cist will dis p e ns e t h e st u d y dr u gs at e a c h visit. A d diti o n al d et ails o n 
dis p e nsi n g of t h e st u d y dr u gs will b e pr o vi d e d i n t h e p h ar m a c y m a n u al. 

9. 1. 1  D es c ri pti o n of A cti v e St u d y T r e at m e nt 

M E 3 1 8 3 is a w hit e cr yst alli n e p o w d er t h at is f or m ul at e d as c a ps ul es. 

9. 1. 2  D es c ri pti o n of Pl a c e b o St u d y T r e at m e nt 

Pl a c e b o will b e i d e nti c al i n a p p e ar a n c e t o a cti v e st u d y tr e at m e nt a n d c o nt ai ns t h e s a m e i n a cti v e 

i n gr e di e nts as t h e a cti v e f or m ul ati o n b ut wit h o ut t h e a cti v e i n gr e di e nt. 

9. 1. 3  P a c k a gi n g a n d L a b eli n g 

T h e i n v esti g ati o n al st u d y dr u gs will b e p a c k a g e d  a n d l a b el e d a c c or di n g t o a p pli c a bl e l o c al a n d 

r e g ul at or y r e q uir e m e nts. L a b eli n g will f ulfill t h e G o o d M a n uf a ct uri n g Pr a cti c e r e q uir e m e nts a n d 

will c o m pl y wit h l e g al r e q uir e m e nts of e a c h c o u ntr y. M E 3 1 8 3/ pl a c e b o c a p s ul es ar e p a c k a g e d i n 

pr ess t hr o u g h p a c k s h e et ( 2 1 c a ps ul es p er s h e et) a n d a c hil d-r esist a nt blist er p a c k. Blist er p a c ks 

will b e dis p e ns e d b y a d e si g n at e d p h ar m a cist  at e a c h visit f or m or ni n g a n d e v e ni n g d os es. 

Cli ni c al s u p pli es ar e t o b e dis p e ns e d o nl y i n a c c or d a n c e wit h t h e pr ot o c ol. St u d y dr u g l a b els will 

n ot b e ar a n y st at e m e nt t h at is f als e or misl e a di n g i n a n y m a n n er or r e pr es e nt t h at t h e st u d y dr u g 

is s af e or eff e cti v e f or t h e p ur p os es f or w hi c h it is b ei n g i n v esti g at e d. L a b els o n t h e blist er p a c ks 

will c o nt ai n t h e f oll o wi n g o p e n-l a b el i nf or m ati o n: 

 Pr ot o c ol n u m b er 

 M e di c ati o n n u m b er 

 E x pir ati o n d at e 

 I d e nti c al b at c h n u m b er 

 C o nt e nt: 2 1 c a ps ul es/ s h e et, 2 s h e ets/ c hil d-r esist a nt blist er p a c k  

 St or a g e c o n diti o n:  ° C t o  ° C ( ° F t o  ° F) 

 Dir e cti o ns: F or or al us e 

 C a uti o n: N e w Dr u g –  I n v esti g ati o n al Us e O nl y 

 S p o ns or n a m e a n d a d dr ess 

C CI C CI C CI C CI

C CI

C CI

C CI C CI C CI C CI
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9. 1. 4  St u d y D r u g St o r a g e 

All st u d y dr u g s u p pli es m ust b e st or e d at a m bi e n t t e m p er at ur e ( ° C t o  ° C [ ° F t o  ° F]). 

St u d y dr u gs m ust b e r e c ei v e d b y a d esi g n at e d p ers o n at t h e st u d y sit e, h a n dl e d a n d st or e d s af el y 

a n d pr o p erl y, a n d k e pt i n a s e c ur e d l o c ati o n i n  a c c or d a n c e wit h t h e l a b el e d st or a g e c o n diti o ns. 

9. 1. 5  St u d y D r u g R et e nti o n 

St u d y dr u g m ust b e r et ai n e d u ntil c o m pl eti o n or t er mi n ati o n of t h e st u d y, a n d writt e n 

a ut h ori z ati o n fr o m t h e S p o ns or h as b e e n r e c ei v e d. T h e d et ails r e g ar di n g t h e st u d y dr u g r et e nti o n 

will b e d et ail e d i n t h e P h ar m a c y M a n u al. All u n us e d a n d us e d st u d y dr u g s h o ul d b e r et ur n e d t o 

t h e distri b ut or, if s p e cifi e d b y S p o ns or. It is t h e in v esti g at or’s r es p o nsi bilit y t o e ns ur e t h at t h e 

S p o ns or h as pr o vi d e d writt e n a ut h ori z ati o n pri or t o  r et ur n or d estr u cti o n, a n d t h at a p pr o pri at e 

r e c or ds of t h e dis p os al ar e d o c u m e nt e d a n d m ai nt ai n e d. N o us e d or u n us e d st u d y dr u g m a y b e 

dis p os e d u ntil f ull y a c c o u nt e d f or b y t h e st u d y m o nit or. 

9. 2  D os a g e S c h e d ul e 

T h e first d os e of t h e st u d y dr u g will  b e a d mi nist er e d i n t h e e v e ni n g ( u p o n r et ur ni n g t o t h eir h o m e 

aft er t h e D a y 1 [ Visit 2] ass ess m e nts ar e c o m p l et e d) wit hi n a p pr o xi m at el y 3 0 mi n ut es aft er a 

st a n d ar d m e al a n d t h e l ast d os e wi ll b e s elf- a d mi ni st er e d b y t h e s u bj e ct at h o m e o n D a y 1 1 2 (t h e 

d a y b ef or e Visit 8) wit hi n a p pr o xi m at el y 3 0 mi n ut es  aft er a st a n d ar d m e al. O n D a y 1, all s u bj e cts 

will r e c ei v e t h e st u d y dr u gs i n t h e e v e ni n g. Fr o m D a y 2 t o D a y 1 1 2, all s u bj e cts will r e c ei v e t h e 

st u d y dr u gs i n t h e m or ni n g a n d e v e ni n g. 

At H o m e D osi n g: 

T h e st u d y dr u g m ust b e t a k e n i n t h e m or ni n gs a n d e v e ni n gs a p pr o xi m at el y 1 2 h o urs a p art wit h 

w at er wit hi n a p pr o xi m at el y 3 0 mi n ut es aft er a st a n d a r d m e al. S u bj e cts will b e a d vis e d t o t a k e t h e 

st u d y dr u g at a p pr o xi m at el y t h e s a m e ti m e e a c h d a y wit h o ut f ail. 

At St u d y Sit e: 

F or all t h e st u d y sit e visits, s u bj e cts will arri v e  at t h e st u d y sit e aft er f asti n g o v er ni g ht ( e x c e pt 

w at er) f or at l e ast 1 0 h o urs. All t h e s af et y l a b or at or y t ests, effi c a c y ass ess m e nts, a n d P K a n d   

ass ess m e nts ( p er S c h e d ul e of Ass ess m e nts; T a bl e 1 ) will b e p erf or m e d u p o n arri v al at t h e st u d y 

sit e. R ef er t o S e cti o n 7. 1  f or t h e or d er i n w hi c h t h e ass ess m e nts s h o ul d b e p erf or m e d. S u bj e cts 

will b e r el e as e d aft er all t h e s c h e d ul e d ass ess m e nt s  ar e p erf or m e d a n d will b e a d vis e d t o t a k e t h e 

m or ni n g d os e of t h e st u d y dr u g u p o n r et ur ni n g t o t h eir h o m e a n d wit hi n a p pr o xi m at el y 

3 0 mi n ut es aft er a st a n d ar d m e al. 

F or t h e p ur p os es of P K a n al ysis, t h e a ct u al d at e a n d ti m e of t h e a d mi nistr ati o ns ( b ot h m or ni n g 

a n d e v e ni n g i n t h e pr e vi o us d a y) a n d e a c h bl o o d s a m pl e c oll e cti o n will b e r e c or d e d o n t h e 

s u bj e ct’s e C R F at all visits w h er e P K bl o o d s a m pl es ar e t o b e c oll e ct e d. 

S u bj e cts will b e a d vis e d t o r et ur n t h e u n us e d st u d y dr u g d uri n g e a c h st u d y sit e visit f or 

c o m pli a n c e c h e c k. 

C CI
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S u bj e cts m ust st o p usi n g a n y p e r mitt e d t o pi c al pr e p ar ati o ns 2 4 h o urs pri or t o s c h e d ul e d st u d y 

sit e visit st arti n g fr o m Vi sit 2 ( D a y 1). S e e S e cti o n 9. 6  f or a d diti o n al d et ails. 

9. 3  M e as u r es t o Mi ni mi z e Bi as 

9. 3. 1  M et h o d of St u d y T r e at m e nt Assi g n m e nt 

Pri or t o d osi n g o n D a y 1, all t h e eli gi bl e s u bj e cts will b e r a n d o ml y assi g n e d t o 1 of t h e 

5 tr e at m e nt gr o u ps i n a 1: 1: 1: 1: 1 r ati o. S u bj e c ts will b e assi g n e d a r a n d o mi z ati o n n u m b er 

t hr o u g h i nt er a cti v e w e b r es p o ns e s yst e m (I W R S), i n a c c or d a n c e wit h t h e r a n d o mi z ati o n c o d e 

g e n er at e d b y t h e a ut h ori z e d p ers o n n el at . A n u n bli n d e d, i n d e p e n d e nt st u d y 

st atisti ci a n will b e assi g n e d t o pr o d u c e t h e r a n d o mi z ati o n s c h e d ul e. At st u d y sit e, t h e 

r a n d o mi z ati o n s c h e d ul e will o nl y b e a c c essi bl e t o a ut h ori z e d p h ar m a c y p er s o n n el. O n c e a 

r a n d o mi z ati o n n u m b er is all o c at e d t o 1 s u bj e ct, it m a y n ot b e assi g n e d t o a n ot h er s u bj e ct e v e n if 

t h e f or m er dis c o nti n u e d t h e st u d y. 

T o pr o m ot e b al a n c e d all o c ati o n, r a n d o mi z ati o n will b e  str atifi e d b y t h e s u bj e ct’s r e c ei pt ( y es/ n o) 

of pr e vi o us tr e at m e nt wit h a bi ol o gi c dr u g f or ps ori asis. Bi o- n aï v e s u bj e cts will b e r a n d o mi z e d 

a b o v e 5 0 % of t h e pl a n n e d t ot al s u bj e ct r a n d o mi z ati o n. 

9. 3. 2  Bli n di n g 

T his is a d o u bl e- bli n d st u d y. 

A n I W R S will b e us e d f or s u bj e ct r a n d o mi z ati o n a n d a u ni q u e s u bj e ct i d e ntifi c ati o n n u m b er will 
b e assi g n e d a ut o m ati c all y. A c c or di n g t o t h e r a n d o mi z ati o n s c h e d ul e as i n di c at e d i n t h e S c h e d ul e 
of Ass ess m e nts ( T a bl e 1 ), t h e i n v esti g at or or d esi g n e e will o bt ai n t h e st u d y dr u g kit n u m b er fr o m 
t h e I W R S f or t h e s u bj e ct, a n d t h e n u m b er will b e pr o vi d e d t o t h e p h ar m a cist or d esi g n e e at t h e 
st u d y c e nt er w h o is r es p o nsi bl e f or h a n dli n g t h e st u d y dr u gs. T his p h ar m a ci st or d esi g n e e will 
dis p e ns e t h e st u d y dr u g t o t h e s u bj e ct b as e d o n t h e st u d y dr u g kit n u m b er g e n er at e d fr o m t h e 
I W R S. A n u n bli n d e d, i n d e p e n d e nt st u d y st atisti ci a n will b e assi g n e d t o pr o d u c e t h e 
r a n d o mi z ati o n s c h e d ul e. N o ot h er st u d y sit e p ers o n n el, s u bj e cts, S p o ns or p ers o n n el, or S p o ns or 
d esi g n e es will b e u n bli n d e d t o tr e at m e nt assi g n m e nt t hr o u g h o ut t h e d ur ati o n of t h e st u d y u nl ess 
u n bli n di n g is r e q uir e d. If a n i n v esti g at or b e c o m es u n bli n d e d t o a gi v e n s u bj e ct’s  st u d y tr e at m e nt, 
t h at s u bj e ct will b e dis c o nti n u e d fr o m t h e st u d y u nl ess t h er e ar e et hi c al r e a s o ns f or t h at s u bj e ct 
n ot t o b e dis c o nti n u e d; a p pr o v al fr o m t h e M e di c al M o nit or m ust b e o bt ai n e d i n s u c h i nst a n c es. 
I n t h e e v e nt t h at e m er g e n c y u n bli n di n g is r e q uir e d f or a gi v e n s u bj e ct b e c a us e of A Es or 

c o n c er ns f or t h e s u bj e ct’ s  s af et y or w ell b ei n g, t h e i n v esti g at or m a y br e a k t h e r a n d o mi z ati o n c o d e 

f or t h e s u bj e ct vi a t h e I W R S, b y w hi c h s yst e m t he u n bli n di n g will b e c a pt ur e d. T h e i n v esti g at or 

is r es p o nsi bl e f or n otif yi n g t h e M e di c al M o nit or a n d/ or S p o ns or of s u c h a n e v e nt as s o o n as 

p ossi bl e. T h e u n bli n di n g a n d its c a us e w ill als o b e d o c u m e nt e d i n t h e e C R F. 

T h e bi o a n al yti c al l a b or at or y will r e c ei v e a c o p y  of t h e r a n d o mi z ati o n s c h e d ul e f or P K a n al ysis, 

as t h e S p o ns or d o es n ot i nt e n d t o a n al y z e t h e s a m pl es fr o m t h e pl a c e b o gr o u p. T h e bli n di n g 

pr o c e d ur e will b e d o c u m e nt e d i n a s e p ar at e d o c u m e nt. 

P P D
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9. 4  D os a g e M o difi c ati o n 

D os e m o difi c ati o ns ar e n ot p er missi bl e i n t his st u d y. 

9. 5  T r e at m e nt A c c o u nt a bilit y a n d C o m pli a n c e 

All t h e st u d y dr u gs will b e st or e d at a c e ntr al dr u g distri b uti o n c e nt er m ai nt ai n e d b y   

 a n d will b e distri b ut e d t o i n di vi d u al st u d y sit es as n e e d e d. 

T h e p h ar m a cist or d esi g n e e will m ai nt ai n r e c or ds of st u d y tr e at m e nt d eli v er e d t o t h e st u d y sit e, 

t h e i n v e nt or y at t h e st u d y sit e, t h e distri b utio n t o a n d us e b y e a c h s u bj e ct, a n d t h e r et ur n of 

m at eri als t o t h e S p o ns or f or st or a g e or dis p os al. T h es e r e c or ds s h o ul d i n cl u d e d at es, q u a ntiti es, 

b at c h/s eri al n u m b ers, e x pir ati o n d at es, i n- cli ni c t e m p er at ur e l o g, a n d u ni q u e c o d e n u m b ers 

assi g n e d t o t h e pr o d u ct a n d st u d y s u bj e cts. 

At e a c h visit aft er i niti ati o n of tr e at m e nt, st u d y sit e p ers o n n el will r e c or d c o m pli a n c e of t h e 

s u bj e ct wit h t h e s u bj e ct’s  assi g n e d r e gi m e n. S u bj e cts will b e i nstr u ct e d t o bri n g t h eir 

u n us e d/ p arti all y us e d/ e m pt y st u d y dr u g bli st er p a c ks b a c k f or i ns p e cti o n at e a c h st u d y visit. 

S u bj e cts ar e t o b e r e mi n d e d of t h e i m p ort a n c e of c o m pli a n c e wit h t h eir assi g n e d r e gi m e n, wit h 

a n e m p h asis o n t a ki n g t h eir st u d y dr u g o n s c h e d ul e, m ai nt ai ni n g t h e pr es cri b e d i nt er v al b et w e e n 

d os es , a n d d o c u m e nti n g t h e d os e e a c h d a y i n t h e s u bj e ct’s di ar y. 

T h e i n v esti g at ors or d esi g n at e d st u d y p ers o n n el will m ai nt ai n r e c or ds t h at a d e q u at el y d o c u m e nt 

t h at t h e s u bj e cts w er e pr o vi d e d wit h t h e c orr e ct st u d y tr e at m e nt blist er p a c k s a n d r e c o n cil e t h e 

pr o d u cts r e c ei v e d fr o m t h e c e ntr al dr u g distri b uti n g c e nt er. I n v esti g ati o n a l pr o d u ct will n ot b e 

r et ur n e d t o t h e S p o ns or u ntil a c c o u nt a bilit y h as b e e n f ull y m o nit or e d. 

St u d y dr u g bli st er p a c ks m ust b e r et ur n e d at e a c h  visit, as c o m pli a n c e will b e ass ess e d b y 

c a ps ul e c o u nts. N o n c o m pli a n c e is d efi n e d as t a ki n g l ess t h a n 7 0 % or gr e at er t h a n t h e pr ot o c ol-

s p e cifi e d n u m b er of d os es (i e, 2 d os es p er d a y) of st u d y dr u g d uri n g a n y o ut p ati e nt e v al u ati o n 

p eri o d ( visit t o visit). Dis c o nti n u ati o n f or n o n c o m pli a n c e is at t h e i n v esti g at or’s  dis cr eti o n a n d is 

t o b e n ot e d i n t h e e C R F. 

9. 6  P ri o r a n d C o n c o mit a nt T h e r a p y 

9. 6. 1  P ri o r a n d C o n c o mit a nt M e di c ati o ns 

R estri ct e d pri or t h er a pi es ar e pr o vi d e d i n S e cti o n 8. 2  a n d a c o m pl et e list of pr o hi bit e d 

c o n c o mit a nt m e di c ati o ns a n d pr o c e d ur es pri or  t o r a n d o mi z ati o n a n d d uri n g t h e c o urs e of t h e 

st u d y is pr o vi d e d i n A P P E N DI X 2 . 

All m e di c ati o ns a n d ot h er tr e at m e nts (i n cl u di n g  s u p pl e m e nts) t a k e n b y t h e s u bj e ct d uri n g t h e 

st u d y, i n cl u di n g t h os e tr e at m e nts i niti at e d b ef or e t h e st art of t h e st u d y, m ust b e r e c or d e d i n t h e 

e C R F. 

M e di c ati o ns t a k e n b y or a d mi nist er e d t o t h e s u bj e ct f or t h e ti m e p eri o d b ef or e S cr e e ni n g will b e 

r e c or d e d i n t h e e C R F. Aft er t h e B as eli n e visit, a n y c o n c o mit a nt m e di c ati o n t h at is n ot r estri ct e d 

P P D
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b y t h e pr ot o c ol is a c c e pt a bl e. T h e d os a g e r e gi m e n of a n y c hr o ni c m e di c ati o n s h o ul d r e m ai n 

u n c h a n g e d as m u c h as p o ssi bl e d uri n g t h e st u d y. A n y m e di c ati o n or t h er a p y t h at is t a k e n b y or 

a d mi nist er e d t o t h e s u bj e ct pri or t o st art of t h e st u d y or d uri n g t h e c o urs e of t h e st u d y m ust b e 

r e c or d e d o n a p pr o pri at e p a g es of t h e e C R F. T h e e ntr y m ust i n cl u d e t h e d os e, u nit, r e gi m e n, 

r o ut e, i n di c ati o n, a n d d at es of us e. F or a n y p er mitte d t o pi c al m e di c ati o ns t a k e n f or ps ori asis, t h e 

ar e a of t h e b o d y t o w hi c h t h e y ar e a p pli e d s h o ul d als o b e r e c or d e d. 

T h e f oll o wi n g t o pi c al t h er a p y will b e p er mitt e d: 

1.  L o w- p ot e n c y or w e a k c orti c ost er oi ds ( Cl ass 6 [ e g, b et a m et h as o n e v al er at e l oti o n, 

d es o ni d e cr e a m, a n d fl u o ci n ol o n e a c et o ni d e s ol uti o n] or Cl ass 7 [ e g, d e x a m et h as o n e 

s o di u m p h os p h at e cr e a m, h y dr o c ortis o n e a c et at e  cr e a m, or m et h yl pr e d nis ol o n e a c et at e 

cr e a m] i n t h e U nit e d St at es) will b e all o w e d as b a c k gr o u n d t h er a p y f or tr e at m e nt of t h e 

f a c e, a xill a e, a n d gr oi n i n a c c or d a n c e wit h t h e m a n uf a ct ur ers’ s u g g est e d us a g e d uri n g t h e 

c o urs e of t h e st u d y. 

2.  C o al t ar s h a m p o o a n d/ or s ali c yli c a ci d s c al p pr e p ar ati o ns o n s c al p l esi o ns will b e 

p er mitt e d t o us e b y s u bj e cts wit h s c al p ps ori asis. 

3.  A n u n m e di c at e d s ki n m oist uri z er ( e g, E u c eri n)  will b e p er mitt e d f or b o d y l esi o ns o nl y. 

S u bj e cts will b e a d vis e d n ot t o us e t h e a b o v e t o pi c al pr e p ar ati o ns wit hi n 2 4 h o urs pri or t o a n y 

st u d y sit e visit. 

S u bj e cts will als o b e a d vis e d t o pr ot e ct a g ai nst s u n e x p os ur e t hr o u g h a v oi d a n c e of pr ol o n g e d 

e x p os ur e t o s u n, us e of pr ot e cti v e cl ot hi n g (l o n g sl e e v es, p a nts, h ats, et c.), a n d us e of s u ns cr e e n 

fr o m at l e ast 1 w e e k pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt u ntil t h e f oll o w- u p visit at 

W e e k 2 0. 

S u bj e cts m ust a v oi d t h e us e of artifi ci al s u n b at hi n g ( e g, t a n ni n g b o ot hs) or ot h er U V li g ht 

s o ur c es d uri n g t h e Tr e at m e nt P eri o d. 
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1 0  S T U D Y P R O C E D U R E S 

T a bl e 1  o utli n es t h e ti mi n g of pr o c e d ur es a n d ass ess m e nts t o b e p erf or m e d t hr o u g h o ut t h e st u d y. 

S e cti o n 1 2. 5  s p e cifi es s af et y l a b or at or y ass ess m e nt s a m pl es t o b e o bt ai n e d. S e e S e cti o ns 1 1,  1 2, 

a n d 1 3  f or a d diti o n al d et ails r e g ar di n g effi c a c y as s ess m e nts, s af et y ass ess m e nts, a n d P K 

ass ess m e nts, r es p e cti v el y. D et ails of ot h er ass ess m e nts s u c h as  ar e pr o vi d e d i n 

S e cti o n 1 4 . 

I n c as e a r a n d o mi z e d s u bj e ct is n ot a bl e t o att e n d s c h e d ul e d st u d y visit o n-sit e d u e t o r estri cti o ns 

r el at e d t o S A R S- C o V- 2, a r e m ot e visit m a y b e c o n d u ct e d i nst e a d ( a p h o n e c all or a t el e vi sit). 

It is str o n gl y r e c o m m e n d e d t o c o n d u ct t h e st u d y a ss ess m e nts f or t h e a p pli c a bl e visit as p er 

pr ot o c ol S c h e d ul e of Ass ess m e nts (s e e T a bl e 1 ) as m u c h as p ossi bl e. If p os si bl e a n d if l o c al 

r e g ul ati o ns all o w a n d t h e s u bj e ct a gr e es, tr ai n e d a n d a ut h ori z e d m e m b ers of t h e sit e st aff ar e 

e n c o ur a g e d t o c oll e ct st u d y ass ess m e nts, i n cl u di n g s a m pl es f or s c h e d ul e d l a b or at or y t ests at 

s u bj e ct ’s h om e or at a l o c al f a cilit y. Alt er n ati v el y, t h e s u bj e ct c o ul d h a v e t h e h e m at ol o g y, 

c o a g ul ati o n, c h e mistr y, uri n al ysis, a n d pr e g n a n c y t esti n g at a l o c al l a b or at or y a n d t h e l a b or at or y 

r e p orts will b e pr o vi d e d t o t h e i n v esti g at or. T h e l o c al l a b or at or y r es ults s h o ul d b e e nt er e d i n t h e 

e C R F. 

S u bj e cts wit h si g ns a n d s y m pt o ms of i nf e ct i o n, i n cl u di n g S A R S- C o V- 2 i nf e cti o n s h o ul d 

i m m e di at el y c o nt a ct t h e i n v esti g at or, w h o s h o ul d i nf or m t h e M e di c al M o nit or or d esi g n e e as 

s o o n as p ossi bl e t o dis c uss s u bj e ct ’s c o nti n u ati on of st u d y tr e at m e nt. I n c as e of s us pi ci o ns f or 

S A R S- C o V- 2 i nf e cti o n, r el e v a nt t esti n g s h o ul d b e p erf or m e d l o c al sit e pr o c e d ur es. I n c as e st u d y 

visits or ass ess m e nts ar e n ot p erf or m e d f or r e as o n s r el at e d t o S A R S- C o V- 2 r estri cti o ns, t his 

s h o ul d b e 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 nts a n d e C R F. 

 

C CI



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 4 9  of 8 9  

T a bl e 1.  S c h e d ul e of Ass ess m e nt s 

St u d y P r o c e d u r es 

S c r e e ni n g 
P e ri o d 

T r e at m e nt P e ri o d 
F oll o w- u p 
P e ri o d b  

S c r e e ni n g  
( Visit 1) 

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 a  

F oll o w- u p 
Visit  

( Visit 9) 

W e e k - 4 W e e k 0 W e e k 1 W e e k 2  W e e k 4 W e e k 8  W e e k 1 2 W e e k 1 6 W e e k 2 0 

D a y s -2 8 t o - 1 
D a y 1 

( B as eli n e) 
D a y 8 

( ± 1 d a y) 
D a y 1 5 
( ± 1 d a y) 

D a y 2 9  
( ± 3 d a y s) 

D a y 5 7 
( ± 3 d a y s) 

D a y 8 5 
( ± 3 d a y s) 

D a y 1 1 3 * 
( ± 3 d a y s) 

D a y 1 4 1 * * 
( ± 3 d a y s) 

Eli gi bilit y Ass es s m e nt s 

I nf or m e d c o ns e nt X - - - - - - - - 

I n cl u si o n/ e x cl usi o n crit eri a X X - - - - - - - 

D e m o gr a p hi cs  X - - - - - - - - 

D er m at ol o gi c a n d m e di c al 
hist or y c  

X  -  -  -   -   -  -  -  -  

Pri or a n d c o n c o mit a nt 
m e di c ati o ns/t h er a pi es a n d 
pr o c e d ur e s  

X  X  X  X  X  X  X  X  X  

Hist or y of pr e vi o us tr e at m e nt 
wit h a  bi ol o gi c dr u g f or 
p s ori a sis  

-  X -  -   -   -  - -  -  

C- S S R S X X - - - - - - - 

S af et y Ass ess m e nts 

P h ysi c al e x a mi n ati o n 
( c o m pl et e) 

X  -  -  -   -   -  -  -  -  

P h ysi c al e x a mi n ati o n 
(t ar g et e d) 

-  X X  X  X  X  X  X  X  

H ei g ht a n d w ei g ht d  X - - - - - - - - 
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St u d y P r o c e d u r es 

S c r e e ni n g 
P e ri o d 

T r e at m e nt P e ri o d 
F oll o w- u p 
P e ri o d b  

S c r e e ni n g  
( Visit 1) 

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 a  

F oll o w- u p 
Visit  

( Visit 9) 

W e e k - 4 W e e k 0 W e e k 1 W e e k 2  W e e k 4 W e e k 8  W e e k 1 2 W e e k 1 6 W e e k 2 0 

D a y s -2 8 t o - 1 
D a y 1 

( B as eli n e) 
D a y 8 

( ± 1 d a y) 
D a y 1 5 
( ± 1 d a y) 

D a y 2 9  
( ± 3 d a y s) 

D a y 5 7 
( ± 3 d a y s) 

D a y 8 5 
( ± 3 d a y s) 

D a y 1 1 3 * 
( ± 3 d a y s) 

D a y 1 4 1 * * 
( ± 3 d a y s) 

Vit al si g n s: bl o o d pr ess ur e 
(s yst oli c a n d di ast oli c), h e art 
r at e, r es pir at or y r at e, b o d y 
t e m p er at ur e, a n d b o d y w ei g ht 

X  X  X  X  X  X  X  X  X  

1 2-l e a d E C Gs e  X X - - X X X X X 

S af et y L a b o r at o r y T ests  

Vir al s er ol o g y g  X - - - - - - - - 

H e m at ol o g y a n d 
C o a g ul ati o n h  

X  X i X  X  X  X  X  X  X  

Bl o o d c h e mi str y j X X i X X X X X X X 

Uri n al ysi s  X X X X X X X X X 

Pr e g n a n c y t est (s er u m 
β -h C G) 
( W O C B P o nl y) 

X k  -  -  -   -   -  -  -  -  

Pr e g n a n c y t est ( uri n e β - h C G) 
( W O C B P o nl y) -  Xl, m -  -  Xm  Xm  X m  X m  X m  

S er u m F S H 
( p o st m e n o p a u s al w o m e n 
o nl y)  

X  -  -  -   -   -  -  -  -  

A E M o nit o ri n g 

M o nit or f or A E s a n d S A Es X X X X X X X X X 
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St u d y P r o c e d u r es 

S c r e e ni n g 
P e ri o d 

T r e at m e nt P e ri o d 
F oll o w- u p 
P e ri o d b  

S c r e e ni n g  
( Visit 1) 

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 a  

F oll o w- u p 
Visit  

( Visit 9) 

W e e k - 4 W e e k 0 W e e k 1 W e e k 2  W e e k 4 W e e k 8  W e e k 1 2 W e e k 1 6 W e e k 2 0 

D a y s -2 8 t o - 1 
D a y 1 

( B as eli n e) 
D a y 8 

( ± 1 d a y) 
D a y 1 5 
( ± 1 d a y) 

D a y 2 9  
( ± 3 d a y s) 

D a y 5 7 
( ± 3 d a y s) 

D a y 8 5 
( ± 3 d a y s) 

D a y 1 1 3 * 
( ± 3 d a y s) 

D a y 1 4 1 * * 
( ± 3 d a y s) 

P h a r m a c o ki n eti c Ass e ss m e nts 

P K s a m pl e ( bl o o d) n  - - X - X X - X - 

Effi c a c y Ass ess m e nts 

P A SI s c or e X X o  X X X X X X X 

B S A X X o  X X X X X X X 

s P G A X X o  X X X X X X X 

P R O 
ass es s m e nt s 

 

It c h N R S - X X X X X X X X 

D L QI  -  X  X  X  X  X  X  X  X  

Ot h e r Ass es s m e nt s 

M e di c al p h ot o gr a p h y (t ar g et 
s ki n l esi o n)p  

-  X -  X   X   -  - X  -  

Cli ni c al D r u g S u p pli e s 

S u bj e ct r a n d o mi z ati o n - X - - - - - - - 

Dis p e n s e st u d y dr u g - X X X X X X - - 

A d mi nistr ati o n of st u d y dr u g q   - X X X X X X - - 

C CI
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St u d y P r o c e d u r es 

S c r e e ni n g 
P e ri o d 

T r e at m e nt P e ri o d 
F oll o w- u p 
P e ri o d b  

S c r e e ni n g  
( Visit 1) 

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 a  

F oll o w- u p 
Visit  

( Visit 9) 

W e e k - 4 W e e k 0 W e e k 1 W e e k 2  W e e k 4 W e e k 8  W e e k 1 2 W e e k 1 6 W e e k 2 0 

D a y s -2 8 t o - 1 
D a y 1 

( B as eli n e) 
D a y 8 

( ± 1 d a y) 
D a y 1 5 
( ± 1 d a y) 

D a y 2 9  
( ± 3 d a y s) 

D a y 5 7 
( ± 3 d a y s) 

D a y 8 5 
( ± 3 d a y s) 

D a y 1 1 3 * 
( ± 3 d a y s) 

D a y 1 4 1 * * 
( ± 3 d a y s) 

S u bj e ct t o r et ur n b a c k u n us e d 
st u d y tr e at m e nt f or 
c o m pli a n c e c h e c k  

-  -  X X  X  X  X  X  -  

S c h e d ul e t h e d at e/ti m e f or t h e 
n e xt vi sit  

X  X  X  X  X  X  X  X  -  

Dis c h ar g e t h e s u bj e ct fr o m 
t h e st u d y sit e r 

X  X  X  X  X  X  X  X  X  

A b br e vi ati o ns: β - h C G = β - h u m a n c h ori o ni c g o n a d otr o pi n; A E = a d v er s e e v e nt; B MI = b o d y m as s i n d e x; B S A = b o d y s urf a c e ar e a; C- S S R S = C ol u m bi a- S ui ci d e 
S e v erit y R ati n g S c al e; D L QI = D er m at ol o g y Lif e Q u alit y I n d e x;  E C G = el e ctr o c ar di o gr a m; F S H = f olli cl e-sti m ul ati n g h or m o n e; H B V = h e p atitis B vir us; 
H C V = h e p atitis C vir us; P A SI = P s ori asis Ar e a a n d S e v erit y I n d e x; ; P K = p h ar m a c o ki n eti c; P R O = p ati e nt-r ep ort e d o ut c o m e; Q Tc F = 
Q T i nt er v al c orr e ct e d usi n g Fri d eri ci a’s f or m ul a ; S A E = s eri o us a d v ers e e v e nt; s P G A = St ati c P h ysi ci a n s Gl o b al Ass e ss m e nt; W O C B P = w o m e n of c hil d b e ari n g 
p ot e nti al; N R S = n u m eri c al r ati n g s c al e. 
* T h e d ur ati o n of t h e Tr e at m e nt P eri o d is fr o m D a y 1 t o D a y 1 1 2 a n d t h e e n d of Tr e at m e nt P eri o d ass ess m e nts will b e p erf or m e d o n D a y 1 1 3. 
* * T h e d ur ati o n of t h e F oll o w- u p P eri o d is fr o m D a y 1 1 4 t o D a y 1 4 1 a n d t h e e n d of F oll o w- u p P eri o d ass ess m e nts will b e p erf or m e d o n D a y 1 4 1.  

a  or E arl y T er mi n ati o n Visit. 
b  S u bj e cts w h o dis c o nti n u e d or wit h dr e w e arl y fr o m st u d y tr e at m e nt s h o ul d r et ur n aft er 4 w e e ks of l ast d os e of st u d y tr e at m e nt for f oll o w- u p s af et y as s ess m e nts. 
c  M ust i n cl u d e hist or y of dr u g, s u bst a n c e, or al c o h ol a b us e/ d e p e n d en c e wit hi n 1 y e ar pri or t o S cr e e ni n g as d et er mi n e d b y t h e i n v esti g at or. 
d  R e c or d h ei g ht at S cr e e ni n g o nl y. 
e  1 2-l e a d E C G m ust i n cl u d e Q T c F m e as ur e m e nt. 
g  All s u bj e cts m u st h a v e t h e f oll o wi n g vir al s er ol o g y t ests c om pl et e d at S cr e e ni n g: a nti- H C V a nti b o d y, H B V s urf a c e a nti g e n, H B V c or e a nti b o d y, HI V- 1 

a nti b o d y, a n d HI V- 2 a nti b o d y. If t h e s u bj e ct t ests p ositi v e f or a n ti- H C V a nti b o d y, t h e n H C V R N A vi a p ol y m er a s e c h ai n r e a cti o n sh o ul d b e p erf or m e d t o 
c o nfir m or r ul e o ut a cti v e i nf e cti o n. If t h e s u bj e ct h as r e c ei v e d d o c u m e nt e d tr e at m e nt w hi c h w as c ur ati v e f or H C V a n d t ests n e g ati v e f or H C V ri b o n u cl ei c 
a ci d ( R N A) at S cr e e ni n g, t h e s u bj e ct m a y b e c o nsi d er e d f or e nr oll m e nt. 

h  I n cl u d es c o m pl et e f ull a n d diff er e nti al bl o o d c o u nt, pl at el et c o u nt, h e m o gl o bi n, h e m o gl o bi n A 1 c ( o nl y at S cr e e ni n g), fi bri n o g e n a n d pr ot hr o m bi n ti m e. S e e 
S e cti o n 1 2. 5 f or a c o m pl et e list of t ests t o b e p erf or m e d. 

i T o b e o bt ai n e d pr e d os e (s u bj e cts ar e r e q uir e d t o f ast f or at l e ast 1 0 h o ur s pri or t o t h e c oll e cti o n of s p e ci m e n s f or s af et y l ab or at or y t ests). 
j S e e S e cti o n 1 2. 5  f or a list of t ests t o b e p erf or m e d. 
k  All W O C B P m ust h a v e a n e g ati v e s er u m pr e g n a n c y t est at S cr e e ni n g t o b e eli gi bl e f or t h e st u d y. 

C CI
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l All W O C B P m ust h a v e a n e g ati v e uri n e pr e g n a n cy t est pri or t o r a n d o mi z ati o n a n d d osi n g o n D a y 1. 
m  A s er u m pr e g n a n c y t est s h o ul d b e p erf or m e d f or c o nfir m ati o n of a n y p ositi v e uri n e pr e g n a n c y t est. T h e s u bj e ct will b e wit h dr a wn fr o m t h e st u d y tr e at m e nt if 

t h e c o nfir m at or y s er u m pr e g n a n c y t e st is p o siti v e. T h e s u bj e ct m u st n ot r e c ei v e a n y f urt h er d os es of t h e st u d y dr u g a n d will b e  as k e d t o r et ur n f or t h e 
f oll o w- u p vi sit 4 w e e ks aft er t h e l ast d os e of st u d y dr u g. 

n  T h e P K a n d   bl o o d s a m pl es will b e c oll e ct e d pr e d os e at all s c h e d ul e d visits as p er S c h e d ul e of As s ess m e nt s.  
o  T o b e p erf or m e d pri or t o r a n d o mi z ati o n. 
p  M e di c al p h ot o gr a p h y of t h e t ar g et s ki n l e si o n will b e o bt ai n e d at s el e ct e d sit e s i n a s el e ct e d n u m b er of s u bj e cts f or d o c u m e ntati o n a n d p u bli c ati o n p ur p os es 

o nl y. 
q  S u bj e cts will t a k e t h e first d o s e of t h e st u d y dr u g u p o n r et ur ni n g t o t h eir h o m e aft er all D a y 1 ( Visit 2) ass es s m e nt s ar e c o mpl et e d. 
r S u bj e cts will b e dis c h ar g e d fr o m t h e st u d y sit e aft er all t h e p ost d os e st u d y pr o c e d ur es ar e c o m pl et e d. 

 

C CI
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1 0. 1  I nf o r m e d C o ns e nt 

I C Fs m ust b e a p pr o v e d f or us e b y t h e r e vi e wi ng i nstit uti o n al r e vi e w b o ar d/i n d e p e n d e nt et hi cs 

c o m mitt e e (I R B/I E C). B ef or e p erf or mi n g a n y st u d y-r el at e d pr o c e d ur es, t h e i n v esti g at or ( or 

d esi g n e e) will o bt ai n writt e n i nf or m e d c o ns e nt fr o m t h e s u bj e ct. 

I n t h e e v e nt t h at r es cr e e ni n g o c c urs, t h e i n di vi d u al is r e q uir e d t o si g n a n e w I C F a n d m ust b e 

assi g n e d a n e w s u bj e ct i d e ntifi c ati o n n u m b er. 

1 0. 2  St u d y P r o c e d u r es 

Ass ess m e nts a n d t h eir ti mi n g ar e t o b e p erf or m e d as o utli n e d i n t h e S c h e d ul e of Ass ess m e nts 

(T a bl e 1 ). S e cti o n 1 2. 5  s p e cifi es s af et y l a b or at or y ass ess m e nt s a m pl es t o b e o bt ai n e d. 

Ass ess m e nts a n d pr o c e d ur es s c h e d ul e d s h o ul d b e p erf or m e d b ef or e a d mi ni str ati o n of tr e at m e nt 

u nl ess ot h er wis e i n di c at e d i n t h e S c h e d ul e of Ass e ss m e nts ( T a bl e 1 ). 

Effi c a c y ass ess m e nts ar e d es cri b e d i n S e cti o n 1 1  a n d i n cl u d e P A SI, s P G A, B S A, it c h N R S, a n d 

D L QI s c ori n g. 

S af et y ass ess m e nts ar e d es cri b e d i n S e cti o n 1 2  a n d i n cl u d e d e m o gr a p hi cs, m e di c al hist or y, vit al 

si g ns (i n cl u di n g b o d y t e m p er at ur e, b o d y w ei g ht, r es pir at or y r at e, h e art r at e, a n d s yst oli c a n d 

di ast oli c bl o o d pr ess ur e m e as ur e m e nts), c o m pl et e /t ar g et e d p h ysi c al e x a mi n ati o ns, E C Gs, s af et y 

l a b or at or y ass ess m e nts ( h e m at ol o g y, c o a g ul ati o n, c h e mistr y, uri n al ysis, vir al s er ol o g y, 

pr e g n a n c y t ests, a n d s er u m f olli cl e-sti m ul ati n g h or m o n e t ests), a n d A Es. 

P K a n d  s a m pli n g is d es cri b e d i n S e cti o n 1 3  a n d S e cti o n 1 4. 1 , r es p e cti v el y. 

Ot h er ass ess m e nts s u c h a s m e di c al p h ot o gr a p h y of  aff e ct e d s ki n ar e a a n d C- S S R S ar e d es cri b e d 

i n S e cti o n 1 4. 2  a n d S e cti o n 1 4. 3 , r es p e cti v el y. 

T h e i n v esti g at or m a y, at his/ h er dis cr eti o n, ar r a n g e f or a s u bj e ct t o h a v e a n u ns c h e d ul e d 
ass ess m e nt, es p e ci all y i n t h e c as e of A Es t h at r e q uir e f oll o w- u p or ar e c o nsi d er e d b y t h e 
i n v esti g at or t o b e p ossi bl y r el at e d t o t h e us e of st u d y dr u g. T h e u ns c h e d ul e d visit p a g e i n t h e 
e C R F m ust b e c o m pl et e d. 

St u d y dis c o nti n u ati o n pr o c e d ur es ar e d es cri b e d i n S e cti o n  8. 4 . 

T h e pr o c e d ur es t o b e p erf or m e d d uri n g e a c h st u d y visit ar e pr o vi d e d i n S c h e d ul e of Ass ess m e nts 
(T a bl e 1 ). 

A f oll o w- u p visit is p erf or m e d at t h e cli ni c al st u d y sit e 4 w e e ks aft er t h e l ast d os e of st u d y dr u g. 

C CI
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1 1  E F FI C A C Y A S S E S S M E N T S 

T h e S c h e d ul e of Ass ess m e nts ( T a bl e 1 ) o utli n es t h e effi c a c y ass ess m e nts t o b e p erf or m e d 

t hr o u g h o ut t h e st u d y a n d t h eir ti mi n g. 

O nl y tr ai n e d ass ess or q u alifi e d p ers o n n el at si t e will c o n d u ct effi c a c y ass ess m e nts. T h e s a m e 

ass ess or s h o ul d p erf or m all ass ess m e nts t hr o u g h o ut t h e st u d y at l e ast wit hi n t h e s a m e s u bj e ct 

w h e n p ossi bl e. 

1 1. 1  Ps o ri asis A r e a S e v e rit y I n d e x 

P A SI will b e d et er mi n e d f or all s u bj e cts t hr o u g h o u t t h e st u d y. T h e P A SI s c ori n g t o ol is s h o w n i n 

A P P E N DI X 3 . 

T h e P A SI is a m e as ur e of ps ori ati c dis e as e s e v erit y t a ki n g i nt o a c c o u nt q u alit ati v e l esi o n 

c h ar a ct eristi cs ( er yt h e m a, i n d ur ati o n, a n d d es q u a m ati o n) a n d p er c e nt a g e of aff e ct e d s ki n s urf a c e 

ar e a o n d efi n e d a n at o mi c al r e gi o ns. T h e P A SI is a v ali d at e d i nstr u m e nt t h at is m ost wi d el y us e d 

f or m e as ur e m e nt of s e v erit y of ps ori asis. 

P A SI s c or es r a n g e fr o m 0 t o 7 2, wit h hi g h er s c or es r efl e cti n g gr e at er dis e as e s e v erit y.( 5 ) 

Er yt h e m a, i n d ur ati o n/t hi c k n ess, a n d s c ali n g ar e s c or e d o n a s c al e of 0 ( n o n e) t o 4 ( v er y s e v er e) 

o n 4 a n at o mi c r e gi o ns of t h e b o d y: h e a d, tr u n k, u p p er li m bs, a n d l o w er li m bs. D e gr e e of 

i n v ol v e m e nt o n e a c h of t h e 4 a n at o mi c r e gi o ns i s s c or e d o n a s c al e of 0 ( n o i n v ol v e m e nt) t o 

6 ( 9 0 % t o 1 0 0 % i n v ol v e m e nt). T h e t ot al q u alit ati v e s c or e (s u m of er yt h e m a, t hi c k n ess, a n d 

s c ali n g s c or es) is m ulti pli e d b y t h e d e gr e e of i n v ol v e m e nt f or e a c h a n at o mi c r e gi o n a n d t h e n 

m ulti pli e d b y a c o nst a nt. T h e s c or es f or e a c h a n at o mi c r e gi o n ar e c o m bi n e d t o yi el d t h e fi n al 

P A SI s c or e (s e e T a bl e 1 ). 

1 1. 2  St ati c P h ysi ci a n’s Gl o b al Ass ess m e nt 

T h e i n v esti g at or will r at e t h e s e v erit y of s u bj e ct’s ps ori asis o n t h e 5- p oi nt s c al e r a n gi n g 
fr o m 0 ( cl e ar) t o 4 (s e v er e). 

T h e s P G A is us e d t o d et er mi n e t h e s u bj e ct’s ps ori asis st at e o v er all at a gi v e n ti m e p oi nt. 

S e e A P P E N DI X 4  f or gr a di n g crit eri a (s e e T a bl e 1 ). 

1 1. 3  B o d y S u rf a c e A r e a 

B S A is a m e as ur e m e nt of t h e aff e ct e d s ki n ar e a. T h e o v er all B S A aff e ct e d b y ps ori asis pl a q u es is 

esti m at e d b as e d o n t h e p al m ar e a of t h e s u bj e ct ’s h a n d ( e ntir e p al m ar s urf a c e or “ h a n d pri nt ” 

i n cl u di n g t h e fi n g ers), w hi c h e q u at es t o a p pr o xi m at el y 1 % of t ot al B S A (s e e T a bl e 1 ). 

1 1. 4  P R O Ass ess m e nt: It c h N u m e ri c al R ati n g S c al e 

E a c h s u bj e ct will b e as k e d t o c o m pl et e t h e it c h N R S ass ess m e nt: m a xi m al i nt e nsit y of it c h 

d uri n g t h e pr e vi o us 2 4 h o urs, r at e d o n a n i nt e g er s c al e r a n gi n g fr o m 0 ( n o it c h at all) t o 1 0 ( w orst 

it c h i m a gi n a bl e) d uri n g t h e s c h e d ul e d st u d y sit e visit (s e e T a bl e 1 ). 
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1 1. 5  P R O Ass ess m e nt: D e r m at ol o g y Lif e Q u alit y I n d e x 

T h e D L QI is a si m pl e, s elf- a d mi nist er e d q u esti o n n air e d esi g n e d t o m e as ur e t h e h e alt h-r el at e d 

Q O L of a n a d ult s uff eri n g fr o m a s ki n dis e as e. It c o nsists of 1 0 q u esti o ns ( e a c h s c or e d fr o m 0 t o 

3) c o n c er ni n g s u bj e cts ’ p er c e pti o n of t h e i m p a ct of s ki n dis e as e o n diff er e nt as p e cts of t h eir 

h e alt h-r el at e d Q O L o v er t h e l ast w e e k. Ni n e  of t h e 1 0 q u esti o ns h a v e 4 r es p o ns e o pti o ns: “ N ot at 

all ”, “ A littl e ”, “ A l ot ”, a n d “ V er y m u c h ”  wit h c orr es p o n di n g s c or es of 0, 1, 2, 3 a n d 3, 

r es p e cti v el y. Q u esti o n 7 is a m ulti p art it e m, t h e first p art as c ert ai ns w h et h er t h e s ki n c o n diti o n 

pr e v e nt e d t h e m fr o m eit h er w or ki n g or st u d yi n g ( “ Y es ” or “ N o ”), a n d t h e s e c o n d p art d et er mi n es 

t o w h at d e gr e e t h e s ki n c o n diti o n h as b e e n a pr o bl e m f or w or ki n g or st u d yi n g ( “ A l ot ”, “ A 

littl e”, “ N ot at all ”). Ei g ht it e ms als o h a v e a “ N ot  r el e v a nt ” o pti o n s c or e d “ 0, ” w hi c h i n di c at es n o 

pr o bl e m. I n di vi d u al it e m s c or es ar e c o m bi n e d t o gi v e  a t ot al s c or e t h at r a n g es b et w e e n 0 a n d 3 0. 

T h e hi g h er t h e s c or e, t h e m or e Q O L is i m p air e d. S e e A P P E N DI X 5  f or t h e D L QI q u esti o n n air e. 
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1 2  S A F E T Y A S S E S S M E N T S 

S af et y ass ess m e nts ( d e m o gr a p hi cs, m e di c al hist or y, vit al si g ns, c o m pl et e d/t ar g et e d p h ysi c al 

e x a mi n ati o ns, E C Gs, s af et y l a b or at or y r es ults [r o uti n e h e m at ol o g y, c o a g ul ati o n, c h e mistr y, a n d 

uri n al ysis, vir al s er ol o g y, pr e g n a n c y t ests, a n d s er u m f olli cl e-sti m ul ati n g h or m o n e t ests], a n d 

A Es [i n cl u di n g S A Es]) ar e t o b e p erf or m e d at pr ot o c ol-s p e cifi e d visits, as s p e cifi e d i n t h e 

S c h e d ul e of Ass ess m e nts ( T a bl e 1 ). 

1 2. 1  D e m o g r a p hi cs a n d M e di c al a n d D e r m at ol o gi c al Hist o r y 

D e m o gr a p hi c d at a will b e c oll e ct e d f or all s u bj e ct s at S cr e e ni n g a n d r e c or d e d i n t h e e C R F. 

M e di c al hist or y will b e r e c or d e d at S cr e e ni n g.  I n v esti g at ors s h o ul d d o c u m e nt t h e o c c urr e n c e, 

si g ns, a n d s y m pt o ms of t h e s u bj e ct’s  pr e e xisti n g c o n diti o ns, i n cl u di n g all pri or si g nifi c a nt 

ill n ess es, fr o m birt h u ntil S cr e e ni n g. A d diti o n al pr e e xi sti n g c o n diti o ns pr es e nt at t h e ti m e w h e n 

i nf or m e d c o ns e nt is gi v e n a n d u p t o t h e ti m e of first d osi n g ( Visit 2) ar e t o b e r e g ar d e d as 

c o n c o mit a nt. M e di c al hist or y will als o i n cl u d e a n y t o xi citi es or all er gi es t o pr e vi o us tr e at m e nts, 

al c o h ol c o ns u m pti o n, a n d s m o ki n g hist or y. 

M e di c al hist or y will als o i n cl u d e hist or y of dr u g, s u bst a n c e, or al c o h ol a b us e/ d e p e n d e n c e wit hi n 

1 y e ar pri or t o S cr e e ni n g as d et er mi n e d b y t h e i n v esti g at or. 

D er m at ol o gi c al hist or y c oll e ct e d will als o i n cl u d e d at e a n d/ or a g e of di a g n osis of ps ori asis, a n d 

all pri or tr e at m e nts f or pl a q u e ps ori asis. All t h e pri or ps ori asis tr e at m e nts s h o ul d b e i n cl u d e d 

u n d er pri or a n d c o n c o mit a nt m e di c ati o ns p a g e i n t h e e C R F. 

T h e d e gr e e of s ki n s urf a c e i n v ol v e m e nt, s e v erit y, a n d l esi o n c h ar a ct eristi cs ( er yt h e m a, s c ali n g, 

a n d t hi c k n ess) ar e t o b e d o c u m e nt e d at S cr e e ni n g. 

Ill n ess es first o c c urri n g or d et e ct e d d uri n g t h e st u d y a n d/ or w ors e ni n g of a c o n c o mit a nt ill n ess 

d uri n g t h e st u d y ar e t o b e d o c u m e nt e d as A Es i n t h e e C R F i n a c c or d a n c e wit h S e cti o n 1 2. 6 . All 

c h a n g es n ot pr es e nt at B a s eli n e or d es cri b e d i n t h e p ast m e di c al hist or y a n d i d e ntifi e d as 

cli ni c all y n ot e w ort h y m ust b e r e c or d e d as A Es. 

1 2. 2  Vit al Si g ns 

Vit al si g ns ( b o d y t e m p er at ur e, b o d y w ei g ht, r es pir at or y r at e, h e art r at e, a n d s yst oli c a n d di ast oli c 

bl o o d pr ess ur e m e as ur e m e nts) will b e e v al u at e d at t h e visits i n di c at e d i n t h e S c h e d ul e of 

Ass ess m e nts ( T a bl e 1 ). All vit al si g ns will b e m e as ur e d aft er t h e s u bj e ct h as b e e n r esti n g i n a 

sitti n g p ositi o n f or at l e ast 1 0 mi n ut es. Bl o o d pr ess ur e m e as ur e m e nts ar e t o b e t a k e n i n t h e s a m e 

ar m f or t h e d ur ati o n of t h e st u d y. 

Vit al si g n m e as ur e m e nts will b e r e p e at e d if C S  or m a c hi n e/ e q ui p m e nt err ors o c c ur. O ut- of-r a n g e 

bl o o d pr ess ur e, r es pir at or y r at e, b o d y t e m p er at ur e, b o d y w ei g ht or h e art r at e m e as ur e m e nts will 

b e r e p e at e d at t h e i n v esti g at or’s dis cr eti o n. A n y c o nfir m e d, C S vit al si g n m e as ur e m e nts m ust b e 

r e c or d e d as A Es. 
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1 2. 3  C o m pl et e/ T a r g et e d P h ysi c al E x a mi n ati o n 

A 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 h e i g ht a n d w ei g ht will b e p erf or m e d at 

S cr e e ni n g ( Visit 1). T h e c o m pl et e p h ysi c al e x a mi n ati o n s h o ul d i n cl u d e t h e f oll o wi n g s yst e ms: 

h e a d, e y es, e ars, n os e a n d t hr o at; r es pir at or y; c ar di o v as c ul ar; m us c ul os k el et al; n e ur ol o gi c al; 

m et a b oli c/ e n d o cri n e/ n utriti o n al; h e m at o p oi eti c; all er g i es; a b d o mi n al; a n d g e n er al a p p e ar a n c e. 

P h ysi c al e x a mi n ati o ns will b e p erf or m e d b y a p h ysi ci a n. 

A t ar g et e d p h ysi c al e x a mi n ati o n t o v erif y c o nti n u e d s u bj e ct eli gi bilit y a n d t o f oll o w- u p 

r e g ar di n g a n y c h a n g e i n m e di c al hist or y will b e p erf or m e d at t h e visits i n di c at e d i n t h e S c h e d ul e 

of Ass ess m e nts ( T a bl e 1 ). 

S y m pt o m- dri v e n, t ar g et e d p h ysi c al e x a mi n ati o ns will  b e p erf or m e d as cli ni c all y i n di c at e d at a n y 

st u d y visit. 

H ei g ht will b e r e c or d e d at S cr e e ni n g o nl y. 

A n y C S p h ysi c al e x a mi n ati o n fi n di n g s h o ul d b e r e p ort e d as a n A E. 

1 2. 4  El e ct r o c a r di o g r a ms 

A 1 2-l e a d, r esti n g E C G will b e o bt ai n e d at t h e visits i n di c at e d i n t h e S c h e d ul e of 

Ass ess m e nts ( T a bl e 1 ). D uri n g t h e E C G, v e ntri c ul ar r at e ( b p m), P R ( ms e c), Q R S ( ms e c), 

Q T ( ms e c), a n d Q T c F ( m s e c) m e as ur e m e nts will b e o bt ai n e d. 

All t h e E C Gs o bt ai n e d will b e i nt er pr et e d b y a n e x p eri e n c e d si n gl e i n d e p e n d e nt bli n d e d r e a d er at 

t h e c e ntr al l a b or at or y. 

At S cr e e ni n g, t h e i n v esti g at or will e x a mi n e t h e E C G tr a c es f or si g ns of c ar di a c dis e as e t h at c o ul d 

e x cl u d e t h e s u bj e ct fr o m t h e st u d y ( Q T c F > 4 5 0 m s e c). A n ass ess m e nt of n or m al or a b n or m al 

will b e r e c or d e d; if t h e E C G is c o nsi d er e d a b n or m al, t h e a b n or m alit y will b e d o c u m e nt e d i n t h e 

e C R F. E C Gs will b e r e p e at e d if C S a b n or m aliti es ar e o bs er v e d, or artif a cts ar e pr es e nt. T h e d at e 

a n d ti m e of e a c h E C G a n d its r es ults will b e  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 nts a n d e C R F. 

A n y C S E C G a b n or m aliti es m ust b e r e c or d e d as A Es. 

1 2. 5  S af et y L a b o r at o r y Ass ess m e nts 

S af et y l a b or at or y ass ess m e nt s a m pl es ( T a bl e 2 ) ar e t o b e o bt ai n e d at d esi g n at e d visits as d et ail e d 

i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 1 ). 
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T a bl e 2.  S af et y L a b o r at o r y Ass ess m e nts 

H e m at ol o g y Bl o o d C h e mi st r y U ri n al ysis ( Di p sti c k) 

F ull a n d diff er e nti al bl o o d c o u nt 

H ct  

H b  

M C H  

M C H C  

M C V  

Pl at el et c o u nt  

R B C c o u nt 

W B C c o u nt  wit h diff er e nti al 

H b A 1 c * 

 

Al b u mi n 

A L T  

A L P  

A S T  

B U N or ur e a  

Cr e ati ni n e  

Cr e ati ni n e cl e ar a n c e * * 

Cr e ati n e ki n as e a n d s u bt y p e s 

El e ctr ol yt es ( s o di u m, 
p ot assi u m, c hl ori d e, c al ci u m, 
p h o s p h or us ) 

G G T  

Gl u c o s e  

L D H  

T ot al bilir u bi n  

Dir e ct bilir u bi n  

L D L  

H D L  

T ot al c h ol est er ol  

Tri gl y c eri d es  

A m yl as e  
Li p as e  
C-r e a cti v e pr ot ei n 

A p p e ar a n c e 

p H  

Pr ot ei n  

Gl u c o s e  

K et o n e b o di e s  

I n di c at ors of bl o o d a n d W B Cs 

S p e cifi c gr a vit y  

Ur o bili n o g e n  

 Vi r al S e r ol o g y * * * 

H B V  

H C V  

HI V 

 

C o a g ul ati o n 

Fi bri n o g e n  
P T 

  

P r e g n a n c y t est: A s er u m β - h C G pr e g n a n c y t e st ( pr e m e n o p a us al w o m e n o nl y) will b e p erf or m e d o n all W O C B P at 
S cr e e ni n g.  A uri n e β - h C G will b e p erf or m e d at l at er ti m e p oi nts a s i n di c ati o n i n t h e S c h e d ul e of Ass es s m e nt s. A 
s er u m pr e g n a n c y t e st s h o ul d b e p erf or m e d f or c o nfir m ati o n of a n y p ositi v e uri n e pr e g n a n c y t est. 

S er u m F S H l e v el s will b e t est e d f or all p ost m e n o p a us al w o m e n at S cr e e ni n g. 
A b br e vi ati o ns: A L P = al k ali n e p h os p h at as e; A L T = al a ni n e a mi n otr a ns a mi n as e; A S T = as p art at e 

a mi n otr a ns a mi n as e; B U N = bl o o d ur e a nitr o g e n; F S H = f olli cl e-sti m ul ati n g h or m o n e; G G T = g a m m a- gl ut a m yl 
tr a ns p e pti d as e; H B V = h e p atitis B vir us; H C V = h e p atiti s C vir us; β - H C G = β - h u m a n c h ori o ni c g o n a d otr o pi n; 
H D L = hi g h- d e n sit y li p o pr ot ei ns; H b = h e m o gl o bi n; H ct = h e m at o crit; L D H = l a ct at e d e h y dr o g e n as e; L D L = l o w-
d e nsit y li p o pr ot ei ns; M C H = m e a n c or p us c ul ar h e m o gl o bi n; M C H C = m e a n c or p us c ul ar h e m o gl o bi n 
c o n c e ntr ati o n; M C V = m e a n c or p us c ul ar v ol u m e; P T = pr ot hr o m bi n ti m e; R B C = r e d bl o o d c ell; W B C = w hit e 
bl o o d c ell; W O C B P = w o m e n of c hil d b e ari n g p ot e nti al. 

* At S cr e e ni n g o nl y. 
* * E sti m at e d b y C o c k cr oft- G a ult f or m ul a < 6 0 m L/ mi n 
* * * All s u bj e cts m u st h a v e t h e f oll o wi n g vir al s er ol o g y t e sts c o m pl et e d at S cr e e ni n g: a nti- H C V a nti b o d y, H B V 

s urf a c e a nti g e n, H B V c or e a nti b o d y, HI V- 1 a nti b o d y, a n d HI V- 2 a nti b o d y. If t h e s u bj e ct t ests p ositi v e f or a nti-
H C V a nti b o d y, t h e n H C V R N A vi a p ol y m er as e c h ai n r e a cti o n s h o ul d b e p erf or m e d t o c o nfir m or r ul e o ut 
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a cti v e i nf e cti o n. If t h e s u bj e ct h as r e c ei v e d d o c u m e n t e d tr e at m e nt w hi c h w a s c ur ati v e f or H C V a n d t e sts 
n e g ati v e f or H C V ri b o n u cl ei c a ci d ( R N A) at S cr e e ni n g,  t h e s u bj e ct m a y b e c o nsi d er e d f or e nr oll m e nt. 

Bl o o d f or l a b or at or y ass e ss m e nts will b e c oll e c t e d u n d er f asti n g c o n diti o ns fr o m e a c h s u bj e ct 

b ef or e t h e st u d y dr u g d osi n g. T h e i n v esti g at or or q u alifi e d st u d y p ers o n n el will c oll e ct t h e 

s a m pl es as r e q uir e d. 

Bl o o d a n d uri n e s a m pl es will b e a n al y z e d at a c e ntr al l a b or at or y f a cilit y. Uri n e s a m pl es will b e 

a n al y z e d b y di psti c k, a n d a mi cr os c o pi c a n al ysis  will b e p erf or m e d if t h e r es ults of di psti c k 

i n di c at e a b n or m aliti es t o b e f urt h er i n v esti g at ed. F ull d et ails of e q ui p m e nt a n d pr o c e d ur es f or 

l a b or at or y t esti n g will b e list e d i n t h e l a b or at or y m a n u al. 

All l a b or at or y r e p orts m ust b e r e vi e w e d, si g n e d, a n d d at e d b y t h e i n v esti g at or. A l e gi bl e c o p y of 

all t h e si g n e d l a b or at or y r e p orts m ust b e fil e d wit h b ot h t h e s u bj e ct’s  e C R F a n d m e di c al r e c or d 

(s o ur c e d o c u m e nt) f or t h at visit. T h e i n v esti g at or m ust c at e g ori z e all a b n or m al uri n e, 

h e m at ol o g y, c o a g ul ati o n, a n d c h e mistr y l a b or at or y v al u es as eit h er C S or n ot C S. A n y l a b or at or y 

t est r es ult c o nsi d er e d b y t h e i n v esti g at or t o b e C S a b n or m al s h o ul d b e co nsi d er e d a n d r e p ort e d as 

a n A E ( C S A Es i n cl u d e t h os e t h at r e q uir e a n i nt er v e nti o n). C S a b n or m al v al u es o c c urri n g d uri n g 

t h e st u d y will b e f oll o w e d u p u ntil r e p e at t est r es ults r et ur n t o n or m al, st a bili z e, or ar e n o l o n g er 

a b n or m al C S. 

1 2. 6  A d v e rs e E v e nts 

A Es will b e c oll e ct e d fr o m t h e ti m e t h e s u bj e ct si g ns t h e I C F t hr o u g h 4 w e e ks aft er t h e l ast d os e 

of st u d y dr u g. All A Es m ust b e r e c or d e d i n t h e s u bj e ct’s e C R F. T h e S p o ns or a n d i n v esti g at or or 

q u alifi e d st u d y p ers o n n el will r e vi e w a n d e v al u at e A Es o n a n o n g oi n g b asis. 

1 2. 6. 1  A d v e rs e E v e nts 

A n A E is a n y s y m pt o m, p h ysi c al si g n, s y n dr o m e, or dis e as e t h at eit h er e m er g es d uri n g t h e st u d y 

or, if pr es e nt at S cr e e ni n g, w ors e ns d uri n g t h e st u d y, r e g ar dl ess of t h e s us p e ct e d c a us e of t h e 

e v e nt. All m e di c al a n d ps y c hi atri c c o n diti o ns ( e x c e pt t h os e r el at e d t o t h e i n di c ati o n u n d er st u d y) 

pr es e nt at S cr e e ni n g will b e d o c u m e nt e d i n t h e m e di c al hist or y e C R F. C h a n g es i n t h es e 

c o n diti o ns a n d n e w s y m pt o ms, p h ysi c al si g ns, s y n dr o m es, or dis e as es s h o ul d b e n ot e d o n t h e A E 

e C R F d uri n g t h e r est of t h e st u d y. C S l a b or at or y a b n or m aliti es ( e g, s af et y l a b or at or y ass ess m e nts 

or E C Gs) s h o ul d als o b e r e c or d e d as A Es. S ur g i c al pr o c e d ur es t h at w er e pl a n n e d b ef or e t h e 

s u bj e ct r a n d o mi z e d i n t h e st u d y ar e n ot c o nsi d er e d A Es if t h e c o n diti o ns w er e k n o w n b ef or e 

st u d y i n cl usi o n; t h e m e di c al c o n diti o n s h o ul d b e r e p ort e d i n t h e s u bj e ct’s  m e di c al hist or y. 

S u bj e cts will b e i nstr u ct e d t o r e p ort A Es at e a c h  st u d y visit. All A Es ar e t o b e f oll o w e d u p u ntil 

r es ol uti o n or a st a bl e cli ni c al e n d p oi nt is r e a c h e d. 

E a c h A E is t o b e d o c u m e nt e d i n t h e e C R F wit h  r ef er e n c e t o d at e of o ns et, d at e of o ut c o m e, 

s e v erit y, r el ati o ns hi p t o st u d y dr u g, a cti o n t a k e n wit h st u d y dr u g, tr e at m e nt of e v e nt, a n d 
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o ut c o m e. F urt h er m or e, e a c h A E is t o b e cl assifi e d as b ei n g s eri o us or n o n-s eri o us. C h a n g es i n 

A Es a n d r es ol uti o n d at es ar e t o b e d o c u m e nt e d i n t h e e C R F. 

F or t h e p ur p os es of t his st u d y, t h e p eri o d of o bs er v ati o n f or c oll e cti o n of A Es e xt e n ds fr o m t h e 

ti m e t h e s u bj e ct gi v es i nf or m e d c o ns e nt u ntil t h e f oll o w- u p visit. F oll o w- u p of t h e A E, e v e n aft er 

t h e d at e of t h er a p y dis c o nti n u ati o n, is r e q uir e d if t h e A E p ersists u ntil t h e e v e nt r es ol v es or 

st a bili z es at a l e v el a c c e pt a bl e t o t h e i n v esti g at or. 

W h e n c h a n g es i n t h e s e v erit y of a n A E o c c ur m or e fr e q u e ntl y t h a n o n c e a d a y, t h e m a xi m u m 

s e v erit y f or t h e e v e nt s h o ul d b e n ot e d. If t h e s e v erit y c at e g or y c h a n g es o v er a n u m b er of d a ys, 

t h e n t h os e c h a n g es s h o ul d b e r e c or d e d s e p ar at el y ( wit h disti n ct o ns et d at es). 

A n y A Es of m o d er at e or s e v er e i n s e v erit y s h o ul d b e n otifi e d t o t h e S p o ns or or d esi g n e e 

i m m e di at el y. 

S p e cifi c g ui d eli n es f or cl assif yi n g A Es b y s e v erit y a n d r el ati o ns hi p t o st u d y dr u g ar e gi v e n i n 

T a bl e 3  a n d T a bl e 4 . 

T a bl e 3.  Cl assifi c ati o n of A d v e rs e E v e nts b y S e v e rit y 

M I L D : A n e v e nt t h at is e asil y t ol er at e d b y t h e s u bj e ct, c a usi n g mi ni m al dis c o mf ort a n d n ot i nt erf eri n g wit h 
e v er y d a y a cti viti es. 

M O D E R A T E : A n e v e nt t h at is s uffi ci e ntl y dis c o mf orti n g t o i nt erf er e wit h n or m al e v er y d a y a cti viti es. 

S E V E R E : A n e v e nt t h at pr e v e nts n or m al e v er y d a y a cti viti e s. 
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T a bl e 4.  Cl assifi c ati o n of A d v e rs e E v e nts b y R el ati o ns hi p t o St u d y D r u g 

U N R E L A T E D : T his c at e g or y a p pli es t o t h os e A E s t h at ar e cl e arl y a n d i n c o ntr o v erti bl y d u e t o e xtr a n e o us 
c a us e s ( dis e as e, e n vir o n m e nt, et c). 

U N LI K E L Y : T his c at e g or y a p pli es t o t h os e A E s t h at ar e j u d g e d t o b e u nr el at e d t o t h e t est dr u g b ut f or w hi c h 
n o e xtr a n e o us c a us e m a y b e f o u n d. A n A E m a y b e c o nsi d er e d u nli k el y t o b e r el at e d t o st u d y dr u g if or w h e n it 
m e ets 2 of t h e f oll o wi n g crit eri a: ( 1) it d o es n ot f oll o w a r e as o n a bl e t e m p or al s e q u e n c e fr o m a d mi ni str ati o n of 
t h e t est dr u g; ( 2) it c o ul d r e a dil y h a v e b e e n pr o d u c e d b y t h e s u bj e ct’s  cli ni c al st at e, e n vir o n m e nt al or t o xi c 
f a ct ors, or ot h er m o d es of t h er a p y a d mi nist er e d t o t h e s u bj e ct; ( 3) it d o es n ot f oll o w a k n o w n p att er n of 
r es p o ns e t o t h e t est dr u g; or ( 4) it d o es n ot r e a p p ear or w or s e n w h e n t h e dr u g i s r e- a d mi ni st er e d. 

P O S SI B L Y : T his c at e g or y a p pli es t o t h os e A Es f or w hi c h a c o n n e cti o n wit h t h e t e st dr u g a d mi ni str ati o n 
a p p e ars u nli k el y b ut c a n n ot b e r ul e d o ut wit h c ert ai nt y.  A n A E m a y b e c o nsi d er e d p ossi bl y r el at e d if or w h e n 
it m e et s 2 of t h e f oll o wi n g crit eri a: ( 1) it f oll o ws a r e as o n a bl e t e m p or al s e q u e n c e fr o m a d mi nistr ati o n of t h e 
dr u g ; ( 2) it c o ul d n ot r e a dil y h a v e b e e n pr o d u c e d b y t h e s u bj e ct’s  cli ni c al st at e, e n vir o n m e nt al or t o xi c f a ct ors, 
or ot h er m o d e s of t h er a p y a d mi nist er e d t o t h e s u bj e ct ; or ( 3) it f oll o ws a k n o w n p att er n of r es p o ns e t o t h e t est 
dr u g. 

P R O B A B L Y : T his c at e g or y a p pli es t o t h os e A E s t h at t h e i n v e sti gat or f e els wit h a hi g h d e gr e e of c ert ai nt y ar e 
r el at e d t o t h e t est dr u g. A n A E m a y b e c o nsi d er e d pr o b a bl y r el at e d if or w h e n it m e et s 3 of t h e f oll o wi n g 
crit eri a: ( 1) it f oll o ws a r e as o n a bl e t e m p or al s e q u e n c e fr o m a d mi ni str ati o n of t h e dr u g; ( 2) it c o ul d n ot b e 
r e as o n a bl y e x pl ai n e d b y t h e k n o w n c h ar a ct eristi c s of t h e s u bj e ct’s  cli ni c al st at e, e n vir o n m e nt al or t o xi c 
f a ct ors, or ot h er m o d es of t h er a p y a d mi nist er e d t o t h e s u bj e ct ; ( 3) it dis a p p e ars or d e cr e as es o n c ess ati o n or 
r e d u cti o n i n d os e ( n ot e t h at t h er e ar e e x c e pti o ns w h e n a n A E d o es n ot dis a p p e ar u p o n dis c o nti n u ati o n of t h e 
dr u g , y et dr u g-r el at e d n es s cl e arl y e xi sts; f or e x a m pl e, as i n b o n e m arr o w d e pr e ssi o n, fi x e d dr u g er u pti o n s, or 
t ar di v e d ys ki n e si a); or ( 4) it f oll o ws a k no w n p att er n of r es p o ns e t o t h e t est dr u g. 

D E F I N I T E L Y : T his c at e g or y a p pli es t o t h os e A E s t h at t h e i n v esti g at or f e els ar e i n c o ntr o v erti bl y r el at e d t o t est 
dr u g . A n A E m a y b e as si g n e d a n attri b uti o n of d efi nit el y r el at e d if or w h e n it m e et s all of t h e f oll o wi n g 
crit eri a: ( 1) it f oll o ws a r e as o n a bl e t e m p or al s e q u e n c e fr o m a d mi ni str ati o n of t h e dr u g; ( 2) it c o ul d n ot b e 
r e as o n a bl y e x plai n e d b y t h e k n o w n c h ar a ct eristi c s of t h e s u bj e ct’s  cli ni c al st at e, e n vir o n m e nt al or t o xi c 
f a ct ors, or ot h er m o d es of t h er a p y a d mi nist er e d t o t h e s u bj e ct ; ( 3) it dis a p p e ars or d e cr e as es o n c ess ati o n or 
r e d u cti o n i n d os e a n d r e c ur s wit h r ee x p os ur e t o dr u g (if r e c h all e n g e o c c urs); a n d ( 4) it f oll o ws a k n o w n p att er n 
of r es p o ns e t o t h e t e st dr u g. 

A b br e vi ati o n: A E = a d v ers e e v e nt. 

F or t h e p ur p os es of t his st u d y, a n y A Es cl assifi e d as ‘ U nr el at e d’ or ‘ U nli k el y’ will b e c o nsi d er e d 

as ‘ N ot R el at e d’ a n d ‘ P o ssi bl y’, ‘ Pr o b a bl y’, or ‘ D efi nit el y’ as ‘ R el at e d’ t o t h e st u d y tr e at m e nt.  

1 2. 6. 2  T r e at m e nt- E m e r g e nt A d v e rs e E v e nts 

A T E A E will b e a n A E t h at o c c urr e d d uri n g t h e st u d y aft er t h e first d os e of st u d y dr u g or t h at 

w as pr es e nt pri or t o d osi n g a n d e x a c er b at es aft er t h e first d o s e of st u d y dr u g. 

1 2. 6. 3  S e ri o us A d v e rs e E v e nts 

A n S A E is a n y u nt o w ar d m e di c al o c c urr e n c e, i n t h e vi e w of eit h er t h e i n v e sti g at or or S p o ns or, 

t h at: 

 r es ults i n d e at h, 

 is lif e-t hr e at e ni n g, 

 r es ults i n i n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xisti n g h os pit ali z ati o n, 

 r es ults i n p ersist e nt or si g nifi c a nt dis a bilit y/i n c a p a cit y, a n d/ or 
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 is a c o n g e nit al a n o m al y/ birt h d ef e ct. 

Ot h er i m p ort a nt m e di c al e v e nts t h at m a y n ot b e i m m e di at el y lif e-t hr e at e ni n g or r es ult i n d e at h or 

h os pit ali z ati o n, b as e d u p o n a p pr o pri at e m e di c al j u d g e m e nt, ar e c o nsi d er e d S A Es if t h e y ar e 

t h o u g ht t o j e o p ar di z e t h e s u bj e ct a n d/ or r e q uir e m edi c al or s ur gi c al i nt er v e nti o n t o pr e v e nt o n e of 

t h e o ut c o m es d efi ni n g a n S A E. S A Es ar e criti c all y i m p ort a nt f or t h e i d e ntifi c ati o n of si g nifi c a nt 

s af et y pr o bl e m s; t h er ef or e, it is i m p ort a nt t o t a k e i nt o a c c o u nt b ot h t h e i n v e sti g at or’s a n d t h e 

S p o ns or’s ass ess m e nt. If eit h er t h e S p o ns or or t h e i n v est i g at or b eli e v es t h at a n e v e nt is s eri o us, 

t h e e v e nt m ust b e c o nsi d er e d s eri o us a n d e v al u at e d b y t h e S p o ns or f or e x p e dit e d r e p orti n g. 

T h e m a n a g e m e nt of s u bj e ct’s C O VI D- 1 9 d at a will b e d et ail e d i n a C O VI D- 1 9 g ui d a n c e 

d o c u m e nt. 

1 2. 6. 4  S e ri o us A d v e rs e E v e nt R e p o rti n g 

A n S A E o c c urri n g fr o m t h e ti m e i nf or m e d c o ns e nt is o bt ai n e d, d uri n g t h e st u d y, or wit hi n 

4 w e e ks of st o p pi n g t h e tr e at m e nt m ust b e r e p ort e d t o  

 a n d will b e c o m m u ni c at e d t o t h e S p o ns or. A n y s u c h S A E d u e t o a n y 

c a us e, w h et h er or n ot r el at e d t o t h e st u d y dr u g, m ust b e r e p ort e d wit hi n 2 4 h o u rs of o c c u r r e n c e 

o r w h e n t h e i n v esti g at o r b e c o m es a w a r e of t h e e v e nt . N otifi c ati o n c a n b e m a d e usi n g t h e 

d e di c at e d f a x li n e or e m ail f or  b y f a x or 

e m ail: 

If t h e i n v esti g at or c o nt a cts  b y t el e p h o n e, 

t h e n a writt e n r e p ort m ust f oll o w wit hi n 2 4 h o urs a n d is t o i n cl u d e a f ull d e s cri pti o n of t h e e v e nt 

a n d s e q u el a e i n t h e f or m at d et ail e d i n t h e S A E r e p orti n g f or m. 

T h e e v e nt m ust als o b e r e c or d e d o n t h e st a n d ar d A E e C R F. Pr eli mi n ar y r e p orts of S A Es m ust b e 

f oll o w e d u p b y d et ail e d d es cri pti o ns l at er o n, i n cl u di n g cl e ar a n d a n o n y mi z e d p h ot o c o pi es of 

h os pit al c as e r e p orts, c o n s ult a nt r e p orts, a ut o ps y r e p orts, a n d ot h er d o c u m e nts w h e n r e q u est e d 

a n d a p pli c a bl e. S A E r e p orts m ust b e m a d e w h et h er or n ot t h e i n v esti g at or c o nsi d ers t h e e v e nt t o 

b e r el at e d t o t h e st u d y dr u g. 

A p pr o pri at e r e m e di al m e as ur es s h o ul d b e t a k e n t o tr e at t h e S A E, a n d t h e r es p o ns e s h o ul d b e 

r e c or d e d. Cli ni c al, l a b or at or y, a n d di a g n osti c m e as ur es s h o ul d b e e m pl o y e d as n e e d e d t o 

d et er mi n e t h e eti ol o g y of t h e pr o bl e m. T h e i n v esti g at or m ust r e p ort all a d diti o n al f oll o w- u p 

e v al u ati o ns t o  wit hi n 2 4 h o urs of 

b e c o mi n g a w ar e of t h e a d diti o n al i nf or m ati o n or as s o o n as is pr a cti c a bl e. All S A Es will b e 

f oll o w e d u p u ntil t h e i n v esti g at or a n d S p o ns or a gr e e t h e e v e nt is s atisf a ct oril y r es ol v e d. 

P P D

P P D

P P D

P P D

P P D
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A n y S A E t h at is n ot r es ol v e d b y t h e e n d of t h e st u d y or u p o n dis c o nti n u ati o n of t h e s u bj e ct’s  

p arti ci p ati o n i n t h e st u d y is t o b e f oll o w e d u p u ntil it eit h er r es ol v es, st a bili z es, r et ur ns t o 

B as eli n e v al u es (if a B as eli n e v al u e is a v ail a bl e ), or is s h o w n t o n ot b e attri b ut a bl e t o t h e st u d y 

dr u g or pr o c e d ur es. 

1 2. 6. 5  S us p e ct e d U n e x p e ct e d S e ri o us A d v e rs e R e a cti o ns 

A Es t h at m e et all of t h e f oll o wi n g crit eri a will b e cl assifi e d as s us p e ct e d u n e x p e ct e d s eri o us 

a d v ers e r e a cti o ns ( S U S A Rs) a n d r e p ort e d t o t h e a p pr o pri at e r e g ul at or y a ut h oriti es i n a c c or d a n c e 

wit h a p pli c a bl e r e g ul at or y r e q uir e m e nts f or e x p e dit e d r e p orti n g: 

 s eri o us 

 u n e x p e ct e d (i e, t h e e v e nt is n ot c o nsist e nt wit h t h e s af et y i nf or m ati o n i n t h e c urr e nt 
v ersi o n of t h e I B) 

 t h er e is at l e ast  a r e as o n a bl e p ossi bilit y t h at t h er e is  a c a us al  r el ati o ns hi p b et w e e n  t h e  
e v e nt a n d t h e st u d y tr e at m e nt 

T h e i n v esti g at or will ass ess w h et h er a n e v e nt is c a us all y r el at e d t o st u d y tr e at m e nt. T h e S p o ns or 

( or ) will c o nsi d er t h e i n v esti gat or’s ass ess m e nt a n d d et er mi n e w h et h er t h e e v e nt 

m e ets t h e crit eri a f or b ei n g r e p ort a bl e as a 7- d a y or 1 5- d a y s af et y r e p ort. S U S A Rs t h at ar e f at al 

or lif e-t hr e at e ni n g m ust b e r e p ort e d t o t h e r e g ul at or y a ut h oriti es a n d t h e I E C/I R Bs ( w h er e 

r e q uir e d) wit hi n 7 d a ys aft er t h e S p o ns or ( or ) h as first k n o wl e d g e of t h e m, wit h a 

f oll o w- u p r e p ort s u b mitt e d wit hi n a f urt h er 8 c al e n d ar d a ys. Ot h er S U S A Rs m ust b e r e p ort e d t o 

t h e r el e v a nt r e g ul at or y a ut h oriti es a n d t h e I E C/I R Bs wit hi n 1 5 c al e n d ar d a ys aft er t h e S p o ns or 

( or ) first h as k n o wl e d g e of t h e m. 

T h e S p o ns or ( or ) is r es p o nsi bl e f or r e p orti n g S U S A Rs, a n d a n y ot h er e v e nts 

r e q uir e d t o b e r e p ort e d i n a n e x p e dit e d m a n n er t o t h e r e g ul at or y a ut h oriti es a n d f or i nf or mi n g 

i n v esti g at ors of r e p ort a bl e e v e nts, i n c o m pli a n c e wit h a p pli c a bl e r e g ul at or y r e q uir e m e nts wit hi n 

s p e cifi c ti m efr a m es. I n v e sti g at ors will n otif y t h e r el e v a nt I E C/I R Bs of r e p ort a bl e e v e nts wit hi n 

t h e a p pli c a bl e ti m efr a m e s. 

1 2. 6. 6  P r e g n a n c y 

W O C B P m ust h a v e a n e g ati v e pr e g n a n c y t est at S cr e e ni n g. Aft er a d mi nistr ati o n of st u d y dr u g, 

a n y k n o w n c as es of pr e g n a n c y i n f e m al e s u bj e cts will b e r e p ort e d u ntil t h e s u bj e ct c o m pl et es or 

wit h dr a ws fr o m t h e st u d y. T h e pr e g n a n c y will b e r e p ort e d i m m e di at el y b y f a xi n g/ e m aili n g a 

c o m pl et e d pr e g n a n c y r e p ort t o t h e S p o ns or ( or d esi g n e e) wit hi n 2 4 h o urs of k n o wl e d g e of t h e 

e v e nt. T h e pr e g n a n c y will n ot b e pr o c ess e d as a n S A E; h o w e v er, t h e i n v esti g at or will f oll o w- u p 

wit h t h e s u bj e ct u ntil c o m pl eti o n of t h e pr e g n a n c y a n d m ust ass ess t h e o ut c o m e i n t h e s h ort est 

p ossi bl e ti m e b ut n ot m or e t h a n 3 0 d a ys aft er c o m pl eti o n of t h e pr e g n a n c y. T h e i n v esti g at or 

s h o ul d n otif y t h e S p o ns or ( or d esi g n e e) of t h e pr e g n a n c y o ut c o m e b y s u b mitti n g a f oll o w- u p 

pr e g n a n c y r e p ort. If t h e o ut c o m e of t h e pr e g n a n c y i n v ol v e d s p o nt a n e o us or t h er a p e uti c a b orti o n 

( a n y c o n g e nit al a n o m al y d et e ct e d i n a n a b ort e d f et us is t o b e d o c u m e nt e d), still birt h, n e o n at al 

P P D

P P D

P P D
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d e at h, or c o n g e nit al a n o m al y, t h e i n v esti g at or will  r e p ort t h e e v e nt as a n S A E b y f a xi n g/ e m aili n g 

a c o m pl et e d pr e g n a n c y r e p ort f or m t o t h e S p o ns or  ( or d esi g n e e) wit hi n 2 4 h o urs of k n o wl e d g e of 

t h e e v e nt. 

If t h e i n v esti g at or b e c o m es a w ar e of a pr e g n a n c y o c c urri n g i n t h e p art n er of a s u bj e ct 

p arti ci p ati n g i n t h e st u d y, t h e pr e g n a n c y s h o ul d b e r e p ort e d t o t h e S p o ns or ( or d esi g n e e) wit hi n 

2 4 h o urs of k n o wl e d g e of t h e e v e nt. D et ails of t h e pr e g n a n c y m ust o nl y b e c oll e ct e d aft er 

o bt ai ni n g writt e n c o ns e nt fr o m t h e pr e g n a nt p art n er. A s e p ar at e pr e g n a nt p art n er c o ns e nt f or m 

will b e us e d t o o bt ai n t h e c o ns e nt fr o m pr e g n a nt p art n er. T h e i n v esti g at or will arr a n g e 

c o u ns eli n g f or t h e pr e g n a nt p art n er b y a s p e ci alist t o dis c uss t h e ris ks of c o nti n ui n g wit h t h e 

pr e g n a n c y a n d t h e p ossi bl e eff e cts o n t h e f et us. T h e pr e g n a nt p art n er will b e f oll o w e d t o t er m 

a n d t h e o ut c o m e of t h e pr e g n a n c y will b e r e p ort e d t o t h e S p o ns or ( or d esi g n e e). 

U p o n dis c o nti n u ati o n fr o m t h e st u d y, o nl y t h os e pr o c e d ur es t h at w o ul d n ot e x p os e t h e s u bj e ct t o 

u n d u e ris k will b e p erf or m e d. T h e i n v esti g at or s h o ul d als o b e n otifi e d of pr e g n a n c y o c c urri n g 

d uri n g t h e st u d y b ut c o nfir m e d aft er c o m pl eti o n of t h e st u d y. I n t h e e v e nt t h at a s u bj e ct is 

s u bs e q u e ntl y f o u n d t o b e pr e g n a nt aft er i n cl usi o n i n t h e st u d y, a n y pr e g n a n c y will b e f oll o w e d t o 

t er m, a n d t h e st at us of m ot h er a n d c hil d will b e r e p ort e d t o t h e S p o ns or ( or d esi g n e e) aft er 

d eli v er y as d es cri b e d i n S e cti o n 1 2. 6. 4 . 

1 2. 6. 7  O v e r d os e 

F or t h e p ur p os es of t his st u d y, o v er d os e is d efi n e d as a n a c ci d e nt al or i nt e nti o n al us e of a d os e 

hi g h er t h a n t h e pr ot o c ol r e c o m m e n d e d d os e. I n c a s e of o v er d os e, s u bj e cts will b e m o nit or e d f or 

a n y si g ns or s y m pt o ms of a d v ers e r e a cti o ns a n d a p pr o pri at e s y m pt o m ati c tr e at m e nt b e i nstit ut e d 

i m m e di at el y. 

T h e i n v esti g at or m ust i m m e di at el y n otif y t h e S p o ns or ( or d esi g n e e) of a n y o c c urr e n c e of 

o v er d os e wit h st u d y dr u g. 
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1 3  P H A R M A C O KI N E TI C S 

1 3. 1  P h a r m a c o ki n eti c S a m pli n g 

1 3. 1. 1  Bl o o d S a m pl es 

Bl o o d s a m pl es f or P K a n al ysis of M E 3 1 8 3 a n d its m et a b olit e ( ) l e v els will b e c oll e ct e d 

pr e d os e at t h e ti m e p oi nt s i n di c at e d  i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 1 ). T h e a ct u al d at e 

a n d ti m e of t h e st u d y dr u g a d mi nistr ati o ns ( b ot h m or ni n g a n d e v e ni n g i n t h e pr e vi o us d a y) a n d 

e a c h bl o o d s a m pl e c oll e cti o n will b e r e c or d e d o n t h e s u bj e ct’s e C R F . 

D et ails of P K bl o o d s a m pl e c oll e cti o n, pr o c essi n g, st or a g e, a n d s hi p pi n g pr o c e d ur es ar e pr o vi d e d 

i n t h e l a b or at or y m a n u al. 

1 3. 2  P h a r m a c o ki n eti c A n al yti c al M et h o d ol o g y 

T h e C tr o u g h of st u d y dr u g a n d its m et a b olit e ( ) will b e d et er mi n e d fr o m t h e pl as m a 

s a m pl es usi n g a v ali d at e d a n al yti c al m et h o d.  D et ails of t h e m et h o d v ali d ati o n a n d s a m pl e 

a n al ysis will b e i n cl u d e d wit h t h e fi n al cli ni c al st u d y r e p ort. 

A d diti o n al p ar a m et ers m a y b e esti m at e d a n d r e p ort e d, as a p pr o pri at e. 

C CI

C CI
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1 4  O T H E R A S S E S S M E N T S 

1 4. 2  M e di c al P h ot o g r a p h y of Aff e ct e d S ki n A r e a 

P h ot o gr a p hs of t h e aff e ct e d s ki n ar e a (t ar g et s ki n  l esi o n) will b e t a k e n at s el e ct e d sit es i n a 

s el e ct e d n u m b er of s u bj e cts f or d o c u m e nt ati o n a n d/ or p u bli c ati o n p ur p os es o nl y. T h e s u bj e ct 

m ust si g n a s e p ar at e I C F f or p h ot o gr a p hs t o b e t a k e n. A t hir d- p art y v e n d or ( d esi g n at e d b y t h e 

S p o ns or) will s u p pl y t h e p h ot o gr a p h y e q ui p m e nt t o t h e s el e ct e d sit es al o n g wit h t h e us er m a n u al 

c o nt ai ni n g c o nt a ct i nf or m ati o n, q ui c k r ef er e n c e g ui d e, a n d s u p pl y r e q u est f or ms. Sit es will 

tr a ns mit di git al i m a g es t o t h e t hir d- p art y v e n d or. 

1 4. 3  C ol u m bi a- S ui ci d e S e v e rit y R ati n g S c al e 

T h e C- S S R S is a s ui ci d al i d e ati o n a n d b e h a vi or r ati n g s c al e cr e at e d b y r es e ar c h ers at C ol u m bi a 

U ni v ersit y, U ni v ersit y of P e n ns yl v a ni a, U ni v ersit y of Pitts b ur g h, a n d N e w Y or k U ni v ersit y t o 

e v al u at e s ui ci d e ris k. It is a d mi nist er e d as a cli ni c al i nt er vi e w. 

S u bj e cts will b e as k e d t o s elf-r e p ort usi n g t h e C- S S R S. S u bj e cts wit h a cti v e s ui ci d al i d e ati o n or 

b e h a vi or wit hi n t h e p ast 1 2 m o nt hs b as e d o n “ y es ” r es p o ns e t o q u esti o n 3, 4, or 5 at S cr e e ni n g or 

B as eli n e will b e e x cl u d e d fr o m t h e st u d y.  

S e e A P P E N DI X 6  f or t h e d et ail e d q u esti o n n air e t o b e a d mi nist er e d t o e a c h s u bj e ct. 

 

C CI
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1 5  S T A TI S TI C A L A N A L Y SI S 

A S A P will b e pr e p ar e d aft er t h e pr ot o c ol is a p pr o v e d. T his d o c u m e nt will pr o vi d e f urt h er d et ails 

r e g ar di n g t h e d efi niti o n of a n al ysis v ari a bl es a n d a n al ysis m et h o d ol o g y t o a d dr ess all st u d y 

o bj e cti v es. T h e S A P will s er v e as a c o m pli m e nt t o t h e pr ot o c ol a n d s u p ers e d es it i n c as e of 

diff er e n c es. 

T h e st atisti c al e v al u ati o n will b e p erf or m e d usi n g S A S ®  s oft w ar e v ersi o n 9. 4 or hi g h er 

( S A S®  I nstit ut e, C ar y, N C). All d at a will b e list e d, a n d s u m m ar y t a bl es will b e pr o vi d e d. 

S u m m ar y st atisti cs will b e pr es e nt e d b y tr e at m e nt gr o u p. F or c o nti n u o us v ari a bl es, d at a will b e 

s u m m ari z e d wit h t h e n u m b er of s u bj e cts ( N), m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m, a n d 

m a xi m u m b y tr e at m e nt gr o u p. F or c at e g ori c al v ari a bl es, d at a will b e t a b ul at e d wit h t h e n u m b er 

a n d p er c e nt a g e of s u bj e ct s f or e a c h c at e g or y b y tr e at m e nt gr o u p. 

1 5. 1  D et e r mi n ati o n of S a m pl e Si z e 

N o f or m al s a m pl e si z e c al c ul ati o n w as p erf or m e d.  

F or t h e ass ess m e nt of effi c a c y a n d s af et y of M E 3 1 8 3 i n s u bj e cts wit h m o d er at e t o s e v er e pl a q u e 

ps ori asis i n t his pr o of- of- c o n c e pt st u d y, a p pr o xi m at el y 1 2 5 eli gi bl e s u bj e ct s will b e e nr oll e d. 

T w e nt y-fi v e s u bj e cts will b e r a n d o mi z e d t o e a c h of t h e f oll o wi n g tr e at m e nt gr o u ps: M E 3 1 8 3   

m g BI D, M E 3 1 8 3   m g Q D, M E 3 1 8 3   m g BI D; M E 3 1 8 3   m g Q D, a n d pl a c e b o. T h e 

n u m b er of pl a n n e d s u bj e cts is c o nsi d er e d a d e q u at e t o ass ess s af et y a n d t o pr o vi d e effi c a c y 

esti m at es f or i n t his P h as e 2 a st u d y. T h e e x p e ct e d dr o p- o ut r at e is ass u m e d t o b e 1 0 %. 

1 5. 2  A n al ysis S ets 

F ull A n al ysis S et  

All s u bj e cts w h o h a v e b e e n r a n d o mi z e d, r e c ei v e d at l e ast 1 d os e of st u d y dr u g, a n d h a v e at l e ast 

1 e v al u a bl e p ost- B as eli n e ti m e p oi nt f or pri m ar y e n d p oi nt will b e i n cl u d e d i n t h e f ull a n al ysis 

s et ( F A S). A n al ys es i n t h e F A S will b e b as e d o n t h e s u bj e ct’s r a n d o mi z e d tr e at m e nt gr o u p.   

P e r P r ot o c ol S et  

T h e p er pr ot o c ol s et ( P P S) is a s u bs et of t h e F A S; t h e P P S will e x cl u d e s u bj e cts wit h pr ot o c ol 

d e vi ati o ns t h at m a y si g nifi c a ntl y i m p a ct t h e ass ess m e nt of t h e pri m ar y o bj e cti v e of t h e st u d y. 

A n al ys es i n t h e P P S will b e b as e d o n t h e st u d y tr e at m e nt a ct u all y r e c ei v e d b y e a c h s u bj e ct. All 

d e cisi o ns t o e x cl u d e s u bj e cts fr o m t h e P P S will b e m a d e pri or t o t h e u n bli n di n g of t h e st u d y. 

C CI

C CI C CI C CI
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S af et y A n al y si s S et 

All r a n d o mi z e d s u bj e cts w h o r e c ei v e d at l e ast 1 d os e  of st u d y dr u g will b e i n cl u d e d i n t h e s af et y 

a n al ysis s et. A n al ys es i n t h e s af et y a n al ysis s et will b e b as e d o n t h e st u d y tr e at m e nt a ct u all y 

r e c ei v e d b y e a c h s u bj e ct. 

P h a r m a c o ki n eti c A n al ysis S et 

T h e P K a n al ysis s et will c o nsist of all s u bj e ct s w h o w er e c orr e ctl y a d mi nist er e d at l e ast 1 

M E 3 1 8 3 d os e a n d w h er e M E 3 1 8 3 or   c o n c e ntr ati o n d at a is a v ail a bl e wit h o ut a n y 

pr ot o c ol d e vi ati o n i nt erf eri n g wit h t h es e r es ults. A n al ys es i n t h e P K a n al ysis s et will b e b as e d o n 

t h e st u d y tr e at m e nt a ct u all y r e c ei v e d b y e a c h s u bj e ct. 

1 5. 3  Effi c a c y A n al ys es 

U nl ess ot h er wis e s p e cifi e d, all effi c a c y a n al ys es will b e p erf or m e d usi n g t h e F A S. T h e a n al ysis 

of t h e pri m ar y effi c a c y e n d p oi nt will als o b e p erf or m e d usi n g t h e P P S. 

1 5. 3. 1  A n al ysis of t h e P ri m a r y Effi c a c y E n d p oi nt 

T h e pri m ar y effi c a c y e n d p oi nt is t h e pr o p orti o n of s u bj e cts a c hi e vi n g ≥  7 5 % r e d u cti o n fr o m 

B as eli n e i n t h e P A SI s c or e at W e e k 1 6. F or e a c h M E 3 1 8 3 tr e at m e nt gr o u p, t h e diff er e n c e i n t h e 

pr o p orti o n of s u bj e cts a c hi e vi n g t h e diff er e n c e i n P A SI- 7 5 ( M E 3 1 8 3 –  pl a c e b o) a n d its 9 5 % 

c o nfi d e n c e i nt er v al will b e esti m at e d a n d t est e d f or s u p eri or tr e at m e nt eff e ct usi n g t h e C o c hr a n-

M a nt el- H a e ns z el t est at a 1-si d e d si g nifi c a n c e l e v el of α  = 0. 0 2 5. T h e P A SI s c or e will b e 

r e p ort e d f or e a c h tr e at m e nt gr o u p t o g et h er wit h t h e 9 5 % c o nfi d e n c e i nt er v al f or m e a n. 

1 5. 3. 2  A n al ys es of t h e S e c o n d a r y Effi c a c y E n d p oi nts 

T h e pr o p orti o n of s u bj e ct s a c hi e vi n g P A SI- 5 0, P A SI- 7 5, P A SI- 9 0, a n d P A SI- 1 0 0, t h e pr o p orti o n 

of s u bj e cts wit h a n s P G A s c or e of “ 0 ” or “ 1 ”  c o m bi n e d wit h 2- p oi nt r e d u cti o n o n t h e 5- p oi nt 

s P G A s c al e, a n d t h e pr o p orti o n of s u bj e cts wit h at l e ast a 5- p oi nt r e d u cti o n fr o m B as eli n e i n t h e 

D L QI s c or e will b e a n al y z e d si mil ar t o as t h e pri m ar y e n d p oi nt a n al ysis. 

T h e pr o p orti o n of s u bj e ct s a c hi e vi n g P A SI- 5 0, P A SI- 7 5, P A SI- 9 0, a n d P A SI- 1 0 0, t h e pr o p orti o n 

of s u bj e cts wit h a n s P G A s c or e of “ 0 ” or “ 1 ”  c o m bi n e d wit h 2- p oi nt r e d u cti o n o n t h e 5- p oi nt 

s P G A s c al e, a n d t h e pr o p orti o n of s u bj e cts wit h at l e ast a 5- p oi nt r e d u cti o n fr o m B as eli n e i n t h e 

D L QI s c or e will b e s u m m ari z e d b y tr e at m e nt gr o u p a n d visit. T h e p er c e nt c h a n g e fr o m B as eli n e 

i n P A SI s c or e a n d c h a n g e fr o m B as eli n e i n aff e cte d B S A, t h e it c h N R S, a n d t h e D L QI s c or e will 

b e s u m m ari z e d b y tr e at m e nt gr o u p a n d visit. T h e p er c e nt c h a n g e fr o m B as eli n e i n P A SI s c or e 

C CI

C CI
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a n d t h e c h a n g e fr o m B as eli n e i n t h e aff e ct e d B S A, t h e D L QI s c or e, a n d t h e it c h N R S will b e 

a n al y z e d usi n g a mi x e d- eff e ct m o d el f o r r e p e at e d m e as ur es w h e n a p pli c a bl e. 

K a pl a n- M ei er esti m at e will b e us e d f or s u m m ari zi n g t h e ti m e t o P A SI- 5 0 a n d P A SI- 7 5. T h e 

l o g-r a n k t est m a y b e us e d f or c o m p ari n g t h e ti m e t o P A SI- 5 0 a n d P A SI- 7 5 b et w e e n e a c h 

M E 3 1 8 3 tr e at m e nt gr o u p a n d pl a c e b o. T h e C o x pr o p or ti o n al h a z ar d m o d el m a y als o b e u s e d f or 

a n al y zi n g t h e ti m e t o P A SI- 5 0 a n d P A SI- 7 5. T h e ti m e t o P A SI- 5 0 a n d P A SI- 7 5 will b e 

s u m m ari z e d b y tr e at m e nt gr o u p. 

1 5. 3. 3  A n al ys es of t h e E x pl o r at o r y Effi c a c y E n d p oi nts 

1 5. 4  S af et y A n al ys es 

All s af et y a n al ys es will b e p erf or m e d usi n g t h e s af et y a n al ysis s et. All r e c or d e d A E a n d S A Es 

will b e list e d a n d t a b ul at e d b y M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es ( v ersi o n 2 4. 1 or 

hi g h er) s yst e m or g a n cl a ss, pr ef err e d t er m, a n d tr e at m e nt gr o u p o v er t h e 1 6- w e e k Tr e at m e nt 

P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d. 

T h e i n ci d e n c e of T E A Es ( e v e nts wit h o ns et d at es o n or aft er t h e first d os e of t h e st u d y dr u g or 

t h at w as pr es e nt pri or t o d osi n g a n d e x a c er b at es aft er t h e first d os e of st u d y dr u g) will b e 

i n cl u d e d i n i n ci d e n c e t a bl es. E v e nts wit h missi n g o ns et d at es will b e i n cl u d e d as T E A Es. If a 

s u bj e ct e x p eri e n c es m or e t h a n 1 o c c urr e n c e of t h e s a m e A E, t h e o c c urr e n c e wit h t h e gr e at est 

s e v erit y a n d t h e cl os est a ss o ci ati o n wit h t h e st u d y dr u g will b e us e d i n t h e s u m m ar y t a bl es. S A Es 

a n d A Es c a usi n g st u d y di s c o nti n u ati o n will b e t a b ul a t e d. All A Es will b e list e d b y s u bj e ct, al o n g 

wit h i nf or m ati o n r e g ar di n g o ns et, d ur ati o n, r el ati o ns hi p a n d s e v erit y t o st u d y dr u g, s eri o us n ess, 

a cti o n t a k e n wit h st u d y dr u g, tr e at m e nt of e v e nt, a n d o ut c o m e. 

Vit al si g ns a n d s af et y l a b or at or y r es ults will b e  list e d a n d s u m m ari z e d b y tr e at m e nt gr o u p o v er 

t h e 1 6- w e e k Tr e at m e nt P eri o d a n d t h e 4- w e e k F oll o w- u p P eri o d. S u m m ari es will b e pr o vi d e d 

usi n g d es cri pti v e st atisti cs, i n cl u di n g m e a n v al u es a n d m e a n c h a n g e fr o m B as eli n e v al u es, as 

w ell as n u m b ers of s u bj e cts wit h v al u es o utsi d e  li mits of t h e n or m al r a n g e at e a c h ti m e p oi nt. 

A n y C S p h ysi c al e x a mi n ati o n fi n di n gs a n d s af et y  l a b or at or y r es ults will b e s u m m ari z e d. E C G 

r e a di n gs will b e e v al u at e d b y t h e i n v esti g at or an d a b n or m aliti es, if pr es e nt, will b e s u m m ari z e d 

a n d list e d. T h e cli ni c all y n ot e w ort h y Q T/ Q T c i nt er v al ( > 4 5 0, > 4 8 0, or > 5 0 0 ms e c) or cli ni c all y 

n ot e w ort h y c h a n g e fr o m B as eli n e ( > 3 0 or > 6 0 ms e c) will als o b e s u m m ari z e d usi n g d es cri pti v e 

st atisti cs. 

S u m m ar y t a bl es will b e pr o vi d e d f or c o n c o mit a n t m e di c ati o ns i niti at e d d uri n g t h e st u d y p eri o d. 

1 5. 5  P h a r m a c o ki n eti c A n al ysis 

T h e P K a n al ysis s et will b e us e d f or t h e P K a n al ysis. T h e C tr o u g h of M E 3 1 8 3 a n d its m et a b olit e 

( ) will b e s u m m ari z e d d es cri pti v el y b y tr e at m e nt gr o u p i n t h e T F L. 
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1 6  S T U D Y M A N A G E M E N T 

1 6. 1  A p p r o v al a n d C o ns e nt 

1 6. 1. 1  R e g ul at o r y G ui d eli n es 

T his st u d y will b e c o n d u ct e d i n a c c or d a n c e wit h t h e a c c e pt e d v ersi o n of t h e D e cl ar ati o n of 

H elsi n ki a n d/ or all r el e v a nt r e g ul ati o ns, as s et f ort h i n P arts 5 0, 5 6, 3 1 2, S u b p art D, of Titl e 2 1 of 

t h e U S C o d e of F e d er al R e g ul ati o ns ( C F R), i n c o m pli a n c e wit h I C H a n d G C P g ui d eli n es a n d 

a c c or di n g t o t h e a p pr o pri at e r e g ul at or y r e q uir e m e nts i n t h e c o u ntri es w h er e t h e st u d y w as 

c o n d u ct e d. 

1 6. 1. 2  I nstit uti o n al R e vi e w B o a r d/I n d e p e n d e nt Et hi cs C o m mitt e e 

C o n d u ct of t h e st u d y m u st b e a p pr o v e d b y a n a p pr o pri at el y c o nstit ut e d I E C/I R B. A p pr o v al is 

r e q uir e d f or t h e st u d y pr ot o c ol, pr ot o c ol a m e n d me nts (if a p pli c a bl e), I B, I C Fs, r e cr uit m e nt 

m at eri al a n d s u bj e ct i nf or m ati o n s h e ets, a n d ot h er s u bj e ct-f a ci n g m at eri al. Writt e n a p pr o v al of 

t h e st u d y a n d all r el e v a nt st u d y i nf or m ati o n m ust b e o bt ai n e d b ef or e t h e st u d y c e nt er c a n b e 

i niti at e d or t h e st u d y dr u g is r el e as e d t o t h e i n v esti g at or. A n y n e c ess ar y e xt e nsi o ns or r e n e w als 

of I E C/I R B a p pr o v al m u st b e o bt ai n e d f or c h a n g e s t o t h e st u d y s u c h as a m e n d m e nts t o t h e 

pr ot o c ol, t h e I C F or ot h er st u d y d o c u m e nt ati o n. T h e writt e n a p pr o v al of t h e I E C/I R B t o g et h er 

wit h t h e a p pr o v e d I C F m ust b e fil e d i n t h e st u d y fil es. 

T h e i n v esti g at or will pr o m ptl y r e p ort t o t h e I E C/I R B a n y n e w i nf or m ati o n t h at m a y a d v ers el y 

aff e ct t h e s af et y of t h e s u bj e cts or t h e c o n d u ct of t h e st u d y. T h e i n v esti g at or will s u b mit writt e n 

s u m m ari es of t h e st u d y st at us t o t h e I E C/I R B as r e q uir e d. O n c o m pl eti o n of t h e st u d y, t h e 

I E C/I R B will b e n otifi e d t h at t h e st u d y h as e n d e d. 

1 6. 1. 3  I nf o r m e d C o ns e nt 

F or e a c h st u d y s u bj e ct, writt e n i nf or m e d c o ns e nt will b e o bt ai n e d b ef or e a n y pr ot o c ol-r el at e d 

a cti viti es. As p art of t his pr o c e d ur e, t h e pri n ci p al i n v esti g at or ( PI) or d esi g n e e m ust e x pl ai n 

or all y a n d i n writi n g t h e n at ur e of t h e st u d y, its p ur p os e, pr o c e d ur es, e x p e ct e d d ur ati o n, 

alt er n ati v e t h er a p y a v ail a bl e, a n d t h e b e n efits a n d ris ks i n v ol v e d i n st u d y p arti ci p ati o n. T h e 

s u bj e ct s h o ul d b e i nf or m e d t h at h e/s h e m a y wit h dr a w fr o m t h e st u d y at a n y ti m e, a n d t h e s u bj e ct 

will r e c ei v e all i nf or m ati o n t h at is r e q uir e d b y l o c al r e g ul ati o ns a n d g ui d eli n es f or I C H. T h e PI 

will pr o vi d e t h e S p o ns or or its r e pr es e nt ati v e wit h a c o p y of t h e I E C-/I R B- a p pr o v e d I C F b ef or e 

t h e st art of t h e st u d y. 

T h e I C F s h o ul d b e r e vis e d w h e n e v er t h er e ar e s u b st a nti al c h a n g es t o pr o c e d ur es or w h e n n e w 

i nf or m ati o n b e c o m es a v ail a bl e t h at m a y aff e ct t h e willi n g n ess of t h e s u bj e ct t o p arti ci p at e. 

R e visi o ns t o t h e c o ns e nt f or m r e q uir e d d uri n g t h e st u d y m ust b e a p pr o v e d b y t h e S p o ns or, a n d a 

c o p y of t h e r e vis e d c o ns e nt f or m is pr o vi d e d t o t h e S p o ns or. F or a n y u p d at e d or r e vis e d f or ms, 

t h e s u bj e cts m ust b e r e- c o ns e nt e d f or c o nti n u e d p arti ci p ati o n i n t h e st u d y. 
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A pr e g n a nt p art n er c o ns e nt f or m s h o ul d b e o bt ai n e d b ef or e c oll e cti n g a n y d at a fr o m a f e m al e 

pr e g n a nt p art n er of a m al e s u bj e ct, if b e c o m es pr e g n a nt d uri n g t h e c o urs e of t h e st u d y or wit hi n 

4 w e e ks of t h e l ast d os e of st u d y dr u g. 

1 6. 2  D at a H a n dli n g 

A n y d at a t o b e r e c or d e d dir e ctl y i n t h e e C R Fs (t o b e c o nsi d er e d as s o ur c e d at a) will b e i d e ntifi e d 

at t h e st art of t h e st u d y. D at a r e p ort e d i n t h e e C R F t h at ar e d eri v e d fr o m s o ur c e d o c u m e nts 

s h o ul d b e c o nsist e nt wit h t h e s o ur c e d o c u m e nts, or t h e dis cr e p a n ci es m ust b e e x pl ai n e d. S e e als o 

S e cti o n 1 6. 3 . 

Cli ni c al d at a will b e e nt er e d b y sit e p ers o n n el  o n e C R Fs f or tr a ns missi o n t o t h e S p o ns or. D at a o n 

e C R Fs tr a ns mitt e d vi a t h e w e b- b as e d d at a s yst e m m u st c orr es p o n d t o a n d b e s u p p ort e d b y s o ur c e 

d o c u m e nt ati o n m ai nt ai n e d at t h e st u d y sit e, u nl ess t h e st u d y sit e m a k es dir e ct d at a e ntr y t o t h e 

d at a b as es f or w hi c h n o ot h er ori gi n al or s o ur c e d o c u m e nt ati o n is m ai nt ai n e d. I n s u c h c as es, t h e 

st u d y sit e s h o ul d d o c u m e nt w hi c h e C R Fs ar e s u bj e ct t o dir e ct d at a e ntr y a n d s h o ul d h a v e i n 

pl a c e pr o c e d ur es t o o bt ai n a n d r et ai n c o pi es of t h e i nf or m ati o n s u b mitt e d b y dir e ct d at a e ntr y. 

All st u d y f or ms a n d r e c or ds tr a ns mitt e d t o t h e S p o ns or m ust o nl y i n cl u d e c o d e d i d e ntifi ers s u c h 

t h at dir e ctl y i d e ntif yi n g p ers o n al i nf or m ati o n is n ot tr a ns mitt e d. T h e pri m ar y m et h o d of d at a 

tr a ns mitt al is vi a t h e s e c ur e, i nt er n et- b as e d el e ctr o ni c d at a c a pt ur e ( E D C) s yst e m m ai nt ai n e d b y 

. A c c ess t o t h e E D C s yst e m is a v ail a bl e t o o nl y a ut h ori z e d us ers vi a t h e st u d y’s 

i nt er n et w e b sit e, w h er e a us er u ni q u e assi g n e d us er n a m e a n d p ass w or d are r e q uir e d f or a c c ess. 

A n y c h a n g es m a d e t o d at a aft er c oll e cti o n will b e m a d e t hr o u g h t h e us e of t h e E D C s yst e m. 

e C R Fs will b e c o nsi d er e d c o m pl et e w h e n all missi n g a n d/ or i n c orr e ct d at a h a v e b e e n r es ol v e d. 

1 6. 3  S o u r c e D o c u m e nts 

S o ur c e d o c u m e nts ar e c o nsi d er e d t o b e all i nf or m a ti o n i n ori gi n al r e c or ds a n d c ertifi e d c o pi es of 

ori gi n al r e c or ds of cli ni c al fi n di n gs, o bs er v ati o ns, d at a, or ot h er a cti viti es i n a cli ni c al st u d y 

n e c ess ar y f or t h e r e c o nstr u cti o n a n d e v al u ati o n of t h e st u d y. T h e i n v esti g at or will pr o vi d e dir e ct 

a c c ess t o s o ur c e d o c u m e nts a n d/ or s o ur c e d at a i n t h e f a cilit ati o n of st u d y-r el at e d m o nit ori n g, 

a u dits, r e vi e w b y I E Cs/I R Bs, a n d r e g ul at or y i ns p e cti o ns. 

T h e i n v esti g at or/i nstit uti o n s h o ul d m ai nt ai n a d e q u at e a n d a c c ur at e s o ur c e d o c u m e nts a n d st u d y 

r e c or ds t h at i n cl u d e all p erti n e nt o bs er v ati o ns o n e a c h of t h e sit e’s st u d y s u bj e cts. S o ur c e d at a 

s h o ul d b e attri b ut a bl e, l e gi bl e, c o nt e m p or a n e o us, ori gi n al, a c c ur at e, a n d c o m pl et e. C h a n g es t o 

s o ur c e d at a s h o ul d b e tr a c e a bl e, n ot o bs c ur e t h e ori gi n al e ntr y, a n d b e e x pl ai n e d if n e c ess ar y. 

R e g ul at or y a g e n ci es m a y r e q u est a c c ess t o all st u d y r e c or ds, i n cl u di n g s o ur c e d o c u m e nts, f or 

i ns p e cti o n a n d c o p yi n g, i n k e e pi n g wit h c o u ntr y r e g ul ati o ns. T h e i n v esti g at or s h o ul d 

i m m e di at el y n otif y t h e S p o ns or of a n y a n n o u n c e d or u n a n n o u n c e d r e g ul at or y a g e n c y 

i ns p e cti o ns. A n a u diti n g i ns p e cti o n m a y als o b e c o n d u ct e d b y t h e S p o ns or r e pr es e nt ati v e or 

d esi g n e e. A n y as p e ct of t h e st u d y m a y b e s u bj e ct t o a u dit b y t h e S p o ns or a n d/ or i ns p e cti o n b y 

r e g ul at or y a ut h oriti es or t h e I R B/I E C. S u c h a u dits/i ns p e cti o ns m a y t a k e pl a c e at t h e S p o ns or’s 

P P D
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sit e(s), , or at t h e cli ni c al sit es, i n cl u di n g l a b or at ori es, p h ar m a ci es a n d a n y ot h er 

f a ciliti es us e d f or t h e st u d y. T h e i n v esti g at or will p er mit t h e d esi g n at e d S p o ns or r e pr es e nt ati v es 

a n d r e g ul at or y b o di es t o h a v e dir e ct a c c ess t o t h e s o ur c e d o c u m e nts t o v erif y d at a r e pr es e nt e d i n 

t h e E D C s yst e m. 

1 6. 4  R e c o r d R et e nti o n 

St u d y r e c or ds a n d s o ur c e d o c u m e nts m ust b e pr es er v e d f or at l e ast 2 5 y e ar s aft er t h e c o m pl eti o n 

or dis c o nti n u ati o n of/ wit h dr a w al fr o m t h e st u d y, at l e ast 2 y e ars aft er t h e dr u g b ei n g st u di e d h as 

r e c ei v e d its l ast a p pr o v al f or s al e, or at l e ast 2 y e ar s aft er t h e dr u g d e v el o p m e nt h as st o p p e d, a n d 

i n a c c or d a n c e wit h t h e a p pli c a bl e l o c al pri v a c y l a ws, w hi c h e v er is t h e l o n g er ti m e p eri o d. 

T h e i n v esti g at or a gr e es t o c o m pl y wit h all a p pli c a bl e f e d er al, st at e, a n d l o c al l a ws a n d 

r e g ul ati o ns r el ati n g t o t h e pri v a c y of s u bj e ct h e alt h i nf or m ati o n, i n cl u di n g, b ut n ot li mit e d t o, t h e 

St a n d ar ds f or I n di vi d u all y I d e ntifi a bl e H e alt h I nf or m ati o n, 4 5 C F R, P arts 1 6 0 a n d 1 6 4 (t h e 

H e alt h I ns ur a n c e P ort a bilit y A c c o u nt a bilit y A ct of 1 9 9 6 Pri v a c y R e g ul ati o n). T h e i n v esti g at or 

s h all e ns ur e t h at st u d y s u bj e cts a ut h ori z e t h e us e a n d dis cl os ur e of pr ot e ct e d h e alt h i nf or m ati o n 

i n a c c or d a n c e wit h H e alt h I ns ur a n c e P ort a bility A c c o u nt a bilit y A ct Pri v a c y R e g ul ati o n a n d i n a 

f or m s atisf a ct or y t o t h e S p o ns or. 

1 6. 5  M o nit o ri n g 

T h e st u d y will b e m o nit or e d a c c or di n g t o  m o nit ori n g pl a n a p pr o v e d b y t h e 

S p o ns or t o e ns ur e t h at it is c o n d u ct e d a n d d o c u m e nt e d pr o p erl y a c c or di n g t o t h e pr ot o c ol, G C P, 

a n d all a p pli c a bl e r e g ul at or y r e q uir e m e nts. 

M o nit ori n g visits, o n-sit e a n d r e m ot e a n d c o nt a c ts will b e m a d e at a p pr o pri at e ti m es d uri n g t h e 

st u d y. T h e PI will ass ur e hi m/ h er a n d a d e q u at e sit e p ers o n n el ar e a v ail a bl e t hr o u g h o ut t h e st u d y 

t o c oll a b or at e wit h cli ni c al m o nit ors. Cli ni c al m o nit ors m ust h a v e dir e ct a c c ess t o s o ur c e 

d o c u m e nt ati o n t o c h e c k t h e c o m pl et e n ess, cl arit y, a n d c o nsist e n c y of t h e d at a r e c or d e d i n t h e 

e C R Fs f or e a c h s u bj e ct. 

T h e i n v esti g at or will m a k e a v ail a bl e t o t h e cl i ni c al m o nit or all s o ur c e d o c u m e nts a n d m e di c al 

r e c or ds n e c ess ar y t o r e vi e w pr oto c ol a d h er e n c e a n d e C R Fs. I n a d diti o n, t h e i n v esti g at or will 

w or k cl os el y wit h t h e cli ni c al m o nit or a n d as n e e d e d, pr o vi d e t h e m a p pr o pri at e e vi d e n c e t h at t h e 

st u d y is b ei n g c o n d u ct e d i n a c c or d a n c e wit h t h e pr ot o c ol, a p pli c a bl e r e g ul ati o ns, a n d G C P 

g ui d eli n es. 

1 6. 6  Q u alit y C o nt r ol a n d Q u alit y Ass u r a n c e 

T h e S p o ns or or its d esi g n e e will p erf or m t h e q u alit y  ass ur a n c e a n d q u alit y c o ntr ol a cti viti es of 

t his st u d y; h o w e v er, r es p o nsi bilit y f or t h e a c c ur a c y, c o m pl et e n ess, s e c urit y, a n d r eli a bilit y of t h e 

st u d y d at a pr es e nt e d t o t h e S p o ns or li es w it h t h e i n v esti g at or g e n er ati n g t h e d at a. 

T h e S p o ns or or its d esi g n e e will arr a n g e a u dits as p art of t h e i m pl e m e nt ati o n of q u alit y 

ass ur a n c e t o e ns ur e t h at t h e st u d y is b ei n g c o n d u ct e d i n c o m pli a n c e wit h t h e pr ot o c ol, st a n d ar d 

P P D

P P D
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o p er ati n g pr o c e d ur es, G C P, a n d all a p pli c a bl e r e g ul at or y r e q uir e m e nts. A u dits will b e 

i n d e p e n d e nt of a n d s e p ar at e fr o m t h e r o uti n e m o nit ori n g a n d q u alit y c o ntr ol f u n cti o ns. Q u alit y 

ass ur a n c e pr o c e d ur es will b e p erf or m e d at st u d y sit es a n d d uri n g d at a m a n a g e m e nt t o ass ur e t h at 

s af et y a n d effi c a c y d at a ar e a d e q u at e a n d w ell d o c u m e nt e d. 

1 6. 7  P r ot o c ol A m e n d m e nt a n d P r ot o c ol D e vi ati o n 

1 6. 7. 1  P r ot o c ol A m e n d m e nt 

A m e n d m e nts t o t h e pr ot o c ol t h at e nt ail c orr e cti o ns of t y p o gr a p hi c al err ors, cl arifi c ati o ns of 

c o nf usi n g w or di n g, c h a n g es i n st u d y p ers o n n el, a n d mi n or m o difi c ati o ns t h at h a v e n o eff e ct o n 

t h e s af et y of s u bj e cts or t h e c o n d u ct of t h e st u d y will b e cl ass e d as a d mi ni str ati v e a m e n d m e nts 

a n d will b e s u b mitt e d t o t h e I E C/I R B f or i nf or m ati o n o nl y. T h e S p o ns or will e ns ur e t h at 

a c k n o wl e d g m e nt is r e c ei v e d a n d fil e d. A m e n d m e nts  t h at ar e cl ass e d as s u bst a nti al a m e n d m e nts 

m ust b e s u b mitt e d t o t h e a p pr o pri at e r e g ul at or y a ut h oriti es a n d t h e I E Cs/I R Bs f or a p pr o v al a n d 

will n ot b e i m pl e m e nt e d at sit es u ntil s u c h a p pr o v als ar e r e c ei v e d ot h er t h a n i n t h e c as e of a n 

ur g e nt s af et y m e as ur e. 

1 6. 7. 2  P r ot o c ol D e vi ati o ns 

S h o ul d a pr ot o c ol d e vi ati o n o c c ur, t h e S p o ns or m ust b e i nf or m e d as s o o n a s p ossi bl e. Pr ot o c ol 

d e vi ati o ns a n d/ or vi ol ati o ns a n d t h e r e as o ns t h e y o c c urr e d will b e i n cl u d e d i n t h e cli ni c al st u d y 

r e p ort. R e p orti n g of pr ot o c ol d e vi ati o ns t o t h e I R B/I E C a n d i n a c c or d a n c e wit h a p pli c a bl e 

r e g ul at or y a ut h orit y m a n d at es is a sit e r es p o nsi bilit y. 

1 6. 8  Et hi c al C o nsi d e r ati o ns 

T his st u d y will b e c o n d u ct e d i n a c c or d a n c e w it h t his pr ot o c ol, t h e a c c e pt e d v ersi o n of t h e 

D e cl ar ati o n of H elsi n ki a n d/ or all r el e v a nt f e d er al r e g ul ati o ns, as s et f ort h i n P arts 5 0, 5 6, 3 1 2, 

S u b p art D, of Titl e 2 1 of t h e C F R; a n d i n c o m pli a n c e wit h I C H G C P E 6 g ui d eli n es. 

I E Cs/I R Bs will r e vi e w a n d a p pr o v e t his pr ot o c ol a n d t h e I C F. All s u bj e cts ar e r e q uir e d t o gi v e 

writt e n i nf or m e d c o ns e nt b ef or e p arti ci p ati o n i n t h e st u d y. 

1 6. 9  Fi n a n ci n g a n d I n s u r a n c e 

B ef or e t h e st u d y c o m m e n c es, t h e S p o ns or ( or  its d esi g n e e) a n d t h e i n v esti g at or ( or t h e 

i nstit uti o n, as a p pli c a bl e) will a gr e e o n c osts n e c es s ar y t o p erf or m t h e st u d y. T his a gr e e m e nt will 

b e d o c u m e nt e d i n a fi n a n ci al a gr e e m e nt t h at will b e si g n e d b y t h e i n v esti g at or ( or t h e i nstit uti o n 

si g n at or y) a n d t h e S p o ns or ( or its d esi g n e e). 

T h e i n v esti g at or is r e q uir e d t o h a v e a d e q u at e c urr e nt i ns ur a n c e t o c o v er cl ai ms f or n e gli g e n c e 

a n d/ or m al pr a cti c e. T h e S p o ns or will pr o vi d e n o- e x cl usi o n i ns ur a n c e c o v er a g e f or t h e cli ni c al 

st u d y as r e q uir e d b y n ati o n al r e g ul ati o ns. 
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1 6. 1 0  P u bli c ati o n P oli c y/ Dis cl os u r e of D at a 

B ot h t h e us e of d at a a n d t h e p u bli c ati o n p oli c y ar e d et ail e d wit hi n t h e cli ni c al st u d y a gr e e m e nt. 

I nt ell e ct u al pr o p ert y ri g hts ( a n d r el at e d m att ers) g e n er at e d b y t h e i n v esti g at or a n d ot h ers 

p erf or mi n g t h e cli ni c al st u d y will b e s u bj e ct t o t h e t er ms of a cli ni c al st u d y a gr e e m e nt t h at will 

b e a gr e e d b et w e e n t h e i n stit uti o n a n d t h e S p o ns or or t h eir d esi g n e e. Wit h r es p e ct t o s u c h ri g hts, 

t h e S p o ns or or its d esi g n e e will s ol el y o w n all ri g hts a n d i nt er ests i n a n y m at eri als, d at a, a n d 

i nt ell e ct u al pr o p ert y ri g ht s d e v el o p e d b y i n v esti g at ors a n d ot h ers p erf or mi n g t h e cli ni c al st u d y 

d es cri b e d i n t his pr ot o c ol, s u bj e ct t o t h e t er ms of a n y s u c h a gr e e m e nt. T o f a cilit at e s u c h 

o w n ers hi p, i n v esti g at ors will b e r e q uir e d t o assi g n all s u c h i n v e nti o ns eit h er t o t h eir i nstit uti o n or 

dir e ctl y t o t h e S p o ns or or its d esi g n e e, as will  b e s et f ort h i n t h e cli ni c al st u d y a gr e e m e nt. 
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1 7  R E F E R E N C E S 

1.  G ulli v er W P, R a n d ell S, G ulli v er S, et al. D o  Bi ol o gi cs Pr ot e ct P ati e nts Wit h Ps ori asis 

Fr o m M y o c ar di al I nf ar cti o n ? A R etr os p e cti v e C o h ort. J C ut a n M e d S ur g 2 0 1 6 

N o v; 2 0( 6): 5 3 6- 5 4 1. d oi: 1 0. 1 1 7 7/ 1 2 0 3 4 7 5 4 1 6 6 5 0 4 3 0. E p u b 2 0 1 6 M a y 1 0.  

2.  M e nt er A, G ottli e b A, F el d m a n S R, et al. G ui d eli n es of c ar e f or t h e m a n a g e m e nt of 

ps ori asis a n d ps ori ati c art hritis: S e cti o n 1. O v e r vi e w of ps ori asis a n d g ui d eli n es of c ar e 

f or t h e tr e at m e nt of ps ori asis wit h bi ol o gi cs. J A m A c a d D er m at ol 2 0 0 8 M a y; 5 8( 5): 8 2 6-

5 0. d oi: 1 0. 1 0 1 6/j.j a a d. 2 0 0 8. 0 2. 0 3 9.  

3.  N ati o n al Ps ori asis F o u n d ati o n. htt ps:// w w w. ps ori asis. or g/ c o nt e nt/st atisti cs. L ast u p d at e d 

0 8 O ct 2 0 2 0. A c c ess e d 0 5 O ct 2 0 2 1. 

4.  S e m e n o v Y R, H er b os a C M, R o g ers A T, et al. Ps ori asis a n d m ort alit y i n t h e U nit e d 

St at es: D at a fr o m t h e N ati o n al H e alt h a n d N utriti o n E x a mi n ati o n S ur v e y J A m A c a d 

D er m at ol. 2 0 2 1 A u g; 8 5( 2): 3 9 6- 4 0 3. d oi: 1 0. 1 0 1 6/j.j a a d. 2 0 1 9. 0 8. 0 1 1. E p u b 2 0 1 9 A u g 1 2.  

5.  S h a vit E, S h e ar N H. A n u p d at e o n t h e s af et y of a pr e mil ast f or t h e tr e at m e nt of pl a q u e 

ps ori asis. E x p ert O pi n Dr u g S af. 2 0 2 0 A pr; 1 9( 4): 4 0 3- 4 0 8. d oi: 

1 0. 1 0 8 0/ 1 4 7 4 0 3 3 8. 2 0 2 0. 1 7 4 4 5 6 2. E p u b 2 0 2 0 M ar 2 1.  

6.  D att ol a A, D el D u c a E, S ar a c e n o R, et al. S af et y e v al u ati o n of a pr e mil ast f or t h e 

tr e at m e nt of ps ori asis. E x p ert O pi n Dr u g S af. 2 0 1 7 M ar; 1 6( 3): 3 8 1- 3 8 5. d oi: 

1 0. 1 0 8 0/ 1 4 7 4 0 3 3 8. 2 0 1 7. 1 2 8 8 7 1 4. E p u b 2 0 1 7 F e b 7.  

7.  Fr e dri kss o n T, P ett erss o n U. S e v er e ps or i asis -- or al t h er a p y wit h a n e w r eti n oi d. 

D er m at ol o gi c a. 1 9 7 8; 1 5 7( 4): 2 3 8- 2 4 4. d oi: 1 0. 1 1 5 9/ 0 0 0 2 5 0 8 3 9. 



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 7 8  of 8 9  

1 8  A P P E N DI C E S 

A P P E N DI X 1 . C O N T R A C E P TI O N G UI D E LI N E S 

A P P E N DI X 2 . P R O HI BI T E D C O N C O MI T A N T M E DI C A TI O N S A N D P R O C E D U R E S 

A P P E N DI X 3 . P S O RI A SI S A R E A S E V E RI T Y I N D E X–  W O R K S H E E T 

A P P E N DI X 4 . 5- P OI N T S T A T C PH Y SI CI A N’ S G L O B A L A S S E S S M E N T 

A P P E N DI X 5 . D E R M A T O L O G Y LI F E Q U A LI T Y I N D E X  

A P P E N DI X 6 . C O L U M BI A- S UI CI D E S E V E RI T Y R A TI N G S C A L E 
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A P P E N DI X 1.  C O N T R A C E P TI O N G UI D E LI N E S 

W o m e n of c hil d b e ari n g p ot e nti al ( W O C B P) m ust us e at l e ast 1 hi g hl y eff e cti v e m et h o d of 

c o ntr a c e pti o n d uri n g t h e st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt 

P eri o d, a n d f or at l e ast 4 w e e ks aft er t a ki n g t h e l ast d os e of st u d y tr e at m e nt.  

F ertil e m e n w h os e s e x u al p art n ers ar e W O C B P m ust pr a cti c e s e x u al a bsti n e n c e or t o us e a 

c o n d o m d uri n g s e x u al a cti vit y wit h t h eir f e m al e p art n er of c hil d b e ari n g p ot e nti al st arti n g at 

S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d f or at l e ast 4 w e e ks aft er 

t a ki n g t h e l ast d os e of st u d y tr e at m e nt. A d diti o n all y, if t h eir p art n er is a W O C B P, t h e n t h eir 

p art n er s h o ul d b e a d vis e d t o us e a hi g hl y eff e ct i v e c o ntr a c e pti v e m e as ur e d uri n g s e x u al a cti vit y 

st arti n g at S cr e e ni n g, c o nti n ui n g t hr o u g h o ut t h e e ntir e Tr e at m e nt P eri o d, a n d f or at l e ast 4 w e e ks 

aft er t a ki n g t h e l ast d os e of st u d y tr e at m e nt. 

A w o m a n is c o nsi d er e d t o b e a W O C B P (f ertil e) aft er m e n ar c h e a n d u ntil b e c o mi n g 

p ost m e n o p a us al, u nl ess s h e is p er m a n e ntl y st er il e. P er m a n e nt st erili z ati o n m et h o ds i n cl u d e 

h yst er e ct o m y, bil at er al s al pi n g e ct o m y, a n d bi l at er al o o p h or e ct o m y. A p ost m e n o p a us al st at e is 

d efi n e d as n o m e ns es f or 1 2 m o nt hs wit h o ut a n alt er n ati v e m e di c al c a us e. A hi g h 

f olli cl e-sti m ul ati n g h or m o n e ( F S H) l e v el i n t h e p ost m e n o p a us al r a n g e m a y b e us e d t o c o nfir m a 

p ost m e n o p a us al st at e i n w o m e n n ot usi n g h or m o n al c o ntr a c e pti o n or h or m o n al r e pl a c e m e nt 

t h er a p y. H o w e v er, i n t h e a bs e n c e of 1 2 m o nt hs of a m e n orr h e a, a si n gl e F S H m e as ur e m e nt is 

i ns uffi ci e nt. 

A m a n is c o nsi d er e d f ertil e aft er p u b ert y u nl ess p er m a n e ntl y st eril e b y bil at er al or c hi d e ct o m y. 

Hi g hl y eff e cti v e m et h o ds of c o ntr a c e pti o n ar e t h os e w hi c h h a v e a f ail ur e r at e of < 1 % ( w h e n 

i m pl e m e nt e d c o nsist e ntl y a n d c orr e ctl y) a n d i n cl u d e: 

 c o m bi n e d ( c o nt ai ni n g estr o g e n a n d pr o g est o g e n) h or m o n al c o ntr a c e pti o n as s o ci at e d wit h 

i n hi biti o n of o v ul ati o n ( a d mi nistr ati o n m a y b e or al, i ntr a v a gi n al, or tr a ns d er m al) 

 pr o g est o g e n- o nl y h or m o n al c o ntr a c e pti o n ass o ci at e d wit h i n hi biti o n of o v ul ati o n 

( a d mi nistr ati o n m a y b e or al, i nj e ct a bl e, or i m pl a nt a bl e) 

 i ntr a ut eri n e d e vi c e 

 i ntr a ut eri n e h or m o n e-r el e asi n g s yst e m 

 bil at er al t u b al li g ati o n or o c cl usi o n 

 v as e ct o m y ( pr o vi d e d t h at t h e m al e h as a m e di c al ass ess m e nt of s ur gi c al s u c c ess) 

 s e x u al a bsti n e n c e ( d efi n e d as r efr ai ni n g fr o m h et er os e x u al i nt er c o urs e d uri n g t h e e ntir e 

p eri o d of ris k i n r el ati o n t o t h e d ur ati o n of t h e cli ni c al st u d y, i n li n e wit h t h e pr ef err e d 

a n d us u al lif est yl e of t h e s u bj e ct) 

All s u bj e cts will b e str o n gl y a d vis e d t h at t h e y ( or t h e f e m al e p art n ers of m al e s u bj e cts) s h o ul d 

n ot b e c o m e pr e g n a nt w hil e o n-st u d y tr e at m e nt or f or 4 w e e ks aft er t h e l ast d os e. A f e m al e 
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s u bj e ct will b e a d vis e d t h at s h e m ust r e p ort i m m e di at el y t o t h e st u d y sit e f or pr e g n a n c y t esti n g 

a n d a p pr o pri at e m a n a g e m e nt i n t h e e v e nt t h at s h e m a y b e pr e g n a nt. 

R ef er e n c e 

1.  [ H M A] H e a ds of M e di ci n es A g e n ci es. Cli ni c al Tri al F a cilit ati o n Gr o u p p a g e. 

R e c o m m e n d ati o ns r el at e d t o c o ntr a c e pti o n a n d pr e g n a n c y t esti n g i n cli ni c al tri als. 

htt ps:// w w w. h m a. e u/fil e a d mi n/ d at ei e n/ H u m a n _ M e di ci n es/ 0 1-

A b o ut _ H M A/ W or ki n g _ Gr o u ps/ C T F G/ 2 0 2 0 _ 0 9 _ H M A _ C T F G _ C o ntr a c e pti o n _ g ui d a n c e _ V er

si o n _ 1. 1 _ u p d at e d. p df. 1 5 S e p 2 0 1 4. A c c ess e d 0 4 O ct 2 0 2 1. 
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A P P E N DI X 2.  P R O HI BI T E D C O N C O MI T A N T M E DI C A TI O N S A N D 
P R O C E D U R E S 

T h e f oll o wi n g c o n c o mit a nt m e di c ati o ns a n d pr o c e d ur es ar e pr o hi bit e d pri or t o r a n d o mi z ati o n 

a n d d uri n g t h e c o urs e of t h e st u d y u nl ess ot h er wis e s p e cifi e d. 

1.  T o pi c al t h er a p y: 

T o pi c al t h er a p y u nl ess ot h er wis e s p e cifi e d (i n cl u di n g b ut n ot li mit e d t o t o pi c al 

c orti c ost er oi ds, t o pi c al r eti n oi d [t a z or ot e n e] or vit a mi n D a n al o g u e pr e p ar ati o ns 

[ c al ci p otri e n e a n d c al citri ol], t a cr oli m us, pi m e cr oli m us, m et h o x s al e n, tri m et h yl ps or al e n, 

pi m e cr oli m us or a nt hr ali n/ dit hr a n ol). T o pi c al t h er a p y is pr o hi bit e d fr o m 2 w e e ks pri or t o t h e 

first a d mi nistr ati o n of st u d y tr e at m e nt u ntil 4 w e e k s aft er t h e l ast d os e of st u d y tr e at m e nt 

u nl ess ot h er wis e s p e cifi e d i n S e cti o n 9. 6. 1 . 

2.  S yst e mi c t h er a p y: 

S yst e mi c t h er a p y i n cl u di n g b ut n ot li mit e d t o or al or i nj e ct a bl e r eti n oi ds, a pr e mil ast ( or a n y 

ot h er P D E 4 i n hi bit ors), a citr eti n, m et h otr e x at e,  c y cl os p ori n e, c orti c ost er oi ds, m y c o p h e n ol at e 

m of etil, 6-t hi o g u a ni n e, h y dr o x y ur e a, t hi o g u a ni n e, sir oli m us, is otr eti n oi n, s ulf as al a zi n e, 

a z at hi o pri n e, or f u m ari c a ci d est ers ar e b e pr o hi bit e d fr o m 4 w e e ks pri or t o t h e first 

a d mi nistr ati o n of st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

3.  Bi ol o gi c A g e nts: 

 T u m or n e cr osis f a ct or ( T N F)- α  i n hi bit ors ( c ert oli z u m a b p e g ol, et a n er c e pt, a d ali m u m a b, 

i nfli xi m a b, a n d g oli m u m a b) ar e pr o hi bit e d fr o m 8 w e e ks pri or t o t h e first a d mi nistr ati o n 

of st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

 T N F- α  i n hi bit or, rit u xi m a b, is pr o hi bit e d fr o m 2 4 w e e ks pri or t o t h e first a d mi nistr ati o n 

of st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

 I nt erl e u ki n (I L)- 1 2/ 2 3 i n hi bit ors ( ust e ki n u m a b or a n y ot h er t h er a p e uti c a g e nt t ar g eti n g 

I L- 1 2 or I L- 2 3) is pr o hi bit e d fr o m 2 4 w e e ks pri or t o t h e first a d mi nistr ati o n of st u d y 

tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

 I L- 1 7 i n hi bit ors (s e c u ki n u m a b, i x e ki z u m a b, br o d al u m a b, or a n y ot h er t h er a p e uti c a g e nt 

t ar g eti n g I L- 1 7) ar e pr o hi bit e d fr o m 2 4 w e e ks pri or t o t h e first a d mi nistr ati o n of st u d y 

tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

C CI
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 I L- 2 3 i n hi bit ors (til dr a ki z u m a b, ris a n ki z um a b, g us el k u m a b, or a n y ot h er t h er a p e uti c 

a g e nt t ar g eti n g I L- 2 3) ar e pr o hi bit e d fr o m 2 4 w e e ks pri or t o t h e first a d mi nistr ati o n of 

st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

 I L- 1 2 i n hi bit ors ( bri a ki n u m a b or a n y ot h er t h er a p e uti c a g e nt t ar g eti n g I L- 1 2) ar e 

pr o hi bit e d fr o m 2 4 w e e k s pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt u ntil 4 w e e ks 

aft er t h e l ast d os e of st u d y tr e at m e nt. 

 T- c ell i n hi bit ors: al e mt u z u m a b, a b at a c e pt, al ef a c e pt - fr o m 1 2 w e e ks pri or t o t h e first 

a d mi nistr ati o n of st u d y tr e at m e nt u ntil 4 w e e k s aft er t h e l ast d os e of st u d y tr e at m e nt. 

 I nt e gri n r e c e pt or a nt a g o nist: n at ali z u m a b - fr o m 1 2 w e e ks pri or t o t h e first a d mi nistr ati o n 

of st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

4.  P h ot ot h er a p y: 

Pr ol o n g e d e x p os ur e t o ultr a vi ol et B (i n cl u di n g n arr o w b a n d ultr a vi ol et B, G o e c k er m a n 

t h er a p y a n d e x ci m er l as er) or ps or al e n ultr a vi ol et A u nl ess ot h er wis e s p e cifi e d i n S e cti o n 8. 2 

a n d S e cti o n 9. 6. 1 . P h ot ot h er a p y is pr o hi bit e d fr o m 4 w e e ks pri or t o t h e first a d mi nistr ati o n of 

st u d y tr e at m e nt u ntil 4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. 

5.  Us e of a n y i n v esti g ati o n al dr u g: 

I n v esti g ati o n al dr u gs f or bi ol o gi c t h er a p y ar e pr o hi bit e d fr o m 2 4 w e e ks pri or t o D a y 1 u ntil 

4 w e e ks aft er t h e l ast d os e of st u d y tr e at m e nt. All n o n- bi ol o gi c i n v esti g ati o n al 

dr u gs/t h er a p y/ d e vi c es ar e pr o hi bit e d fr o m 4 w e e k s ( or 5 h alf-li v es w hi c h e v er is l o n g er) pri or 

t o D a y 1 u ntil aft er t h e l a st d os e of st u d y tr e at m e nt. 

6.  Pr ol o n g e d s u n e x p os ur e or us e of artifi ci al s u n b at hi n g ( e g, t a n ni n g b o ot hs) or ot h er U V li g ht 

s o ur c es fr o m D a y 1 u ntil aft er t h e l ast d os e of st u d y tr e at m e nt (i e, Tr e at m e nt P eri o d). 

7.  S u bj e ct h as h a d a r e c e nt i niti ati o n of a dr u g t h at is k n o w n t o p ot e nti all y c a u s e or e x a c er b at e 

ps ori asis (i n cl u di n g, b ut n ot li mit e d t o, b et a bl o c k ers, lit hi u m, a n d a nti- m al ari als), wit hi n t h e 

8 w e e ks pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt; a t h os e s u bj e ct w h o h a v e h as 

b e e n o n a st a bl e d os e f or at l e ast 8 w e e ks pri or t o t h e first a d mi nistr ati o n of st u d y tr e at m e nt 

wit h o ut e x a c er b ati o n of ps ori asis m a y b e e nr oll e d r a n d o mi z e d a n d d o es n ot n e e d t o 

dis c o nti n u e t h es e m e di c ati o ns. 
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A P P E N DI X 3.  P S O RI A SI S A R E A S E V E RI T Y I N D E X - W O R K S H E E T 

 

R ef er e n c e 

1.  Britis h Ass o ci ati o n of D er m at ol o gists. A c c ess e d at htt p:// w w w. b a d. or g. u k/s h ar e d/ g et-

fil e. as h x ?i d = 1 6 5 4 &it e mt y p e = d o c u m e nt. A c c ess e d o n 0 5 O ct 2 0 2 1. 

  

T h e P s ori a si s Ar e a a n d S e v erit y I n d e x ( P A SI) i s a q u a ntit ati v e r ati n g s c or e f or m e a s uri n g t h e 

s e v erit y of p s ori ati c l e si o n s b a s e d o n ar e a c o v er a g e a n d pl a q u e a p p e ar a n c e. 

Pl a q u e c h a r a ct e ri sti c L e si o n s c o r e H e a d U p p e r Li m b s T r u n k L o w e r Li m b s 

E r yt h e m a 0 = N o n e 

1 = Sl ig ht 

I n d u r ati o n/ T hi c k n e s s 2 = M o d er at e 

3 = S e v er e 
S c ali n g 4 = V er y s e v er e 

A d d t o g et h er e a c h of t h e 3 s c or e s f or e a c h b o d y r e gi o n t o gi v e 4 s e p ar at e s u m s ( A). 

L e si o n S c o r e S u m ( A) 

P e r c e nt a g e a r e a 
A r e a s c o r e H e a d U p p e r Li m b s T r u n k L o w e r Li m b s 

aff e ct e d 

0 = 0 % 
A r e a S c o r e ( B) 1 = 1 % - 9 % 
D e gr e e of i n v ol v e m e nt a s a 2 = 1 0 % - 2 9 % 
p er c e nt a g e f or e a c h b o d y 

3 = 3 0 % - 4 9 % 
r e gi o n aff e ct e d ( s c or e e a c h 

4 = 5 0 %- 6 9 % 
r e gi o n wit h s c or e b et w e e n 

5 = 7 0 % - 8 9 % 0- 6) 
6 = 9 0 %- 1 0 0 % 

M ult i pl y L e s io n S c or e S u m ( A ) b y Ar e a S c or e ( B), f or e a c h b o d y re gi o n , t o gi v e 4 i n di vi d u al s u bt ot al s ( C). 

S u bt ot al s ( C) 

M ulti pl y e a c h of t h e S u bt ot al s ( C ) b y a m o u nt of b o d y s urf a c e ar e a r e pr e s e nt e d b y t h at r e gi o n, i. e. x 0. 1 f or h e a d , x 

0. 2 f or u p p er b o d y , x 0. 3 f or tr u nk, a n d x 0. 4 f or l o w er li m b s. 

B o d y S u rf a c e A r e a X 0. 1 X 0. 2 X 0. 3 x 0. 4 

T ot al s ( D) 

A d d t o g et h er e a c h of t h e s c or e s f or e a c h b o d y r e gi o n t o g i ve t h e fi n al P A SI S c or e . 

P A SI S c o r e = 



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 8 4  of 8 9  

A P P E N DI X 4.  5- P OI N T S T A TI C  P H Y SI CI A N’ S G L O B A L A S S E S S M E N T  

F or t h e d et er mi n ati o n of St ati c P h ysi ci a n’s Gl o b al Ass ess m e nt ( s P G A), t h e d e gr e e of o v er all 

l esi o n s e v erit y will b e e v al u at e d usi n g t h e c at e g ori es b el o w: 

0 = Cl e ar: N o si g ns of ps ori asis. P ost-i nfl a m m at or y h y p er pi g m e nt ati o n m a y b e pr es e nt 

1 = Al m ost cl e ar: N or m al t o pi n k c ol or ati o n of l esi o ns; n o t hi c k e ni n g; n o t o mi ni m al f o c al 
s c ali n g. 

2 = Mil d: Pi n k t o li g ht r e d c ol or ati o n; j ust d e t e ct a bl e t o mil d t hi c k e ni n g; pr e d o mi n a ntl y fi n e 

s c ali n g 

3 =  M o d er at e:  D ull  bri g ht  r e d,  cl e arl y  disti n g uis h a bl e  er yt h e m a;  cl e arl y  disti n g uis h a bl e  t o  

m o d er at e t hi c k e ni n g; m o d er at e s c ali n g 

4  =  S e v er e:  Bri g ht  t o  d e e p  d ar k  r e d  c ol or a ti o n;  s e v er e  t hi c k e ni n g  wit h  h ar d  e d g es;  

s e v er e/ c o ars e s c ali n g c o v eri n g al m ost all or all l esi o ns 

R ef er e n c e 

1.  L a n gl e y R G, F el d m a n S R, N yir a d y J, et al. T h e 5- p oi nt I n v esti g at or’s Gl o b al Ass ess m e nt 

(I G A)  S c al e:  A  m o difi e d  t o ol  f or  e v al u ati n g  pl aq u e  ps ori asis  s e v erit y  i n  cli ni c al  tri als.  J  

D er m at ol o g Tr e at 2 0 1 5 F e b; 2 6( 1): 2 3- 3 1. d oi: 1 0. 3 1 0 9/ 0 9 5 4 6 6 3 4. 2 0 1 3. 8 6 5 0 0 9. 
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A P P E N DI X 5.  D E R M A T O L O G Y LI F E Q U A LI T Y I N D E X  

T h e ai m of t his q u esti o n n air e is t o m e as ur e h o w m u c h y o ur s ki n pr o bl e m h a s aff e ct e d y o ur lif e 

O V E R T H E L A S T W E E K. Pl e as e ti c k ( √ ) o n e b o x f or e a c h q u esti o n. 

1.  O v er t h e l a st w e e k, h o w it c h y, s o r e, p ai nf ul or sti n gi n g  h as y o ur 
s ki n b e e n ? 

V er y m u c h  
A l ot  
A littl e   
N ot at all  

2.  O v er t h e l a st w e e k, h o w e m b a r r a ss e d  or s elf- c o ns ci o us  h a v e y o u 
b e e n b e c a us e of y o ur s ki n ? 

V er y m u c h  
A l ot  
A littl e   
N ot at all  

3.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n i nt erf er e d wit h y o u 
g oi n g s h o p pi n g  or l o o ki n g aft er y o ur h o m e  or g a r d e n ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

4.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n i nfl u e n c e d t h e 
cl ot h es  y o u w e ar ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

5.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n aff e ct e d a n y s o ci al  or 
l eis u r e a cti viti e s ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

6.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n m a d e it diffi c ult f or 
y o u t o d o a n y s p o rt ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

7.  O v er t h e l a st w e e k, h as y o ur s ki n pr e v e nt e d y o u fr o m w o r ki n g  or 
st u d yi n g ? 
 
 
 
If “ N o ”, o v er t h e l ast w e e k h o w m u c h h as y o ur s ki n b e e n a 
pr o bl e m at w o r k  or st u d yi n g ? 

Y es  
N o  
N ot R el e v a nt  
 
 
A l ot  
A littl e  
N ot at all  

8.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n cr e at e d pr o bl e ms 
wit h y o ur p a rt n e r  or a n y of y o ur cl o s e f ri e n ds  or r el ati v es ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  



M eiji P h ar m a U S A I n c. M E 3 1 8 3- 3 
M E 3 1 8 3 V er si o n 2. 0 ( 0 7 D e c 2 0 2 1) 

T his d o c u m e nt is c o nfi d e nti al. 

 P a g e 8 6  of 8 9  

9.  O v er t h e l a st w e e k, h o w m u c h h as y o ur s ki n c a us e d a n y s e x u al 
diffi c ulti es ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

1 0.  O v er t h e l a st w e e k, h o w m u c h of a pr o bl e m h a s t h e t r e at m e nt f or 
y o ur s ki n b e e n, f or e x a m pl e, b y m a ki n g y o ur h o m e m es s y, or b y 
t a ki n g u p ti m e ? 

V er y m u c h  
A l ot  
A littl e  
N ot at all  
N ot r el e v a nt  

Pl e as e c h e c k y o u h a v e a n s w er e d E V E R Y q u esti o n. T h a n k y o u. 

R ef er e n c e 

1.  Fi nl a y A Y, K h a n G K. D er m at ol o g y Lif e Q u alit y I n d e x ( D L QI): a si m pl e pr a cti c al 

m e as ur e f or r o uti n e cli ni c al us e. Cli n E x p D er m at ol. 1 9 9 4 M a y; 1 9( 3): 2 1 0- 2 1 6. d oi: 

1 0. 1 1 1 1/j. 1 3 6 5- 2 2 3 0. 1 9 9 4.t b 0 1 1 6 7. x. 
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A P P E N DI X 6.  C O L U M BI A- S UI CI D E S E V E RI T Y R A TI N G S C A L E 

 ( S cr e e ni n g V ersi o n) 

 

S UI CI D A L I D EA TI O N 
. ~ <Jl. U! 3'.ti 0 1ts l m r d 2. Q' b ot n ar a m, g ali v e , p 1 ·o c ef', <I l o "S ui ci d al B e h m,'i or - S B Cli o n Q't h s m m v er · t o q u m!i o J J' 1 i s ').. w -. 
as; k q n esti 0 1f!i J, 4 a n d 5. Jft h s = t o q =ti o n 1 t m d! O F 2 i s ·>' 6 S ".. c o m pl et e " l n J 6 n Si qfl d e: atit m - ~, mti o n b el o w. 

1. V.l S Jl t o b e D e, a; d 
S u b j w d ,;:rrl c.rliilil ~ l:! Jtr o p. ~r. a b i:: ·.:l 1 1 · u,;:is:!l m, . di . a d! c a : ?'.l ot a t' n.·;. UI) ~ ', c a lll Ul! ~ D :flll i W"'-: P . uJ. d D Dt ll "l.! o r.:.r p. 
H • ~ y o-:. w w i s Ait 4J o;f Wll e & a 4 ,0:rilff J'.l: ~I J L N 1 1 c.:. o•l. d'lf'ltt s l u p ,1 uti 1t o J M." d - e q! 

2.. N o n- S p e cifi c A cl:i n S oi ci. d al T h o u ~li. t s 
G.. n ar >I , ·" " " "'JI O < m < 1 1 u!'.:! g bts a h -.,,.,,!!, t o o ,rl < 1 1 1. 1 1 ", il &' = cit • - {•- ~,. Ml ~ ;' J »r, gf,.t a.!\ o uf .ir!lr n g m_ > =!f") v. •ffi 1 1 1 1 1t 1 1 u!· g bt , " "'' " Y' t o kill 
c:ri;,:;. c J C Hi!i «-t: a. N d m ~ 1 ~ 0 1 pl m. 

.lf • < J"" M a d. 1 1. all} , 1,'I Li U J i/t o " Pl!i o/ killi nl) 'O J Z <l,lft 

3 .. l\ c me S ui ci d al l de 1 1 1:i on wi t h A n y M e t h o d s ( N at P i a) wi tll a ul m i nt t o, A d 
Sli. b. j ;,:t D.rlilili ~ tttt m p.tli l ?f"-.·.!i. cif,;. ; m d! m. 'ii 1:l v:! -~ g m o.f a.t ]. Qliiit C D ;. m ai h o d ,a m = ~ t h,;. ;u  ~.,;s..'illllili D.i: ;:,i. ai o d. T hi 3' j s di ffi u-. mt t hl.!I Zi <i p ari nt; p W 1! 1 Ml"l h r.:iJ:::.;;,, 
: Fl" " • " " mrl ml d mili ~ o ut ("'- $ -, 1 h o-:!!, ht a f =t h o d t o l:ill ... 1n .-: zt .. 1 • r; p or ui c pil m ~ I n,: ·_a. , P " "' " " ..- h a,..,,. d ... 7. Ml / h ort g h.f < >!, o ut ~ - , g 
a n -, < h R /', Mil ll <l! UD W < o s p « rfi c pf a,r a s t o w h "- 1 ~, .r,,,.. ar h a w 1 ' 1" 1 d a dli al,!)i ti, ,r L. .. a ni, ,..,,. _ 1. 1~ g o 1 1 F o u gl, 1 1rtlr r L " 
s .. • J"" M 3,..,, u,;,, J; m g d....,, 1,.,,. J"" M .. ~r u at/ti s ? 

4. Art n- e S ui: ci d al l d e 1 11:i o : a. wi t h S o m e I: att,nt t o A ct , mt b o nt S p e o cif u: Pl a n 
.. '\ ct: n·• , u: d d zl w u p.;, of ki! G n s .,,.,. tlf m d ,ii!,j;, ct N p o:rt, h a. m s S. Olllll u,.;;;, e,t t o = •- =-~ 1 1 u,-:, d,t a, ., <f p a n d . t o " 1 w ,l h o,, gfJ n l > ut 1 
,r kf a ,;t n y,. TII ' 1 0/d o < 0 .,: >'il w.r g a.!\ o ut WJI L " 

H.t a t: J h 1' 1i 1 lir dtlr a e di ~! .I P Ji 1t ur dlrr 2 drt 1 J 1 1ti'L'ffil ~ o/t 1. C.irr g. 0 1 1.ilt c. J!I J! 

5. Ar n n S ui: ci d al . l d e 1 11:i o : a. wit h S p e c m c P i n a n d! I nf e-nt 
~;, d kil m s ol > O wlf,ritl, d mili of pl u f u!.l y orf' Ul:iill :, ..- orl: ~ o ut w , 1 1") ;,,:l h >, = m: mt o c att y ii o ut. 
H a t: y o, 1, 1 st art c.i t o- l FOf'I r O Sll or r Ft H. kc .i t 0 1t.l t, h iltit nf s o/ J.,,. t o EI 1 1 0 1t. J"fil/! .D,, J WI i nt c, 1 1 4{ 0 " N J, 1 n 1 Ul u s pl a J J! 

u, y o, , d < s ai: -

Il'•ff EN 5Ifl ' O FI D E 4 II ON 
1iit 1 J' 0il o wm g J Mi Uit 1:; :;h o. L i d Q.fl T at ~ a 1w ith l'(l ~f'I t o ! n fl m os t J; Q l Wfl t Ji J Jtl ,efi a) aif o n (iA ·., J .j fr om ll' Q. M'<t wi tii 1 b,r m g t h o .lm s t St/ HI T ~ · 

a n d J {l g,'n g Ih a . m o.rt U Tl 'fllfl}. . b.li: a b O. L 1 r u! 1" 1 h s h a 1" <ll j ~ 1 m g t.!i, Jtt,H  H  L, rri. da i 

M Oi 5I St n w e I d ~ ati o n : 

F : r,t q oi,: n q • 
H o ' ' If/ JI.II} li m M ht n' e ')- 0,ll li d dt e s e l h: o,1 1 g h h ? 

m u,,.jj w, o:, o o " " "' " k ( 2 l 0. ll C O " " "'' " U) 2- ~ u .. C!I W O oi ('I\ D, ci h ·or zl m. o,;; t ,i!,; 1,.,- o u, r,,,,, 1 m 1. o ... ~l, ,,l a v 

DIi uti o n 
W 7 1 m J' O U ht n ' 8 t ht 1 i J 1o u g J 1 n, ! 1 1 1 11 1 l o n g d o t h e y l a st ? 

( 1) f mli n;;- :Ii;..- ,..,.,, a, ., = - =•• 
( 2) .,,. jj w, l i b a mf = ~ftl > o li: m o 

m 1- 4i b o m 1 1 ' a. l\ ot ofli c:; o 

C o: a b -ol b b .ilit y 

( 4) 4,t h o;.:,-,., "i =,t of d o }" 

(l) ~!'!l a, jj w, S mi n 1 p or, ;,i. a.1 < 1 r O OII O!llll!t 1 < 

C o, 1 1 ·l df c. m )" all st o p dri n ki n g a b o ut kilii n g J- a 1 1r s eif or =ti n g l o ,di e if }' O U ll' altl t o ? 
( 1) i E a,i'! y a bt. ,, a o a nt:r ol w u p. 1, () c,,, c ~ l 1l w.:, g],t , v.till, •l ot af ,di.i m. c ul.i y 
( 2J C "' <: C O >lr a ,li o·;. ht s..-itlilitlt.,d:if E. c:,lt y ( SJ U ~ b lol a 0 < 1 atr ol ~;, 

( 3 1 c,.,, r olllr oH h•·:; d,t, v.ill , o m• d di c u! 1'{ C O) I D o o • l > Dt a r. = 1t o < ~! >lrll l ili o u,.; 1,l 3 

~ t a un t s 
A n t h er e t hi n g s- a n _),' Olt 8 ,or t m yt hizrg ( e.t ~ ,f e mi! J;, nli g:i o n , p ai n ' ,Q/ d e o d 1j - t h at sl o p p' el 1 } 1t mft o m tR u n z n e t o di e, ,o r a·~./izr g o n 

t h. o u g ht s ,of ,c o m. milti n g s ui ci d e'! 
( 1) I D•lllr. Nni , d\; m ulll 1 y •tl!f;' o d }" 0 1 1 :!r o e • m o c:;rti,,,;; , w c o d o 
( 2) I D •lll m ni , :f ~t bl 7 ,, af;' O d )"< 1 1 1 

( 3 1 U a. o m ai n . u 1 d <t 4 cr-"" 1 3 ,t c e,:, o d ' "' 1 1 

R e: as o: n s f or I d\ e 3ti o n 

('l } D.-:Ilr n > at S o ort li hL'r ,di. di ,, at ,t o p )' 1 1 1 1 

(l) ll •lll m ni , d <f u m l)· " "I •i•. P y o u 
WI D o a, n < >l c u l/\· 

W h at s ort of n m o m di d y o .1 1 /l' Ql!tij or t hi n ki n g a b o 1 1 1 = mr g 1 0 , di e or killi n, g }' OllI:tt q ? W a, it t o e n d di e p oi n or st o p t h ei ·1 1•' 1 } 

}' 0. 1 1, v e nfllli n g (i n ,o J hfl T m 1r d s } " Oil r o ul d n 't g o , o n firi n g will! llili p ai n ' ,o r h o, v } ' O U w er ef ~ dilr g') o r 1 1•. n, it t o g a t m e nti o 1 1, 
7 e J e n g e ,o r a r; 1 M s e.ti o nft o 1 1 1 ot h ~ n ''! O r b o d 1'! 

( 1) C o mi; J .-: >l:, t o !, al att..,,;i,,i , ,,.,,- o r s • or a ,.., oli. oi, £r e m ot!i = 

( 2) M. o-• ~· t o e'- 1 z. T mll. D n n:. :! 1 1\" ~ l:t' a .r m. cti mJ. oi b. • rs 
( 3) E q u. all y t o ~ wt at m: m u:! n; .~;, O J" ii. m z, c:;ti.l: z. D! fr e: m a dt; a-; 

U 1 d .t o o n d . 1',;, p tl, o ~,i n 

C ? O OI I R. c:i drtl Fi n ni'ti ui N'. 1 1 ' 3f' M ci' AJ 1 1-: 1 _,, m e;. f a e 

( 4J M os tl y t o e d cr s: a p tit• r, m (:r e _ ,c <r.:ili o 'I g o o o, 

U!. T U J g ·wt 1 h cl:,;, p,l m G r . l u z,;- ]!, EJ U. W  W ri! :f.;,;~ ) 

( SJ C o: m prr. :, t o w.o a t npl b o p ai n .- o u! d o" 
i,,.,;:,, g " 1i1 h . t 1 o ! "- "' o r b. o v. • }' < 1 1,...,. :;,;Ji n g) 

f O <l D o o , ,,.t c:i h 

P n.t 

X M o: nt h ~ 

Y , fi s X o 

C 

Y f'.s X o 

C 

Y r.s X o 

C 

Y, ets ! X n 

C 

C 

M o st 
S e ·,rer e 
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S Li'I CI D. H. B E H  H I O R 
( C h « Jr. all t h at a p pl y. ~ o l o w g ai !II.,,., or e S <' p ar atfl ,n'f' ntt ; 1 1'lli 5t mfr. a b ollt ai'i pti ) 

A et n a] Atf e- m p t: 
.\\ p:11 1ilIItf: a 1 17 1.,;!.f- crr _i uri o--li ~ a · o o c.:. M!. n v d ."r.t.ii h ;rt a _. _,, H!: m; s v.is a::i - a Ill ar a T ~ S J Tl 'i of a: ct.. B,; h 1. ~ or 1 1,; Zrli b::i p u.t 1 n. O'. s b,.t o:f !.1i m a & d . t o l ci 1l 1 1 E W!. 4!: £ I n ~-r at 

d: o o• " at ! m ~ l a b o 1 0 0 ¾ . Ifll u a-• i, wr y i m o m•'c! o ~ a d:' o a.,. ori,. o d llri'! h. t:l » a. ct. ll wlil c ai > b o < =rti. d: or o d , m. a m w , o:ii ci. d,i all <, u pt. Tll er e ' a « ~ n ot 
h. a w. t o b e a n y illft, 1 7)' or h a 1 1 1 1.j u,t ui or a m a.t:i • l : arillj m y <r.i w: c.If ? O < = Pllil • tri! ~ "· hi:l• ~ i <. i zi m o::. 1 h·t: = ! J L'lllt.- o b u o,i a iaj 1 1 1 y .r o ml'i, , 
tl £is.ili C GI L S i di m. d! m at'.i!I Df.t . 
!l n! =f: o s i! a N nl: ;;, , if.,, i n,:!i,., m, J d a ni o, mt • nt .'v. ·· n, di o , ii m a y ~ i nf = v d clilli c-tlly £r e m . t » ci a r o r ci m: m,. , t u,r. F o,- • =:::;, l o, • hi, _;;l,l y loll w 
a 1' 1 ti at i, ct. arl r " at.,. a c- ci d...i: "° n ~ ol h w i m o m b ul , 1 D ci d o < a m • i n! or. d (•,! ,. g-.lll wt t o h o ju, u pi':!\;; & o m w m di! w of a. ! 4f, fl o o .'>i o i: y). .. ' U, 1 1, ff 
S Dlll Dll a. o d mii os mr ui. t  m di o , b u t t h.y i. b a u.,, _;;],t ui, t .,:b at 1. b o y ,dr d C 0 1ll d! b o lo 1 h al, _ mt o. m m. a y' b o i zlf = d. 

i n:- e jl Oil 1 1'/ Jlil e II illi ci d e att ml pl ? 

i n:- e J' o, 1, 1 · ,d o n e t mJ'l h i n g l o h a Tl!'I J' o. r m- efr. 
a w. )' Oil d o n e t mJ'l h i n g dt m 9't' T O W 1, h er e y o u · ,c o u! _ d h a w. di M ? 

W b. at ifi d y o 1 1 d o ? 
Di d J,•o u _ _ _ ,t J J a' i my r o e ml J-- o ur lif e:' 
Di d j,' o.r.r ·n' Jllli' r o, ifi e ( et-' OI' a li 1 1l e)' w h. m J' Oll _ _ ? 
W e ~ J-"' 1 1l tl} m g l o ,mil } ' Mir lift 1, h :e n '}' Oll _ _ :' 

O r di d } "Oil t h m k ii l ~t:I J p o'Ili h 1 e J O U ' c m d d h.t n- e di e d fr o: m _ _ ? 

P ut X Y ,s n 
o :r 

Lif tii m.t o 

C 

'J L Qt, J J #, ai 

,'l.tt. m pt• 

Or ,tfiil. y o, u d o it p rm!!l} f o r ot h' n r e. o st m s h vi J h Mlt Ai ·ar mtf'lf 1i. o n of kill m g- J O J. 1 1' 5.rtlf (li k ei t o lll m·ei SI T ess,fr, e J b ~ , gtil ~, m pl 2i h } '. 
o r g et 3 0 m!'i hi n e <Ifi e · 1 0 , l ur p p e J Jj'! / E.;!f-,:l aj;.: zri o us B o b. a d o, 'lril h =I , - ~ mt. n . 
i!f y • •• d. ~ s-: n.l, 

H :. s s u b' e d e i n.N o n - S ui. ci ul: Se, Jf-l n ' uri o u s B e h :.,io .- 1' 

I nt e-rr o p.t e d .Att e m p t: 
W h. m tl:t o l""" D D. ,, ill:-- ~:;,:l ( b y ; m o::l,t d• ci K = J,t m c o ) :f r o m • ~ : h o p o m w 1 'r ,ril.f Cui j u ci <·,; > < 1 (if w o tji,r tl ut, a,."'f » a l at m n pt 1'- o w' d h < n-,, 
O O C u m ? ~ . 
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