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1. 0 A D MI NI S T R A TI V E I N F O R M A TI O N

1. 1 C o nt a cts

Tri al  c o nt a ct n u m b ers c a n b e f o u n d i n t h e St u d y  M a n u al, t h e c o m m u ni c ati on pl a n, or ot h er si mil ar 
d o c u m e nt s pr o vi d e d t o t h e si t e.
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1. 2 A p p r o v al

R E P R E S E N T A TI V E S O F T A K E D A

T his st u d y  will b e c o n d u ct e d wit h t h e hi g h est r es p e ct f or t h e i n di vi d u al p arti ci p a nts i n a c c or d a n c e 
wi t h t h e r e q uir e m e nts of t his clini c al st u d y  pr ot o c ol a n d als o i n a c c or d a n c e with t h e f o ll owi n g:

 T h e et hi c al pri n ci pl es t h at h a v e t h eir ori gi n i n t h e D e cl ar ati o n of H elsi n ki.

 I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n E 6 G o o d Cli ni c al Pr a cti c e C o ns oli d at e d 
G ui d eli n e.

 All a p pli c a bl e l a ws a n d r e g ul at i ons, i n cl u di n g, wit h o ut li mit at i on, d at a pri v a c y l a ws, cli ni c al 
trial  di s clo s ur e l a w s, a n d r e g ul at i ons.
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I N V E S TI G A T O R A G R E E M E N T

I c o nfir m t h at I h a v e r e a d a n d t h at I u n d erst a n d t his pr ot o c ol, t h e I n v est i g at or’s Br o c h ur e, a n d a n y 
ot h er pr o d u ct i nf o r mati o n pr o vi d e d b y t h e s p o ns or. I a gr e e t o c o n d u ct t his st u d y  in a c c or d a n c e 
wi t h th e r e q uir e m e nts of t his pr ot o c ol a n d als o t o pr ot e ct t he ri g hts, s af et y,  pri v a c y, a n d w ell-b ei n g 
of  st u d y s u bj e cts i n a c c or d a n c e wit h t h e f oll o wi n g:

 T h e et hi c al pri n ci pl es t h at h a v e t h eir ori gi n i n t h e D e cl ar ati o n of H elsi n ki.

 I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n, E 6 G o o d Cli ni c al Pr a ct i c e: C o ns oli d at e d 
G ui d eli n e.

 All a p pli c a bl e l a ws a n d r e g ul at i ons, i n cl u di n g, wit h o ut li mit at i on, d at a pri v a c y l a ws a n d 
r e g ulat i ons.

 R e g ul at or y  r e q uir e m e nts f or r e p orti n g s eri o us a d v ers e e v e nts d efi n e d i n S e ct i on 1 0. 2 of  t his 
pr ot o c ol .

 T er ms o utli n e d i n t h e Cli ni c al St u d y  Sit e A gr e e m e nt.

 A p p e n di x F – R es p o nsi bilit i es of t he I n v est i g at or.

I furt h er a ut h ori z e t h at m y  p ers o n al i nf or m ati on m a y b e pr o c ess e d a n d tr a nsf err e d i n a c c or d a n c e 
wi t h t h e us es c o nt e m pl at e d i n  A p p e n di x H of  t his pr ot o c ol.

Si g n at ur e of I n v esti g at or D at e

I n v esti g at or N a m e ( pri nt or t yp e)

I n v esti g at or’s Titl e

L o c ati o n of  F a cility ( Ci t y, St at e/ Pr o v e n c e)

L o c ati o n of  F a cility ( C o u ntr y )
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1. 3  P r ot o c ol A m e n d m e nt 0 5 S u m m a r y of C h a n g es

R ati o n al e f o r A m e n d m e nt 0 5

T his d o c u m e nt d es cri b es t h e c h a n g es i n r ef er e n c e t o t h e pr ot o c ol i n c or p or ati n g A m e n d m e nt 
N o. 0 5. T h e pri m ar y r e as o ns f or t his a m e n d m e nt ar e t o m o dif y t h e st u d y d esi g n t o i n cl u d e:

! P art 3 t o ass ess t h e bi o a v ail a bilit y a n d f o o d eff e ct o n t h e p h ar m a c o ki n eti c s ( P K) of t h e 
T A K- 0 4 1 i m m e di at e r el e as e t a bl et f or m ul ati o n i n h e alt h y s u b j e cts

!

Mi n or gr a m m ati c al, e dit ori al, f or m atti n g, a n d a d mi nistr ati v e c h a n g es n ot aff e cti n g t h e c o n d u ct of 
t h e st u d y ar e i n cl u d e d f or cl arif i c ati o n a n d a d mi nistr ati v e p ur p os es o nl y. F or s p e cifi c d es cri pti o ns 
of t e xt c h a n g es a n d w h er e t h e c h a n g es ar e l o c at e d, s e e  A p p e n di x I.

C h a n g es i n A m e n d m e nt:

1.  A d d e d P art 3 st u d y d e si g n, wit h p o p ul ati o n, f or m ul ati o n, d osi n g, f o o d eff e ct r e gi m e n, a n d 
c o nfi n e m e nt

2.  A d d e d P art 4 st u d y d esi g n wit h st a bl e s c hi z o p hr e ni c p o p ul ati o n, d os e l e v els, d osi n g d a ys a n d 
c o nfi n e m e nt d a ys. 

3.  A d d e d o bj e cti v es a n d e n d p oi nt s f or P art s 3 a n d 4.

4.  A d d e d t h e j ustifi c ati o n f or t h e pr o p os e d st u d y d esi g n d os e a n d e n d p oi nt s f or P art 3.

5.  A d d e d t h e j ustifi c ati o n f or t h e pr o p os e d st u d y d esi g n d os e a n d e n d p oi nt s f or P art 4.

6.  A d d e d i n cl usi o n a n d e x cl usi o n  crit eri a f or P art 3 a n d 4.

7.  A d d e d e x cl u d e d m e di c ati o ns, di et ar y pr o d u cts a n d st u d y c o ntr ol of di et, fl ui d a n d a cti vit y 
c o ntr ol f or P arts 3 a n d 4.

8.  A d d e d T A K- 0 4 1 t a bl et f or m ul ati o n t o st u d y  m e di c ati o n f or P art 3 a n d m a n uf a ct uri n g, 
p a c k a gi n g, l a b eli n g, dis p e nsi n g a n d r a n d o mi z ati o n t o i n cl u d e P art 3 a n d 4.

9.  A d d e d h ei g ht w ei g ht a n d B MI t o P art 3 a n d 4, wit h P art 4 s u bj e cts h a v e a n i n cr e as e d u p p er 
li mit f or B MI of 4 0. 5 k g/ m2 .

1 0.

1 1.  A d d e d st atisti c al a n al ysis f or P art 3 a n d P art 4.

1 2.  A d d e d p h ar m a c o g e n o mi c s a m pl e c oll e cti o ns f or P art 3 a n d 4.

1 3.  A d d e d P K p ar a m et ers a n d P K bl o o d c oll e cti o ns f or P art 3 a n d 4 a n d P K uri n e c oll e cti o ns f or 
P art 4.

1 4.  R e vis e d t h e st u d y- s p e cifi c d os e es c al ati o n a n d st o p pi n g r ul e f or P art 1 a n d P art 2.

1 5.  A d d e d e x cl usi o n crit eri a f or r e c e nt m aj or s ur g er y or d o n ati o n or l os s of bl o o d.
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1 6.  R e vis e d e x cl usi o n f or cli ni c all y si g nifi c a nt hi st or y or h e a d i nj ur y or tr a u m a t o i n cl u d e l oss of 
c o ns ci o us n ess f or gr e at er t h a n 1 5 mi n ut es.

1 7.  U p d at e d e x cl usi o n l a n g u a g e o n ris k of s ui ci d e c o n si d er e d b y t h e i n v esti g at or, i n cl u di n g 
s p e cifi c C- S S R S r e s ult s.

1 8.  A d d e d u ns uit a bl e f or i n cl usi o n i n t h e o pi ni o n of t h e i n v esti g at or or s p o ns or as a n e x cl usi o n 
crit eri o n.

1 9.  D et ail e d s p e cifi c n e ur ol o gi c al e x a mi n ati o ns, a n d c o m bi n e d as p art of p h ysi c al e x a mi n ati o n, 
wit h r e q uir e d ass ess m e nt as n ot cli ni c all y si g nifi c a nt ( N C S) or cli ni c all y si g nifi c a nt ( C S).

2 0.  U p d at e d w e ar a bl e d e vi c e ti mi n g of pl a c e m e nt a n d r e m o v al f or P art 2 a n d a d d e d t o P art 4.

2 1.  A d d e d l a b or at or y s a m pl e c oll e cti o ns a n d bl o o d s a m pli n g v ol u m es f or P art 3 a n d 4

2 2.  A d d e d c o ntr a c e pti o n, a v oi d a n c e pr o c e d ur es a n d pr e g n a n c y st at e m e nts t o P art 3 a n d 4.

2 3.  A d d e d E C G ass ess m e nts t o P art 3 a n d 4 a n d r e m o v e d tri pli c at e p ar a m et er ass ess m e nts fr o m 
H olt er E C G i n p art 2.

2 4. .

2 5.  U p d at e d t h e n o n cli ni c al i nf or m ati o n o n T A K- 0 4 1

2 6.  U p d at e d P K a n al ysis f or all s a m pl e p arts.

2 7.  A d d e d P D a n al ysis s et f or P art 4 o nl y

2 8.  U p d at e d s af et y a n al ysis.

2 9.  U p d at e d s a m pl e si z e d et er mi n ati o n f or t h e st u d y.
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2. 0 S T U D Y S U M M A R Y

N a m e of S p o ns o r(s):

T a k e d a D e v el o p m e nt C e nt er A m eri c as, I n c.

C o m p o u n d:

T A K- 0 4 1

Titl e of P r ot o c ol: A 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 h as e 1, As c e n di n g Or al Si n gl e a n d 
M ulti pl e D os e St u d y t o E v al u at e t h e S af et y, T ol er a bilit y, 
a n d P h ar m a c o ki n eti cs of T A K- 0 4 1 i n H e alt h y S u bj e cts a n d 
S u bj e cts wit h St a bl e S c hi z o p hr e ni a a n d a R a n d o mi z e d 
O p e n- L a b el, Si n gl e D os e, P ar all el D esi g n t o E v al u at e t h e 
R el ati v e Bi o a v ail a bilit y a n d Eff e ct of F o o d o n t h e 
P h ar m a c o ki n eti cs of T A K- 0 4 1 T a bl et F or m ul ati o n i n 
H e alt h y S u bj e cts

I N D N o.: 1 3 0 0 7 4 E u d r a C T N o.: N ot 
a p pli c a bl e

St u d y N u m b e r: T A K- 0 4 1- 1 0 0 1 P h as e: 1

St u d y  D esi g n

T his is a p h as e 1, first-i n- h u m a n ( FI H), r a n d o mi z e d, pl a c e b o- c o ntr oll e d, d o u bl e- bli n d, st u d y t o e v al u at e t h e s af et y, 
t ol er a bilit y, a n d P K of T A K- 0 4 1. T his st u d y d esi g n i n t his a m e n d m e nt r efl e cts a m o difi c ati o n of t h e ori gi n al d esi g n, 
d u e t o t h e l o n g er t h a n e x p e ct e d h alf- lif e of T A K- 0 4 1 o bs er v e d aft er t h e si n gl e- d os e a d mi nistr ati o n of t h e c o m p o u n d 
t o h e alt h y s u bj e cts i n t h e first 2 c o h orts. T h e st u d y is c o m p os e d of 4 p arts: P art 1 is a si n gl e-ri si n g d os e [ S R D] st u d y i n 
h e alt h y s u bj e cts, wit h a n alt er n ati n g p a n el d esi g n ( C o h orts 1 a n d 2) a n d a s e q u e nti al p a n el d esi g n ( C o h orts 3 t o 5); P art 
2 is a m ulti pl e-ri si n g d os e [ M R D], s e q u e nti al p a n el d esi g n i n h e alt h y s u bj e cts ( C o h orts 1 t o 4); P art 3 is a r a n d o mi z e d,
o p e n-l a b el, si n gl e d os e p ar all el d esi g n i n h e alt h y s u bj e cts, t o e v al u at e t h e r el ati v e bi o a v ail a bilit y a n d eff e ct of f o o d o n 
t h e P K of t h e T A K- 0 4 1 t a bl et f or m ul ati o n. P art 4 is a si n gl e d os e c o h ort d esi g n i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a.
F or P art 1, C o h orts 1 a n d 2, d os e es c al ati o n a n d s u bs e q u e nt d os e l e v els will b e d et er mi n e d f oll o wi n g a f ull bli n d e d 
r e vi e w of all a v ail a bl e s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e vi o us d os e l e v el. F or P art 1, C o h orts 3 t o 5, a n d all 
c o h orts i n P art 2, d os e es c al ati o n a n d s u bs e q u e nt d os e l e v els will b e b as e d o n a s p o ns or r e vi e w of at l e ast 2 1 d a ys of 
s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m t h e pr e vi o us d os e l e v els. F or P art 3 s u bj e cts will r e c ei v e a si n gl e 4 0 m g 
d os e of t h e t a bl et f or m ul ati o n of T A K- 0 4 1 ( 1 x 4 0 m g t a bl et) b as e d o n s af et y/t ol er a bilit y of t h e s a m e d os e i n h e alt h y 
s u bj e cts i n P art 1 a n d P art 2. F or P art 4, t h e d os e s el e ct e d will b e b as e d o n e m er gi n g s af et y/t ol er a bilit y a n d a v ail a bl e 
P K d at a of t h e s a m e d os e i n h e alt h y s u bj e cts fr o m P art 2. A p pr o xi m at el y e q u al n u m b ers of m al e a n d f e m al e s u bj e cts 
will b e e nr oll e d at e a c h d os e l e v el. T A K- 0 4 1 a n d m at c hi n g pl a c e b o will b e a d mi nist er e d as a n or al s us p e nsi o n f or P art 
1, 2 a n d 4, a n d as t h e i m m e di at e r el e as e t a bl et f or m ul ati o n f or P art 3.

 
 

 

 

P a rt 1 will c o nsist of 5 c o h orts wit h 8 s u bj e cts p er c o h ort ( 6 a cti v e: 2 pl a c e b o). C o h orts 1 a n d 2 will p arti ci p at e i n a 
2- p eri o d, alt er n ati n g- p a n el, d o u bl e- bli n d st u d y d esi g n t o e v al u at e si n gl e-ri si n g d os es of T A K- 0 4 1( 5, 1 0, 2 0, a n d 4 0 
m g) or m at c h e d pl a c e b o wit h a w as h o ut p eri o d of at l e as t 7 d a ys b et w e e n tr e at m e nt p eri o ds (s e e s c h e m ati c of st u d y 
d esi g n b el o w). As of A m e n d m e nt 0 4, aft er r e vi e w of t h e d at a fr o m t h es e i niti al c o h orts, C o h orts 3, 4, a n d 5 will 
p arti ci p at e i n a s e q u e nti al- p a n el, d o u bl e- bli n d st u d y d esi g n t o e v al u at e si n gl e-risi n g d os es of T A K- 0 4 1 or m at c h e d 
pl a c e b o. T his is a d o u bl e- bli n d st u d y; t h er ef or e, t h e s u bj e ct, t h e tri al sit e p ers o n n el, a n d t h e s p o ns or st aff w h o ar e 
i n v ol v e d i n t h e tr e at m e nt or cli ni c al e v al u ati o n ar e bli n d e d t o tr e at m e nt or i nt er v e nti o n. C ert ai n s p o ns or st aff n ot 
dir e ctl y i n v ol v e d wit h t h e tr e at m e nt or e v al u ati o n m a y b e u n bli n d e d t o t h e tr e at m e nt or i nt er v e nti o n. T h e pl a n n e d d os e 
l e v els of T A K- 0 4 1 t o b e e v al u at e d i n C o h orts 3, 4, 5 ar e 8 0, 1 2 0, a n d 1 6 0 m g, r es p e cti v el y (s e e s c h e m ati c of st u d y 
d esi g n b el o w). Alt h o u g h pl a n n e d, all s u bs e q u e nt d os es aft er t h e d os e of 8 0 m g f or C o h ort 3 will b e d et er mi n e d b as e d 
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o n t h e e m er gi n g s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e c e di n g c o h orts.

As t his is a n FI H st u d y, a s e nti n el gr o u p will b e us e d f or P art 1 C o h ort 1 ( wit h t h e i niti al 2 s u bj e cts r e c ei vi n g eit h er 
a cti v e dr u g or pl a c e b o [ 1: 1]) t o e ns ur e a d e q u at e s af et y a n d t ol er a bilit y pri or t o d osi n g T A K- 0 4 1 t o t h e r e m ai ni n g 
s u bj e cts i n t his c o h ort. I n P art 1 C o h ort 1 P eri o d 1, t h e r e m ai ni n g 6 s u bj e cts will b e d os e d f oll o wi n g a r e vi e w of 
2 4- h o ur p ost d os e s af et y a n d t ol er a bilit y d at a a n d will o nl y o c c ur f oll o wi n g a gr e e m e nt b et w e e n t h e i n v esti g at or a n d 
T a k e d a. T h e hi g h est pl a n n e d d os e is pr e di ct e d t o h a v e m a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n ( C m a x ) 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 fr o m ti m e 0 t o 2 4 h o urs ( A U C2 4 ) v al u es b el o w t h e c orr es p o n di n g e x p os ur e 
o bs er v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m t h e 1 3- w e e k t o xi c ol o g y st u d y. 
S e nti n el d osi n g m a y b e us e d f or a d diti o n al c o h orts if d et er mi n e d t o b e n e c ess ar y b as e d o n t h e e m er gi n g s af et y, 
t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m t h e pr e c e di n g c o h orts.

B o n d- L a d er vis u al a n al o g s c al es will b e p erf or m e d i n P art 1, D a y - 1, D a y 1 at 1, 3, 8, a n d 2 4 h o urs p ost d os e, D a y 5, 
a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.

P a rt 1: S c h e m ati c of St u d y D esi g n

P a rt 1 ( S R D)  N u m b e r of S u bj e cts  P e ri o d 1 ( a)
W as h o ut P e ri o d
( at l e ast 7 d a ys) P e ri o d 2 ( b)

C o h ort 1 ( n = 8), f ast e d 6 T A K- 0 4 1 5 m g T A K- 0 4 1 2 0 m g

2 Pl a c e b o Pl a c e b o

C o h ort 2 ( n = 8), f ast e d 6 T A K- 0 4 1 1 0 m g T A K- 0 4 1 4 0 m g

2 Pl a c e b o Pl a c e b o

C o h ort 3 ( n = 8), f ast e d 6 T A K- 0 4 1 8 0 m g

2 Pl a c e b o

C o h ort 4 ( n = 8), f ast e d 6 T A K- 0 4 1 1 2 0 m g

2 Pl a c e b o

C o h ort 5 ( n = 8), f ast e d 6 T A K- 0 4 1 1 6 0 m g

2 Pl a c e b o

( a) D os es pl a n n e d t o b e a d mi nist er e d r a n g e fr o m 5 t o u p t o 1 6 0 m g. T h e a ct u al d os es a d mi nist er e d aft er 8 0 m g will b e b as e d o n 
e m er gi n g s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e vi o us c o h orts a n d m a y v ar y fr o m t h e a ct u al d os es s h o w n i n t h e t a bl e a b o v e.
( b) S u bj e cts i n C o h orts 1- 5 will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1.

O v er all, P art 1 of t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys - 2 1 t o - 2), a pr e d os e C h e c k-i n D a y f or all s u bj e cts 
( D a y - 1) d uri n g w hi c h b as eli n e ass ess m e nts will b e c o n d u ct e d, a n d a si n gl e or al d os e a d mi nistr ati o n ( D a y 1) w h e n all 
s u bj e cts will u n d er g o st u d y-s p e cifi c ass ess m e nts. T h e t ot al c o nfi n e m e nt p eri o d f or e a c h s u bj e ct will b e 5 d a ys.

S u bj e cts fr o m P art 1 C o h orts 1 a n d 2 i n e a c h p eri o d will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit f or at l e ast 9 6 h o urs 
aft er d osi n g f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. F or s u bj e cts fr o m P art 1 C o h orts 1 a n d 2 
P eri o d 2, t h e w e e kl y F oll o w- u p s af et y  a n d P K o n-sit e Visits will o c c ur st arti n g fr o m 7 d a ys aft er l ast d os e 
a d mi nistr ati o n u ntil T A K- 0 4 1 is n ot q u a ntif i a bl e i n pl as m a. All s u bj e cts i n t h e c o h orts will b e br o u g ht b a c k i n or d er t o 
m ai nt ai n t h e bli n d. S u bj e cts fr o m P art 1 C o h orts 3 t o 5 will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit f or 9 6 h o urs aft er 
d osi n g. F or s u bj e cts fr o m P art 1 C o h orts 3 t o 5, t h e w e e kl y f oll o w- u p s af et y a n d P K o n-sit e visits will o c c ur st arti n g 
fr o m D a y 8 u ntil 6 w e e ks aft er t h e d os e. F or s u bj e cts fr o m P art 1 C o h orts 1 t o 5, a Fi n al visit t h at c o m pl et es t h e st u d y 
will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K F oll o w- u p visit. 
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P a rt 1 C o h o rts 1 t o 2: St u d y S c h e d ul e f o r E a c h P e ri o d ( H e alt h y S u bj e cts)

S c r e e ni n g  C h e c k-i n

D osi n g ( a)
S af et y a n d P K 
Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts  Dis c h a r g e

W e e kl y 
F oll o w- u p
Visits ( b)  Fi n al Visit ( c)

D a ys - 2 1 t o - 2  D a y - 1  D a y 1  D a ys 2- 5  D a y 5  T B D ( b) St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1.
( b) S u bj e cts will r et ur n t o t h e sit e f or w e e kl y s af et y a n d P K F oll o w- u p Visits, st arti n g fr o m 7 d a ys aft er e a c h C o h ort’s l ast tr e at m e nt 
p eri o d u ntil t h e pl as m a c o n c e ntr ati o n of T A K- 0 4 1 is b el o w t h e l o w er li mit of q u a ntit ati o n.
( c) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K F oll o w- u p Visit.

P a rt 1 C o h o rts 3 t o 5: St u d y S c h e d ul e ( H e alt h y S u bj e cts)

S c r e e ni n g  C h e c k-i n

D osi n g ( a)
S af et y a n d P K 
Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts  Dis c h a r g e

W e e kl y 
F oll o w- u p
Visits ( b)  Fi n al Visit ( c)

D a ys - 2 1 t o - 2  D a y - 1  D a y 1  D a ys 2- 5  D a y 5 D a ys 8, 1 5, 
2 2, 2 9, 3 6, 

a n d 4 3

St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1. S u bj e cts will b e all o w e d t o e at 4 h o urs p ost d os e.
( b) T h e F oll o w- u p P K a n d s af et y ass ess m e nts will o c c ur w e e kl y fr o m 7 d a ys u ntil 6 w e e ks aft er t h e d os e. All s u bj e cts i n t h e c o h orts 
will b e br o u g ht b a c k i n or d er t o m ai nt ai n t h e bli n d. If a b n or m al, cli ni c all y si g nifi c a nt fi n di n gs ar e o bs er v e d aft er dis c h ar g e,  s u bj e cts 
m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al u ati o n p er i n v esti g at or’s dis cr eti o n.
( c) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K F oll o w- u p Visit.

P a rt 2 will c o nsist of a 4- c o h ort s e q u e nti al- p a n el, d o u bl e- bli n d, w e e kl y d osi n g, m ulti pl e-risi n g d os e ( M R D) d esi g n. 
T o ass ess T A K- 0 4 1 pl as m a e x p os ur e a n d p ot e nti al a c c u m ul ati o n i n P art 2, s u bj e cts will r e c ei v e a n i niti al l o a di n g d os e 
of T A K- 0 4 1 o n  D a y 1 f oll o w e d b y a m ai nt e n a n c e d os e t h at is h alf t h e i niti al d os e o n D a ys 8, 1 5, a n d 2 2 or will r e c ei v e 
pl a c e b o o n all st u d y d osi n g d a ys (s e e s c h e m ati c of st u d y d esi g n b el o w). F o ur d os e c o h orts ar e c o nsi d er e d a d e q u at e t o 
e x pl or e t h e p h ar m a c ol o gi c all y a cti v e e x p os ur e r a n g e i n h e alt h y s u bj e cts. H o w e v er, a d diti o n al c o h orts m a y b e st u di e d, 
if d e e m e d n e c ess ar y, t o f ull y c h ar a ct eri z e t h e p h ar m a c ol o gi c al e x p os ur e r a n g e. E a c h c o h ort will b e c o m p os e d of 8 
s u bj e cts w h er e 6 s u bj e cts will b e r a n d o mi z e d t o r e c ei v e T A K- 0 4 1 a n d 2 s u bj e cts will b e r a n d o ml y assi g n e d t o r e c ei v e 
m at c h e d pl a c e b o. T h e st u d y p o p ul ati o n f or P art 2 will b e c o m p os e d of a t ot al of u p t o a p pr o xi m at el y  3 2 h e alt h y 
s u bj e cts. P art 2 m a y c o m m e n c e o nl y aft er 2 1 d a ys of s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a h a v e b e e n c oll e ct e d 
fr o m P art 1 C o h ort 3.

T h e d os e l e v els f or P art 2 C o h orts 2 o n w ar ds will b e b as e d o n e m er gi n g s af et y/t ol er a bilit y a n d P K d at a fr o m P art 1 a n d 
fr o m pr e c e di n g c o h orts i n P art 2. D os e es c al ati o n a n d s u bs e q u e nt d os e l e v els will b e b as e d o n a s p o ns or r e vi e w of at 
l e ast 2 1 d a ys of s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m t h e pr e vi o us d os e r e gi m e n. T h e hi g h est pl a n n e d 
l o a di n g d os e i n P art 2 will n ot e x c e e d t h e hi g h est d os e e v al uat e d, d e e m e d s af e, a n d w ell t ol er at e d i n P art 1. T h e hi g h est 
pr o p os e d w e e kl y m ai nt e n a n c e d os e will h a v e a pr e di ct e d m e a n a v er a g e c o n c e ntr ati o n d uri n g a d osi n g i nt er v al, at 
st e a d y st at e ( C a v,ss ) t h at is b el o w t h e Ca v,ss o bs er v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs 
fr o m t h e 1 3- w e e k t o xi c ol o g y st u d y.

P a rt 2: S c h e m ati c of St u d y D esi g n: H e alt h y S u bj e cts ( C o h o rts 1 t o 4)

4 0 m g o n D a y 1 a n d 2 0 m g 
o n D a ys 8, 1 5, a n d 2 2

8 0 m g o n D a y 1 a n d 4 0 m g 
o n D a ys 8, 1 5, a n d 2 2

1 2 0 m g o n D a y 1 a n d 6 0 m g 
o n D a ys 8, 1 5, a n d 2 2

1 6 0 m g o n D a y 1 a n d 8 0 m g 
o n D a ys 8, 1 5, a n d 2 2

C o h o rt 1
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 2
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 3
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 4
( n = 8; 6 a cti v e: 2 pl a c e b o)
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O v er all, f or h e alt h y s u bj e cts ( C o h orts 1 t o 4), P art 2 of t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys - 2 1 t o - 3), a 
pr e d os e C h e c k-i n D a y f or all s u bj e cts ( D a ys - 2) d uri n g w hi c h  b as eli n e ass ess m e nts will b e c o n d u ct e d, a n d m ulti pl e 
or al d os e a d mi nistr ati o ns ( D a ys 1, 8, 1 5, a n d 2 2) w h e n all s u bj e cts will u n d er g o st u d y-s p e cifi c ass ess m e nts.

S u bj e cts fr o m P art 2 C o h orts 1 t o 4 will b e r e q uir e d t o r e m a i n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3 ( 4 8 h o urs aft er t h e 
first d os e) f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. S u bj e cts will b e r e q uir e d t o r et ur n o n D a y 5 f or 
a s af et y a n d P K ass ess m e nt. S u bj e cts will r et ur n o n D a y 7 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e s e c o n d 
d os e o n d a y 8. S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 7 t o D a y 1 0 ( 4 8 h o urs aft er t h e s e c o n d d os e). S u bj e cts 
will r et ur n o n D a y 1 4 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 1 5. S u bj e cts will r e m ai n 
i n t h e st u d y u nit fr o m D a y 1 4 t o D a y 1 7 ( 4 8 h o urs aft er t h e t hir d d os e). S u bj e cts will r et ur n o n D a y 2 1 t o o bt ai n s af et y 
l a b or at or y t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 2 2. S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 2 1 t o D a y 
2 4 ( 4 8 h o urs aft er t h e f o urt h d os e). Aft er dis c h ar g e o n D a y 2 4, s u bj e cts will r et ur n t o t h e cli ni c o n D a ys 2 6, 2 9, 3 6, 4 3, 
5 0, 5 7, a n d 6 4 f or s af et y a n d P K f oll o w u p visits. F or s u bj e cts fr o m P art 2 C o h orts 1 t o 4, a Fi n al visit t h at c o m pl et es 
t h e st u d y will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K F oll o w- u p visit. T h e s c h e d ul e f or P art 2 is s h o w n b el o w.

B o n d- L a d er vis u al a n al o g s c al es will b e p erf or m e d o n D a y - 1; D a ys 1, 8, 1 5, a n d 2 2 at 1, 3, 8, a n d 2 4 h o urs p ost d os e, 
D a y 2 4, a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.

P a rt 2: St u d y S c h e d ul e: H e alt h y S u bj e cts, C o h o rts 1 t o 4

S c r e e ni n g  C h e c k-i n
D os e

A d mi nist r ati o n ( a, c)
Fi n al

Dis c h a r g e
F oll o w- u p
Visits ( d)

Fi n al
Visit ( e)

D a y - 2 1 t o - 3  D a y - 2  D a ys 1, 8, 1 5, a n d 2 2 D a y 2 4 D a ys 2 6, 2 9, 3 6, 
4 3, 5 0, 5 7, a n d 6 4

St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a ys 1, 8 1 5, a n d 2 2. O n all d osi n g d a ys, s u bj e cts will b e all o w e d t o e at 4 
h o urs p ost d os e.
( b) D osi n g o n D a ys 8, 1 5, a n d 2 2 will b e pr e di c at e d o n t h e r e vi e w of s af et y l a b or at or y r es ults fr o m s a m pl es o bt ai n e d t h e d a y b e f or e 
(i. e., o n D a ys 7, 1 4, a n d 2 1)
( c) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3, D a y 7 t o D a y 1 0, D a y 1 4 t o D a y 1 7, a n d D a y 2 1 t o 
D a y 2 4.
( d) T h e F oll o w- u p P K a n d s af et y ass ess m e nts will o c c ur w e e kl y u ntil 6 w e e ks aft er t h e l ast d os e. If a b n or m al, cli ni c all y si g nif i c a nt 
fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al uati o n p er i n v esti g at or’s dis cr eti o n.
( e) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K F oll o w- u p Visit.

P a rt 3 will c o nsist of a n o p e n l a b el, si n gl e- d os e p ar all el d esi g n. A p pr o xi m at el y 1 8 h e alt h y s u bj e cts will b e e nr oll e d t o 
e v al u at e t h e or al bi o a v ail a bilit y of t h e T A K- 0 4 1 t a bl et f or m ul ati o n r el ati v e t o t h e or al s us p e nsi o n a n d t h e eff e ct of 
f o o d o n t h e P K of t h e t a bl et f or m ul ati o n. T h e s u bj e cts will b e r an d o ml y assi g n e d ( 1: 1 r ati o) t o b e a d mi nist er e d or all y 
T A K- 0 4 1 o n D a y 1 as o n e 4 0 m g i m m e di at e r el e as e t a bl et aft er eit h er at l e ast 1 0 h o urs of o v er ni g ht f ast or 3 0 mi n ut es 
aft er st arti n g i n g esti o n of a hi g h-f at, hi g h- c al ori e br e a kf ast.

O v er all, P art 3 of t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys - 2 8 t o - 2), a pr e d os e C h e c k-i n D a y f or e a c h s u bj e ct 
( D a y - 1) d uri n g w hi c h b as eli n e ass ess m e nts will b e c o n d u ct e d. S u bj e cts  w h o s atisf y t h e S cr e e ni n g e v al u ati o n a n d 
s el e cti o n crit eri a will b e e nr oll e d. O n D a y 1, eli gi bl e s u bj e cts  will b e r a n d o mi z e d t o re c ei v e a si n gl e d os e of T A K- 0 4 1 
as o n e 4 0 m g t a bl et a d mi nist er e d or all y aft er eit h er at l e ast 1 0- h o urs of o v er ni g ht f ast or 3 0 mi n ut es aft er st arti n g 
i n g esti o n of a hi g h-f at, hi g h- c al ori e br e a kf ast. Bl o o d s a m pl es will b e c oll e ct e d o v er 9 6 h o urs p ost- d os e t o m e as ur e

Pr
o p

ert
y 
of 

T a
k e

d a
: 

F o
r 
n o

n-
c o

m
m e

r c
i a
l

C o ho h

D os eD os
d mi nist r ami nist

al
D a ys 1D a yser

h o urs b ef ours b e

n d 2 2 will 2 2 w
2 1))

q uir e d uir e d t o rt o

u p P K a n d P K a n
bs er v e d u per v e d 

n al/ St u d y C/ St u d y

rt 3rt 3 will wil
e v al u at e v al u a
f o o d of o o d
T A

m

yt y

o t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e

er t h e t h e 
a y 5 f or a y 5 f or

t h e s e c o ne s e c o
os e). S u bjs e). S

j e cts will cts wi
y 2 1 t o o bty 2 1 t o o

it fr o m Dfr o m D
i c o n D a yo n D a

 a Fi n al va Fi n al v
d ul e f or Pd ul e f o

2 at 1, 3, at 1, 3

m sm s

C CI



T A K- 0 4 1
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T A K- 0 4 1 pl as m a c o n c e ntr ati o ns, a n d s u bj e cts will r et ur n f or a fi n al f oll o w - u p visit a p pr o xi m at el y 2  w e e ks aft er D a y 
5.

P a rt 3: St u d y S c h e d ul e: H e alt h y S u bj e cts,

P r et r e at m e nt T r e at m e nt P e ri o d 

F oll o w u p
( a)

S c r e e ni n g  C h e c k-i n D osi n g a n d
St u d y Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts

D a y - 2 8 t o - 2  D a y - 1 D a y 1 D a ys 1- 3  D a ys 4- 5 St u d y D a y 
1 9 ( ± 2)

C o nfi n e m e nt ( b)

( a) T h e F oll o w- u p Visit will o c c ur 1 9 ( ± 2) d a ys p ost d os e.
( b) S u bj e cts will b e r el e as e d fr o m c o nfi n e m e nt aft er D a y 3 st u d y ass ess m e nts ar e c o m pl et e.

P a rt 4 will c o nsist of a 1- c o h ort, d o u bl e- bli n d, w e e kl y d osi n g d esi g n. S u bj e cts wit h st a bl e s c hi z o p hr e ni a will b e 
e nr oll e d. O n e d os e c o h ort is c o nsi d er e d a d e q u at e t o e x pl or e t h e p h ar m a c ol o gi c all y a cti v e e x p os ur e r a n g e i n s u bj e cts 
wit h st a bl e s c hi z o p hr e ni a. T h e c o h ort will b e c o m p os e d of 2 4 s u bj e cts w h er e s u bj e cts will b e r a n d o ml y assi g n e d t o 
r e c ei v e T A K- 0 4 1 or pl a c e b o i n a r ati o of 2: 1. S u bj e cts will r e c ei v e a n i niti al l o a di n g d os e of T A K- 0 4 1 o n D a y 1 
f oll o w e d b y a m ai nt e n a n c e d os e t h at will b e h alf t h e i niti al d os e o n D a ys 8, 1 5, a n d 2 2 or will r e c ei v e pl a c e b o o n all 
st u d y d osi n g d a ys. P art 4  m a y c o m m e n c e o nl y aft er at l e ast 2 1 d a ys of s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a h a v e 
b e e n c oll e ct e d at t h e e q ui v al e nt d os e c o h ort i n h e alt h y s u bj e cts i n P art 2.

T h e d os e l e v el f or P art 4  will b e b as e d o n e m er gi n g s af et y/t ol er a bilit y a n d a v ail a bl e P K d at a of t h e s a m e d os e i n 
h e alt h y s u bj e cts fr o m P art 2. T h e d os e s el e ct e d i n P art 4  will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, a n d 
w ell t ol er at e d i n P art 2. T h e pr o p os e d w e e kl y m ai nt e n a n c e d os e will h a v e a pr e di ct e d m e a n a v er a g e c o n c e ntr ati o n 
d uri n g a d osi n g i nt er v al, at st e a d y st at e ( C a v,ss ) b el o w t h e Ca v,ss o bs er v e d at t h e N O A E L d os e of 3 0  m g/ k g/ d a y i n t h e 
m al e a n d f e m al e d o gs fr o m t h e 1 3 - w e e k t o xi c ol o g y st u d y.

S u bj e cts i n P art 4 will b e a d mi nist er e d a si n gl e T A K- 0 4 1 l o a di n g d os e or pl a c e b o o n D a y 1 a n d w e e kl y m ai nt e n a n c e 
d os es o n D a ys 8, 1 5 a n d 2 2.  T h e si n gl e c o h ort of 2 4 s u bj e cts will b e r a n d o mi z e d wit h 1 6 a cti v e : 8 pl a c e b o. 

O v er all, P art 4 of t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys - 3 5 t o - 3), a pr e d os e C h e c k-i n D a y f or all s u bj e cts 
( D a ys - 2) d uri n g w hi c h b as eli n e ass ess m e nts will b e c o n d u ct ed, D a y - 1 d uri n g w hi c h ot h er b as eli n e ass ess m e nts will 
b e c o n d u ct e d, a n d 2 2 d a ys of tr e at m e nt p eri o d w h e n all s u bj e cts will b e d os e d o n D a ys 1, 8, 1 5, a n d 2 2 as w ell as 
u n d er g oi n g st u d y-s p e cifi c ass ess m e nts. Aft er 4 w e e ks of d osi n g, s u bj e cts will r et ur n f or w e e kl y f oll o w- u p 
st u d y-s p e cifi c ass ess m e nts u ntil  D a y 6 4 a n d st u d y c o m pl eti o n o n D a y 7 0.

I n P art 4, s u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3 ( 4 8 h o urs aft er t h e first d os e) f or 
s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. S u bj e cts  will b e r e q uir e d t o r et ur n o n D a y 5 f or a s af et y a n d P K 
ass ess m e nt. S u bj e cts will r et ur n o n D a y 7 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e s e c o n d d os e o n D a y 8. 
S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 7 t o D a y 1 0 ( 4 8 h o urs aft er t h e s e c o n d d os e). S u bj e cts will r et ur n o n 
D a y 1 4 t o o bt ai n s af et y l a b or at or y t es ts b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 1 5. S u bj e cts will r e m ai n i n t h e st u d y 
u nit fr o m D a y 1 4 t o D a y 1 7 ( 4 8 h o urs aft er t h e t hir d d os e). S u bj e cts will r et ur n o n D a y 2 1 t o o bt ai n s af et y l a b or at or y 
t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 2 2. S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 2 1 t o D a y 2 4 ( 4 8 h o urs 
aft er t h e f o urt h d os e). Aft er dis c h ar g e o n D a y 2 4, s u bj e cts will r et ur n t o t h e cli ni c f or s af et y a n d P K w e e kl y f oll o w u p 
visits. T h e fi n al visit t h at c o m pl et es t h e st u d y will o c c ur 1 2 t o  1 6 d a ys aft er t h e l ast s af et y a n d P K f oll o w- u p visit. T h e 
s c h e d ul e f or P art 4 is s h o w n b el o w.

t 
pr e-s el e ct e d ti m es a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.
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P a rt 4: St u d y S c h e d ul e: S u bj e cts wit h S c hi z o p h r e ni a,

S c r e e ni n g  C h e c k-i n
D os e

A d mi nist r ati o n ( a, b, c)
Fi n al

Dis c h a r g e
F oll o w- u p
Visits ( d)

Fi n al
Visit
( e)

D a y - 3 5 t o - 3  D a y - 2  D a ys 1, 8, 1 5, a n d 2 2  D a y 2 4 D a ys 2 6, 2 9, 3 6, 4 3, 
5 0, 5 7, 6 4

St u d y
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a ys 1, 8, 1 5, a n d 2 2. O n all d osi n g d a ys, s u bj e cts will b e 
all o w e d t o e at 4 h o urs p ost d os e.
( b) D osi n g o n D a ys 8, 1 5, a n d 2 2 will b e pr e di c at e d o n t h e r e vi e w of s af et y l a b or at or y r es ults fr o m s a m pl es o bt ai n e d 
t h e d a y b ef or e (i. e., o n D a ys 7, 1 4, a n d 2 1) a n d o v er all cli ni c al st at us of t h e s u bj e cts.
( c) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3, D a y 7 t o D a y 1 0, D a y 1 4 t o D a y 1 7, a n d 
D a y 2 1 t o D a y 2 4.
( d) T h e F oll o w- u p P K a n d s af et y ass ess m e nts will o c c ur u ntil 6 w e e ks aft er t h e l ast d os e. If a b n or m al, cli ni c all y 
si g nifi c a nt fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al u ati o n p er 
i n v esti g at or’s dis cr eti o n.
( e) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K F oll o w- u p 

St u d y 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 s af et y a n d t ol er a bilit y of T A K- 0 4 1

! F oll o wi n g or al si n gl e a n d m ulti pl e d os es i n h e alt h y s u bj e cts ( P arts 1, 2 a n d 3).

! As a d d- o n t h er a p y t o a nti ps y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( P art 4).

T o ass ess t h e or al bi o a v ail a bilit y of T A K – 0 4 1 i n h e alt h y s u bj e cts a d mi nist er e d as a 4 0 m g i m m e di at e r el e as e t a bl et 
f or m ul ati o n i n t h e f ast e d st at e c o m p ar e d t o 4 0 m g or al s us p e nsi o n f or m ul ati o n i n t h e f ast e d st at e. ( P art 3)

T o ass ess t h e eff e ct of f o o d o n t h e p h ar m a c o ki n eti cs  of 4 0 m g i m m e di at e r el e as e t a bl et f or m ul ati o n of T A K – 0 4 1 i n 
h e alt h y s u bj e cts ( P art 3).

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

T o e v al u at e t h e P K of T A K- 0 4 1

! A d mi nist er e d u n d er f asti n g c o n diti o ns f oll o wi n g si n gl e a n d m ulti pl e or al d os es i n h e alt h y s u bj e cts ( P art 1 a n d 2).

! As a d d- o n t h er a p y t o a nti ps y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( P art 4)

E x pl o r at o r y O bj e cti v es:
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S u bj e ct P o p ul ati o n: M al e a n d f e m al e h e alt h y s u bj e cts ( P arts 1- 3) a n d s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( P art 4)
a g e d 1 8 t o 5 5 y e ars, i n cl usi v e.

N u m b e r of S u bj e cts:

Esti m at e d t ot al: 1 1 4 s u bj e cts
P a rt 1: 4 0 h e alt h y s u bj e cts i n C o h orts 1 t o 5 ( 8 s u bj e cts p er 
c o h ort: 6 a cti v e, 2 pl a c e b o)

P a rt 2: 3 2 h e alt h y s u bj e cts ( 8 s u bj e cts p er c o h ort: 6 a cti v e: 
2 pl a c e b o)

P a rt 3: 1 8 h e alt h y s u bj e ct s ( 9 f ast e d : 9 f e d wit h a hi g h-f at
a n d hi g h- c al ori e  m e al)

P a rt 4: 2 4 s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( 1 6 a cti v e: 8 
pl a c e b o )

N u m b e r of Sit es:

Esti m at e d t ot al: 1 sit e i n t h e U nit e d St at es

D os e L e v el(s):

P a rt 1 : C o h ort s 1 t o 5, si n gl e d os e of 5 t o u p t o 1 6 0 m g 
T A K- 0 4 1 or m at c hi n g pl a c e b o
P a rt 2: Si n gl e l o a di n g d os es of T A K- 0 4 1 fr o m 4 0 t o 1 6 0 
m g, a n d w e e kl y m ai nt e n a n c e d os es of T A K- 0 4 1 fr o m 2 0 t o 
8 0 m g or m at c hi n g pl a c e b o t hr o u g h o ut.

P a rt 3 : Si n gl e d os e of 4 0 m g T A K- 0 4 1 

P a rt 4 : Si n gl e l o a di n g d os es of T A K- 0 4 1, a n d w e e kl y 
m ai nt e n a n c e d os es of T A K- 0 4 1 or m at c h e d pl a c e b o 
t hr o u g h o ut. T h e d os e r e gi m e ns of T A K- 0 4 1 will b e 
d et er mi n e d b as e d o n e m er gi n g s af et y/t ol er a bilit y d at a a n d 
a v ail a bl e P K d at a fr o m P art 2.

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

Or al

D u r ati o n of T r e at m e nt:

P a rt 1 : 1 d a y

P a rt 2: o n c e p er w e e k f or 4 w e e ks.

P a rt 3: 1 d a y

P a rt 4 : o n c e p er w e e k f or 4 w e e ks

P e ri o d of E v al u ati o n:

P art 1 C o h ort 1: ~ 5 m o nt hs

P art 1 C o h ort 2: ~ 4 m o nt hs

P art 1 C o h orts 3 t o 5: 3 m o nt hs

P art 2 All C o h orts: 4 m o nt hs

P art 3: ~ 3  m o nt h s

P art 4: 4 m o nt hs

M ai n C rit e ri a f o r I n cl usi o n:

F or h e alt h y s u bj e cts a n d s u bj e cts wit h s c hi z o p hr e ni a: A d ult m e n a n d w o m e n of n o n- c hil d b e ari n g p ot e nti al w h o w ei g h 
at l e ast 4 5 k g ( 9 9 l b) wit h a b o d y m ass i n d e x fr o m 1 8 t o 3 2 k g/ m 2 f or h e alt h y s u bj e cts or 1 8 t o 4 0. 5 k g/ m2 f or s u bj e cts 
wit h s c hi z o p hr e ni a, w h o ar e willi n g t o c o m pl y wit h st u d y r estri cti o ns d es cri b e d i n t h e pr ot o c ol.

F or s u bj e cts wit h s c hi z o p hr e ni a o nl y: M al e a n d f e m al e s u bj e cts wit h st a bl e s c hi z o p hr e ni a w h o ar e o n a st a bl e d os e of 
a n a nti ps y c h oti c f or at l e ast 2 m o nt hs as d o c u m e nt e d b y m e di c al hist or y a n d ass ess e d b y sit e st aff.

M ai n C rit e ri a f o r E x cl usi o n:

! S u bj e ct h as k n o w n 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 f or m ul ati o n of T A K- 0 4 1.

! F or h e alt h y s u bj e cts o nl y: s u bj e ct h as e vi d e n c e of c urr e nt a cti v e c ar di o v as c ul ar, c e ntr al n er v o us s yst e m, 
h e p at o bili ar y dis e as e i n cl u di n g hist or y of bili ar y tr e e dis or d ers, g allst o n es, hist or y of e n d os c o pi c r etr o gr a d e 
c h ol a n gi o p a n cr e at o gr a p h y ( E R C P), a n d/ or c h ol e c yst e ct o m y, h e m at o p oi eti c dis e as e, r e n al d ysf u n cti o n, 
m et a b oli c or e n d o cri n e d ysf u n cti o n, s eri o us all er g y, ast h m a, h y p o x e mi a, h y p ert e nsi o n, s ei z ur es, or all er gi c s ki n 
r as h. T h er e is a n y fi n di n g i n t h e s u bj e ct’s m e di c al hist or y, p h ysi c al e x a mi n ati o n, or s af et y l a b or at or y t est r es ults 
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(i n cl u di n g el e v at e d al k ali n e p h os p h at as e ( A L P), el e v at e d bilir u bi n, el e v at e d γ-gl ut a m yl tr a nsf er as e ( G G T), 
el e v at e d 5’ -n u cl e oti d as e, or a b n or m al uri n e os m ol alit y) t h at i n t h e j u d g m e nt of t h e pri n ci p al i n v esti g a t or 
r e pr es e nts a r e as o n a bl e s us pi ci o n of a dis e as e t h at w o ul d c o ntr ai n di c at e t a ki n g T A K-0 4 1, or t h at mi g ht i nt erf er e 
wit h t h e c o n d u ct of t h e st u d y. T his i n cl u d es, b ut is n ot li mit e d t o, p e pti c ul c er dis e as e, c h ol est asis s ei z ur e 
dis or d ers, a n d c ar di a c arr h y t h mi as.

 S u bj e ct h as a b n or m al S cr e e ni n g or C h e c k -i n l a b or at or y v al u es ( > U L N f or t h e r es p e cti v e s er u m c h e mistri es) of 
al a ni n e a mi n otr a nsf er as e ( A L T), as p art at e a mi n otr a nsf er as e ( A S T), t ot al bilir u bi n ( T BI LI), A L P, G G T, 
5’ n u cl e oti d as e a n d/ or a b n or m al uri n e o s m ol alit y, c o nfir m e d u p o n r e p e at t esti n g.

 S u bj e ct h a s  a s ust ai n e d r esti n g h e art r at e o utsi d e t h e r a n g e 4 0 t o 1 0 0 b e ats p er mi n ut e ( b p m), c o nfir m e d o n r e p e at 
t esti n g wit hi n a m a xi m u m of 3 0 mi n ut es at S cr e e ni n g or C h e c k-i n.

 If f e m al e, t h e s u bj e ct is of c hil db e ari n g p ot e nti al ( e g, pr e m e n o p a us al, n ot st erili z e d).

 If m al e, t h e s u bj e ct i nt e n ds t o d o n at e s p er m d uri n g t h e c o urs e of t his st u d y or wit hi n 1 4 5 d a ys (i e, 9 0 d a ys aft er 5 
h alf -li v es) of t h e l ast d os e of st u d y dr u g.

 T h e s u bj e ct is c o nsi d er e d b y t h e i n v esti g at or t o b e at i m mi n e nt ris k of s ui ci d e or i nj ur y t o s elf, ot h ers, or pr o p ert y, 
or  s u bj e cts w h o wit hi n t h e p ast y e ar pri or t o S cr e e ni n g h a v e att e m pt e d s ui ci d e. S u bj e cts w h o h a v e p ositi v e 
a ns w ers o n it e m 4 or 5 o n t h e C -S S R S ( b as e d o n t h e p ast y e ar) pri or t o r a n d o mi z ati o n ar e e x cl u d e d.

 T h e s u bj e ct h as a cli ni c all y si g nifi c a nt hi st o r y of h e a d i nj ur y or tr a u m a ass o ci at e d wit h l oss of c o ns ci o us n ess f or > 
1 5 mi n ut es.

M ai n C rit e ri a f o r E v al u ati o n a n d A n al ys es:

A pr i m ar y e n d p oi nt f or all p arts of t his st u d y is t h e c o m p osit e of s af et y v ari a bl es t o d et er mi n e t h e s af et y a n d 
t ol er a bilit y of si n gl e a n d m ulti pl e or al d os es of T A K-0 4 1 as w ell as d os e li miti n g eff e cts of T A K -0 4 1. T h e f oll o wi n g 
s af et y p ar a m et ers will b e a n al y z e d f or e a c h of t h e st u d y p arts as t h e n u m b er a n d p er c e nt a g e of s u bj e cts w h o:

 E x p eri e n c e at l e ast 1 tr e at m e nt -e m er g e nt a d v ers e e v e nt ( T E A E).

 D is c o nti n u e d u e t o a n a d v ers e e v e nt ( A E).

 M e et t h e m ar k e dl y a b n or m al crit eri a f or s af et y l a b or at or y t ests at l e ast o n c e p ost d os e.

 M e et t h e m ar k e dl y a b n or m al cr it eri a f or vit al si g n m e as ur e m e nts at l e ast o n c e p ost d os e.

 M e et t h e m ar k e dl y a b n or m al crit eri a f or 1 2 -l e a d el e ctr o c ar di o gr a m ( E C G) p ar a m et ers at l e ast o n c e p ost d os e.

 E x p eri e n c e cli ni c all y si g nifi c a nt a b n or m al c h a n g es i n c o nti n u o us 1 2 -l e a d E C G m e as ur e m e nts at l e ast o n c e 
p ost d os e ( P art 1, 2 a n d 4 o nl y).

T h e pri m ar y e n d p oi nts als o i n cl u d e t h e T A K -0 4 1 pl as m a P K p ar a m et ers f or P art 3, m a xi m u m o bs er v e d c o n c e ntr ati o n 
( Cm a x ) 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) fr o m ti m e 0 t o 9 6 h o urs.

T h e s e c o n d ar y e n d p oi nts f or t his st u d y c o nsist of st a n d ar d P K v ari a bl es t o d et er mi n e dr u g e x p os ur e at e a c h d os e i n 
e a c h of t h e P arts 1, 2, 3 a n d 4:

 C m a x : m a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n (P art s 1, 2, a n d 4 o nl y ).

 tm a x : ti m e t o Cm a x.

 A U C 2 4 : 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 0 t o 2 4 h o urs.

 A U C 9 6 : 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 0 t o 9 6 h o urs. ( P art 1, 2 a n d 4 o nl y )

 A U C l a st: 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 0 t o t h e ti m e of t h e l ast q u a ntifi a bl e 
c o n c e ntr ati o n.

 A U C ∞ : 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 0 e xtr a p ol at e d t o i nfi nit y ( P art 1 onl y ).

 A U C τ: 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 d uri n g a d osi n g i nt er v al, w h er e t a u ( τ) is t h e l e n gt h of t h e 
d osi n g i nt er v a l ( P art 2 a n d P art 4 o nl y).

 t1/ 2 z : t er mi n al dis p ositi o n p h as e h alf-lif e.
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E x p l or at ory  e n dp oi nts:

St atisti c al C o nsi d e r ati o ns:

P h ar m a c o ki n eti cs: C o n c e ntr ati o ns of T A K- 0 4 1 i n pl as m a will b e s u m m ari z e d b y d os e o v er e a c h s c h e d ul e d s a m pli n g 
ti m e usi n g d es cri pti v e st atisti cs f or e a c h st u d y p art. A m o u nt of T A K- 0 4 1 e x cr et e d i n uri n e will b e s u m m ari z e d b y d os e 
o v er e a c h s c h e d ul e d s a m pli n g i nt er v al usi n g d es cri pti v e st atisti cs f or e a c h st u d y p art. I n di vi d u al P K d at a will b e 
pr es e nt e d i n a d at a listi n g. P K p ar a m et ers of T A K- 0 4 1 will b e s u m m ari z e d b y d os e usi n g d es cri pti v e st atisti cs f or e a c h 
st u d y p art. D os e pr o p orti o n alit y will b e ass ess e d gr a p hi c all y ( d os e- n or m ali z e d C m a x a n d A U C v ers us d os e) i n P art 1 
a n d P art 2. T o ass ess d os e pr o p orti o n alit y of si n gl e d osi n g ( P art 1), a p o w er m o d el will b e us e d. T h e m o d el will 
i n cl u d e t h e n at ur al l o g-tr a nsf or m e d A U C a n d Cm a x a s r es p o ns e v ari a bl es a n d t h e n at ur al l o g-tr a nsf or m e d d os e 
[l n( d os e)] as a c o nti n u o us c o v ari at e. D os e pr o p orti o n alit y will b e ass ess e d usi n g t h e p oi nt esti m at es a n d t h e 9 0 % 
c o nfi d e n c e i nt er v al of t h e sl o p es. F or P art 2, d os e pr o p orti o n alit y will b e ass ess e d usi n g a n a n al ysis of v ari a n c e 
( A N O V A) m o d el s e p ar at el y f or d os e- n or m ali z e d A U C a n d Cm a x o n D a y 2 2. Tr e at m e nt, as a c at e g ori c al v ari a bl e, will 
b e a fi x e d eff e ct. T h e d os e- n or m ali z e d p ar a m et ers will b e n at ur al l o g-tr a nsf or m e d pri or t o t h e a n al ysis. All tr e at m e nt 
diff er e n c es a n d c orr es p o n di n g t w o-si d e d 9 0 % CIs will b e e xtr a ct e d fr o m t h e m o d el a n d b a c k-tr a nsf or m e d as t h e r ati os 
o n t h e ori gi n al s c al e. 
T h e eff e ct of f o o d o n T A K- 0 4 1 e x p os ur e will b e e v al u at e d i n P art 3 usi n g a n A N O V A o n t h e n at ur al l o g-tr a nsf or m e d 
T A K- 0 4 1 C m a x a n d A U C 9 6 wit h r e gi m e n ( hi g h-f at vs. f ast e d) as a fi x e d eff e ct. T h e L S m e a n diff er e n c e b et w e e n 
r e gi m e ns a n d t h e c orr es p o n di n g t w o-si d e d 9 0 % CI will b e e xtr a ct e d fr o m t h e m o d el, b a c k-tr a nsf or m e d, a n d e x pr ess e d 
as c e ntr al v al u e r ati os of T A K- 0 4 1 e x p os ur e aft er t h e hi g h-f at m e al v ers us t h e f ast e d st at e. T h e r el ati v e bi o a v ail a bilit y 
of T A K- 0 4 1 a d mi nist er e d as a 4 0 m g i m m e di at e r el e as e t a bl et f or m ul ati o n c o m p ar e d t o t h e 4 0 m g or al s us p e nsi o n 
f or m ul ati o n i n t h e f ast e d st at e will als o b e ass ess e d usi n g a n A N O V A m o d el. S u bj e ct s a d mi nist er e d t h e 4 0 m g or al 
s us p e nsi o n i n P art 1 a n d P art 2 ( D a y 1 d at a o nl y) will b e p o ol e d t o g et h er a n d tr e at e d as t h e r ef er e n c e r e gi m e n f or t his 
a n al ysis; s u bj e cts tr e at e d wit h t h e T A K- 0 4 1 4 0 m g t a bl et f or m u l ati o n u n d er t h e f ast e d c o n diti o n i n P art 3 will b e t h e 
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t est r e gi m e n. T h e A N O V A will b e p erf or m e d o n t h e n at ur al l o g-tr a nsf or m e d D a y 1 T A K- 0 4 1 C m a x a n d A U C 9 6 wit h 
r e gi m e n as a fi x e d eff e ct. T h e L S m e a n diff er e n c e b et w e e n r e gi m e ns a n d t h e c orr es p o n di n g t w o-si d e d 9 0 % CI will b e 
e xtr a ct e d fr o m t h e m o d el, b a c k-tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os.

S af et y: S af et y d at a will b e pr es e nt e d b y T A K- 0 4 1 d os e a n d pl a c e b o f or P art 1, P art 2, a n d P art 4 a n d b y r e gi m e n 
(f ast e d or f e d) f or P art 3. I n e a c h p art, all pl a c e b o s u bj e cts will b e p o ol e d i nt o o n e gr o u p i n t h e s u m m ari es. T E A Es will 
b e s u m m ari z e d b y pl a c e b o, e a c h T A K- 0 4 1 d os e l e v el, a n d T A K- 0 4 1 o v er all f or e a c h st u d y p art. Cli ni c al l a b or at or y 
v ari a bl es, vit al si g ns, a n d E C G p ar a m et ers will b e s u m m ari z e d wit h d es cri pti v e st atisti cs f or b as eli n e, p ost d os e, a n d 
c h a n g e fr o m b as eli n e t o p ost d os e v al u es b y d os e. T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h p ost d os e v al u es 
m e eti n g T a k e d a’s crit eri a f or m ar k e dl y a b n or m al v al u es f or cli ni c al l a b or at or y v ari a bl es, vit al si g ns, a n d E C G 
p ar a m et ers will b e pr es e nt e d b y tr e at m e nt.

1 2-l e a d E C G p ar a m et ers will b e e xtr a ct e d i n tri pli c at es. T h e a v er a g e of t h e 3 v al u es at e a c h ti m e p oi nt will b e 
c al c ul at e d a n d us e d f or all st atisti c al a n al ys es a n d s u m m ari es. U n c orr e ct e d a n d c orr e ct e d Q T i nt er v als, P R, a n d Q R S 
i nt er v als a n d h e art r at e, as w ell as t h eir c h a n g es fr o m b as eli n e will b e s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt. 
St atisti c al a n al ys es will b e p erf or m e d t o e v al u at e t h e r el ati o ns hi p b et w e e n c h a n g e fr o m b as eli n e i n c ert ai n E C G 
p ar a m et ers a n d t h e e x p os ur e t o T A K- 0 4 1.

N e ur ol o gi c al ass ess m e nts will b e j u d g e d n or m al, a b n or m al, cli ni c all y si g nifi c a nt or n ot cli ni c all y si g nifi c a nt. P h ysi c al 
e x a mi n ati o n fi n di n gs will b e pr es e nt e d i n d at a listi n gs.

 

S a m pl e Si z e J ustifi c ati o n: T h e s a m pl e si z e of 8 s u bj e cts p er c o h ort ( 6 a cti v e: 2 pl a c e b o) i n P art 1 C o h orts 1- 5 a n d 
P art 2 C o h orts 1- 4 is c h os e n b as e d u p o n pr e c e d e nts of ot h er first-i n- h u m a n tri als r at h er t h a n a f or m al ass ess m e nt of 
st atisti c al p o w er. 

T h e s a m pl e si z e of 1 8 s u bj e cts ( 9 p er r e gi m e n) i n P art 3 w as c h os e n t o pr o vi d e a d e q u at e pr e cisi o n of t h e esti m at e d 
f o o d eff e ct o n T A K- 0 4 1 e x p os ur e, ass u mi n g at l e ast 1 6 s u bj e cts c o m pl et e t h e st u d y. Ass u mi n g a c o effi ci e nt of 
v ari ati o n ( %) f or t h e C m a x of T A K- 0 4 1 of 1 3. 8 %, a 2-si d e d 9 0 % c o nfi d e n c e i nt er v al f or t h e diff er e n c e i n 
l o g-tr a nsf or m e d Cm a x b et w e e n f e d a n d f ast e d will e xt e n d n o m or e t h a n 0. 1 3 fr o m t h e o bs er v e d m e a n diff er e n c e. As a n 
e x a m pl e, if t h e o bs er v e d r ati o b et w e e n t h e t w o r e gi m e ns is 1. 5, r e pr es e nti n g a 5 0 % i n cr e as e i n e x p os ur e d u e t o f o o d, 
t h e n t h e c o nfi d e n c e i nt er v al f or t h e tr u e r ati o will e xt e n d fr o m 1. 3 2 t o 1. 7 1.
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3. 0 S T U D Y R E F E R E N C E I N F O R M A TI O N

3. 1 St u d y- R el at e d R es p o nsi biliti es

T h e s p o ns or will p erf or m all st u d y-r el at e d a cti viti es wit h  t h e e x c e pti o n of t h os e i d e ntifi e d i n t h e 
St u d y- R el at e d R es p o nsi biliti es t e m pl at e. T h e i d e ntifi e d v e n d ors i n t h e t e m pl at e f or s p e cifi c 
st u d y-r el at e d a cti viti e s will p erf or m t h es e a cti viti e s i n f ull or i n p art n ers hi p wit h t h e s p o ns or.

3. 2  P ri n ci p al I n v esti g at o r
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3. 3  List of A b b r e vi ati o ns

T e r m D efi niti o n

5- H T 2 C 5- h y dr o x ytr y pt a mi n e s u bt y p e 2 c

A E a d v ers e e v e nt

A E t t ot al a m o u nt of dr u g e x cr et e d i n uri n e fr o m ti m e 0 t o ti m e t

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

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

A-t o- B a pi c al-t o- b as ol at er al

A U C 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 2 4 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 0 t o 2 4 h o urs

A U C 9 6 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 0 t o 9 6 h o urs

A U C ∞ 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 0 t o i nfi nit y.

A U C l ast 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 0 t o t h e ti m e of t h e l ast 
q u a ntifi a bl e c o n c e ntr ati o n

A U C τ 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 d uri n g a d osi n g i nt er v al, w h er e t a u ( τ ) is 
t h e l e n gt h of t h e d osi n g i nt er v al

B MI b o d y m ass i n d e x

B-t o- A b as ol at er al-t o- a pi c al

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

C m a x m a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n

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

C R O c o ntr a ct r es e ar c h or g a ni z ati o n

C S cli ni c all y si g nifi c a nt

C S R cli ni c al st u d y r e p ort

C V c ar di o v as c ul ar

C Y P c yt o c hr o m e P- 4 5 0

DI LI dr u g-i n d u c e d li v er i nj ur y

D L T d os e-li miti n g t o xi cit y

D N A d e o x yri b o n u cl ei c a ci d

E C 5 0 h al f- m a xi m al r es p o ns e 

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

e C R F el e ctr o ni c c as e r e p ort f or m 

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

E R C P e n d os c o pi c r etr o gr a d e c h ol a ni g o p a n cr e at o gr a p h y

F D A F o o d a n d Dr u g A d mi nistr ati o n

F e fr a cti o n of dr u g e x cr et e d i n uri n e
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T e r m D efi niti o n

FI H first-i n- h u m a n

F S H f olli cl e-sti m ul ati n g h or m o n e

G C P G o o d Cli ni c al Pr a cti c e

G G T ∀ - gl ut a m yl tr a nsf er as e

G L P G o o d L a b or at or y Pr a cti c e

G P C R G- p r ot ei n- c o u pl e d r e c e pt or

G P R 1 3 9 G- p r ot ei n- c o u pl e d r e c e pt or 1 3 9

H Bs A g h e p atitis B s urf a c e a nti g e n

h C G h u m a n c h ori o ni c g o n a d otr o pi n

H C V h e p atitis C vir us

H E D h u m a n e q ui v al e nt d os e

h E R G h u m a n et h er- à- g o- g o – r el at e d g e n e

HI V h u m a n i m m u n o d efi ci e n c y vir us

I B I n v esti g at or's Br o c h ur e

I C5 0 5 0 % i n hi bit or y c o n c e ntr ati o n

I C H I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n

I N R i nt er n ati o n al n or m ali z e d r ati o

I R B i nstit uti o n al r e vi e w b o ar d

I V i ntr a v e n o us

K i i n hi biti o n c o nst a nt 

L F T li v er f u n cti o n t est

M e d D R A M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es

MI NI Mi ni I nt er n ati o n al N e ur o ps y c hi atri c I nt er vi e w

M R D m ulti pl e-risi n g d os e

m R N A m ess e n g er R N A

N C S n ot cli ni c all y si g nifi c a nt

N O A E L n o- o bs er v e d- a d v ers e- eff e ct l e v el

N O E L n o- o bs er v e d- eff e ct l e v el

P A N S S P ositi v e a n d N e g ati v e S y n dr o m e S c al e

P a p p a p p ar e nt p er m e a bilit y c o effi ci e nt

P D p h ar m a c o d y n a mi c(s)

P- g p P- gl y c o pr ot ei n

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

P O p er os, or al

P O C p r o of of c o n c e pt

P ol y (I: C) p ol yi n osi ni c: ol y c yti d yli c a ci d

P T E p r etr e at m e nt e v e nt
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T e r m D efi niti o n

Q T c c orr e ct e d Q T i nt er v al

Q T c B Q T i nt er v al wit h B a z ett c orr e cti o n m et h o d

Q T c F Q T i nt er v al wit h Fri d eri ci a c orr e cti o n m et h o d

R B C r e d bl o o d c ell

R N A ri b o n u cl ei c a ci d

S A E s eri o us a d v ers e e v e nt

S A P st atisti c al a n al ysis pl a n

S E R T s er ot o ni n tr a ns p ort er 

S R D si n gl e-risi n g d os e

S U S A R 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 n

t1/ 2 z t er mi n al dis p ositi o n p h as e h alf-lif e

T E A E tr e at m e nt- e m er g e nt a d v ers e e v e nt

tm a x ti m e t o m a xi m u m pl as m a c o n c e ntr ati o n

U L N u p p er li mit o f n or m al

V A S vis u al a n al o g u e s c al e

W B C w hit e bl o o d c ell

W H O W orl d H e alt h Or g a ni z ati o n

3. 4  C o r p o r at e I d e ntifi c ati o n

T D C Asi a T a k e d a D e v el o p m e nt C e nt er Asi a, Pt e Lt d

T D C E ur o p e T a k e d a D e v el o p m e nt C e ntr e E ur o p e Lt d.

T D C A m eri c as  T a k e d a D e v el o p m e nt C e nt er A m eri c as, I n c.

T D C T D C J a p a n, T D C Asi a, T D C E ur o p e a n d/ or T D C A m eri c as, as a p pli c a bl e

T a k e d a T D C J a p a n, T D C Asi a, T D C E ur o p e a n d/ or T D C A m eri c as, as a p pli c a bl e
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4. 0 I N T R O D U C TI O N

4. 1 B a c k g r o u n d

T A K -0 4 1 is a n or all y a v ail a bl e, s m all m o l e c ul e G- pr ot ei n -c o u pl e d r e c e pt or 1 3 9 (G P R 1 3 9) a g o nist  
t hat d os e -d e p e n d e nt l y i m pr o v es s o ci al i nt er a cti on i n a ni m al m od els o f s o cial  d efi cit a n d h a s t h e 
p ot e nti al  for t h e tr e at m e nt of s c hi z o p hr e ni a, p arti c ul arl y  ne g at i v e s y m pt o ms, a n d dis or d ers 
a s s o ci at e d wi t h s o cial  a nd c o g ni tiv e d ysf u n ct i on.

G P R 1 3 9 i s a n o v el cl ass A or p h a n r e c e pt or t h at is e x pr ess e d n e arl y  e x cl u si v el y in t h e c e ntr al  
n er v o us s yst e m ( C N S). H u m a n G P R 1 3 9 is e x pr ess e d i n t h e p ut a m e n, c a u d at e n u cl ei, 
e nt o p e d u n c ul ar n u cl ei, o lf a ct or y b ul bs, h y p ot h al a mi c n u cl ei, s u bst a nti a ni gr a, c er e b ell ar n u cl ei, 
v esti b ul ar n u cl ei a n d h a b e n ul ar n u cl ei, w h er e it is pr e d o mi n a nt l y e x pr ess e d i n S y n a pt ot a g mi n 6 
p o si tiv e n e ur o ns of t h e m e di al h a b e n ul a [ 1, 2]. T h e h a b e n ul a is a k e y br ai n str u ct ur e i n v ol v e d i n 
s p e cifi c as p e cts of s o ci al a n d c o g nit i v e b e h a vi or t h at is d ysf u n cti o n al i n s c hi z o p hr e ni a a n d ot h er 
ps y c hi atri c dis or d ers.

I n a s eri es of ass a ys, c h ar a ct eri z at i on of T A K -0 4 1 as a n a g o nist f or G P R 1 3 9 d e m o nstr at e d t h e 
a bilit y of  T A K-0 4 1 t o sti m ul at e e xtr a c ell ul ar c al ci u m e ntr y  int o C hi n es e h a mst er o v ar y  c ells 
e x pr essi n g t h e r e c o m bi n a nt m o us e, r at, d o g, a n d h u m a n r e c e pt or at a c o n c e ntr ati o n pr o d u ci n g a 
h alf -m a xi m al r es p o ns e ( E C 5 0 ) of 9 8 t o 1 0 2 n M, 8 8 t o 1 3 2 n M, 2 5 n M, a n d 2 3 t o 3 6 n M, 
r es p e cti v el y. M or e o v er, t he pr e di ct e d d o w nstr e a m m o d ul at i on o f i n osit ol ph os p h at e (I P 1) t ur n o v er 
w as o bs er v e d i n t h e h u m a n r e c e pt or at a n E C 5 0 of  4 2 2 t o 4 6 1 n M. Bi n di n g affi nit y t o t h e 
r e c o m bi n a nt d o g a n d h u m a n r e ce pt or e x hi bit e d a n i n hi bit i on diss o ci at i on c o nst a nt ( K i) of 2 2 9 n M 
a n d 1 1 7 t o 3 0 1 n M, r es p e cti v el y.

T A K -0 4 1 s el e ct i vity w as e v al u at e d a g ai nst a p a n el of 7 8 e n z y m es, r e c e pt ors, a n d tr a ns p ort ers t h at 
ar e f u n ct i on all y r el e v a nt t o t h e C N S cir c uitr y  of G P R 1 3 9 usi n g e n z y m e a n d bi n di n g ass a ys. 
T A K -0 4 1 di d n ot s h o w a n y  a cti vity a g ai n st m ost of t h e pr ot ei ns t est e d wit h t h e e x c e pt i on of 
5- h y dr o x y tr ypt a mi n e s u bt y p e 2 c ( 5 -H T 2 C ) a n d s er ot o ni n tr a ns p ort er ( S E R T). I niti al e v al u ati on 
s h o w e d i n hi bit i on at 9 5 % a n d 6 8 % of 5 -H T 2 C a n d S E R T, r es p e cti v el y, at 1 0 µ M of T A K -0 4 1. 
H o w e v er, o nl y S E R T i n hi bit i on w as c o nfir m e d i n f o ll ow- u p e x p eri m e nts. T A K -0 4 1 i n hi bit e d 
S E R T wit h a 5 0 % i n hi bit or y c o n c e ntr ati o n (I C 5 0 ) of 2. 2 9 µ M. T h e r es ults of t h es e st u di es i n di c at e 
t hat T A K -0 4 1 is a p o t e nt a n d s el e cti v e a g o nist of G P R 1 3 9.

W hil e i n vitr o st u di es us e d c ell -b as e d ass a ys a n d m e m br a n es pr e p ar e d fr o m c ells e x pr essi n g 
G P R 1 3 9, i n vi v o st u di es e x a mi ni n g b ot h m o l e c ul ar a n d b e h a vi or al c o ns e q u e n c es of r e c e pt or 
a cti v at i on w er e us e d t o ass ess t h e a bi lity of  T A K-0 4 1 tr e at m e nt t o i m pr o v e s o ci al  int er a ct i on 
d efi cits a n d c o g nit i v e d ysf u n cti on, w hi c h ar e ass o ci at e d wit h ps y c hi atri c dis or d ers s u c h as 
s c hi z o p hr e ni a. I n vi v o st u di es e v al u at i n g t h e m ol ec ul ar eff e cts of T A K -0 4 1 d e m o nstr at e d t h at 
c- f os, a n i m m e d i at e e arl y g e n e t h at is d o w nstr e a m of G P R 1 3 9 a cti v ati o n, l e v els w er e el e v at e d i n a 
ti m e- a n d d os e -d e p e n d e nt m a n n er aft er T A K -0 4 1 a d mi nistr ati o n. As e arl y  a s 1 h o ur aft er a si n gl e 
0. 3 -m g/ k g d os e, t h er e w as a n o bs er v a bl e, si g nifi c a nt ( p < 0. 0 5) i n cr e as e i n c -fos i m m u n or e a cti vit y 
i n t his r e gi on of t h e br ai n. M or e o v er, t h e c -f os ele v ati o n i n t h e m e di al h a b e n ul a of tr e at e d mi c e 
p ersist e d wit h s u b c hr o ni c a d mi nistr ati o n of T A K -0 4 1. T h es e st u di es s u g g est t h at 
T A K - 0 4 1 e x cit es t h e m e di al h a b e n ul a.
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B e h a vi or al r es p o ns es w er e e x a mi n e d i n 2 diff er e nt m o us e m o d els e x hi bit i n g s o cial i nt er a ct i on 
d efi cits: t h e B al b/ c m o d el a n d t h e p ol yi n osi ni c: p ol y c yt i d yli c a ci d ( p ol y [I: C]) mo d el . I n b ot h 
m o d el s, 0. 1 m g/ k g T A K -0 4 1, d o s e d ei t her a c ut el y  or s u b c hr o nic all y ( 1 5 d a ys of tr e at m e nt),
mit i g at e d t h e s o ci al d efi cits t h at w er e eit h er n at ur all y o c c urri n g ( B al b/ c) or p h ar m a c ol ogi c all y  
e v o k e d b y t h e i nfl a m m at or y st i m ul us ( p ol y [I/ C]). M or e o v er, h al o p eri d o l, a d o p a mi n e D 2 r e c e pt or 
a nt a g o nist, di d n ot pr o vi d e t h er a p e uti c b e n efit as a st a n d -al o n e tr e at m e nt i n t h e p ol y (I: C) m o d el 
a n d di d n ot a br o g at e t h e effi c a c y  a s s o ciat e d wi t h T A K-0 4 1. F urt h er m or e, t h e c o g nit i v e d efi cits 
a s s o ci at e d wi t h s u b c hr o ni c p h e n c y cli di n e ( P C P) tr e at m e nt i n a r at s et s hifti n g t as k w er e 
sig nifi c a nt l y att e n u at e d b y  in cr e as i n g d os es of T A K-0 4 1 f r o m 0. 3 t o 3 mg/ k g wi t h 4 h o urs of 
pr etr e at m e nt. T hi s r es ult c o mp ar e d f a v or a bl y  t o ri s p erid o n e, a s e c o n d g e n er at i on a nti ps y c h oti c 
tr e at me nt. A c c or di n gl y , t h e a v ail a bl e e x p eri m e nt al e vi d e n c e s u p p orts t h e us e of T A K-0 4 1, a 
G P R 1 3 9 a g o nis t, a s a p ot e ntial  tr e at me nt f or t h e n e g ati v e s y m pt o ms (i n cl u di n g a m ot i v ati on, 
a n h e d o ni a, a n d as o ci alit y)  a n d c o g nitiv e i m p air m e nt ass o ci at e d wit h s c hi z o p hr e ni a, a d e bilit at i n g 
di s or d er wit h hi g h u n m et m e di c al n e e d.

T h e P K pr o p erti es of T A K -0 4 1 h a v e b e e n c h ar a ct eri z e d i n vitr o a n d i n S pr a g u e- D a wl e y  r ats a n d 
b e a gl e d o gs aft er or al ( P O) or i ntr a v e n o us (I V) a d mi nistr ati o n. P h ar m a c o ki n et i c e v al u ati ons w er e 
c o n d u ct e d i n r ats a n d d o gs b e c a us e t h es e w er e t h e m aj or s p e ci es us e d i n t h e t o xi c o l og y  pr o gr a m.

T A K -0 4 1 w as a bs or b e d aft er P O a d mi nistr ati o n t o r ats a n d d o gs, wit h p e a k pl as m a c o n c e ntr ati o ns 
g e n er all y o c c urri n g wit hi n 4 t o 8 h o urs p ost d os e i n r ats a n d 0. 5 t o 2 h o urs p ost d os e i n d o gs. T h e 
pl a s m a cl e ar a n c e of T A K -0 4 1 w a s l o w i n r ats a n d m o d er at e t o hi g h i n d o gs ( ~ 4 a n d 
~ 1 1 m L/ mi n/ k g, r es p e cti v el y). T h e t er mi n al eli mi n ati o n h alf -lif e (t1/ 2 ) of T A K-0 4 1 aft er P O 
a d mi nistr ati o n w as 1. 5 t o 2. 8 h o urs i n d o gs, a n d u n d efi n e d i n r ats b e c a us e of a p o orl y d efi n e d 
t er mi n al p h as e o bs er v e d i n t his s p e ci es. T h e or al bi o a v ail a bility of  T A K-0 4 1 w as hi g h ( 9 0. 8 % t o 
9 4. 2 % i n r ats; i n d o gs, t h e d os e -n or m ali z e d P O e x p os ur es w er e gr e at er t h a n o bs er v e d aft er I V 
d osi n g, r es ult i n g i n r e p ort e d bi o a v ail a bility u p t o 1 0 0 % or gr e at er. A bs or pti o n w as n ot li k el y 
m o d ul at e d b y  P-gl y c o pr ot ei n ( P - g p), b e c a us e T A K-0 4 1 h a d a l o w P - g p effl u x r ati o ( 0. 4), as 
d e m o nstr at e d i n L L C -P K 1 -M D R 1 c ells, i n di c at i n g t h at T A K-0 4 1 is n ot li k el y a s u bstr at e f or P- g p. 
T A K -0 4 1 ( 1 a n d 1 0 µ M) pl as m a pr ot ei n bi n di n g w as 9 5. 9 %, 9 5. 4 t o 9 6. 5 %, 9 6. 8 t o 9 7. 3 %, 9 5. 3 t o 
9 5. 4 %, a n d 9 6. 8 t o 9 7. 1 % i n pl as m a fr o m mi c e (t est e d at 1 0 µ M o nl y), r ats, d o gs, m o n k e ys, a n d 
h u m a ns, r es p e cti v el y. R e d bl o o d c ell: pl as m a r at i os of T A K-0 4 1 at 0. 1, 1, a n d 1 0 µ M w er e 
a p pr o xi m at el y  0. 8, 0. 8, a n d 1. 1 i n r ats; 0. 4, 0. 4, a n d 1. 0 i n d o gs; a n d 0. 7, 0. 6, an d 0. 8 i n h u m a ns, 
r es p e cti v el y. T A K-0 4 1 s h o w e d n o i n hi bit or y eff e ct o n t h e Bil e S alt E x p ort P u m p tr a ns p ort er i n r at 
a n d h u m a n v esi cl es u p t o 2 0 0 µ M a n d a m o d er at e i n hi bit or y eff e ct i n d o g v esi cl es (I C 5 0 ~ 7 2 µ M).

I n vitr o m et a b olis m st u di es with h e p at i c micr os o m es a n d h e p at o c y t es fr o m h u m a n d o n ors s h o w e d 
tr a c e a mo u nts of a f e w m et a b o lites i n cl u di n g o xi d ati v e N- d e al k yl at i on t o f or m a n a mi d e 
m et a b o lite a n d o xi d at i ons at t h e o x o b e n z otri a zi n e m o i ety t o for m  p o sitio n al  is o m eri c str u ct ur es. 
S u bs e q u e nt gl u c ur o ni d a tio n of  t h e s e o xid at i v e is o m eri c str u ct ur es yi el d e d t h eir c orr es p o n di n g 
gl u c ur o ni d e c o nj u g at e m et a b o lite s. I n a d di tio n t o t h es e m et a b o lite s, a gl ut at hi o n e c o nj u g at e of 
T A K -0 4 1 a n d o n e of its d o w nstr e a m m et a b o lite s, a c y st ei n e c o nj u g at e, w er e als o d et e ct e d i n r at 
a n d d o g h e p at o c y t e s. N o h u ma n -s p e cifi c met a b oli t es w er e o bs er v e d. A n e v al u at i on of t h e 
c y t o c hr o me P -4 5 0 e n z y m es ( C Y Ps) r es p o nsi bl e f or t h e m et a b o lis m of T A K -0 4 1 h a s n ot y et b e e n 
c o n d u ct e d. Gl ut at hi o n e -a d d u ct -d eri v e d t hi o l m et a b olit es t hr o u g h t h e  -ly as e p at h w a y is 
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sig nifi c a nt i n d o g ( hi g h er r at e of m et a b o lis m a n d l a c k of N-a c et yl at i on d et o xifi c at i on p at h w a y). 
Pr eli mi n ar y h u m a n i n vitr o a n d i n vi v o d at a s u g g est si mil ar m et a b o li c p at h w a ys b ut t o a m u c h 
l ess er e xt e nt. T h e f or m ati on of N -a c et yl c yst ei n e c o nj u g at e w as o bs er v e d i n h u m a n as e vi d e nt of 
N- a c et yl at i on d et o xifi c at i on p at h w a y. I n r at, h o w e v er, gl u c ur o ni d ati o n p at h w a y s e e ms t o b e 
pr e d o mi n a nt.

A n ass ess m e nt of c y t o c hr o me P -4 5 0 e n z y m e ( C Y P) i n d u ct i on w as c o n d u ct e d i n c ult ur e d h u m a n 
h e p at o c y t e s, a n d in d u cti o n of  C Y P 2 B 6 a n d C Y P 3 A 4 m ess e n g er R N A ( m R N A) w as o bs er v e d. 
Tr e at m e nt of c ult ur e d h u m a n h e p at o c y t e s wit h u p t o 1 0 µ M T A K-0 4 1 h a d litt l e or n o eff e ct o n 
C Y P 1 A 2 m R N A l e v els, w hil e tr e at m e nt wit h u p t o 1 0 µ M T A K -0 4 1 c a us e d 
c o n c e ntr ati o n -d e p e n d e nt i n cr e as e s of  > 2. 0-f ol d a n d > 2 0 % of t h e p ositi v e c o ntr ol i n C Y P 2 B 6 a n d 
C Y P 3 A 4 m R N A l e v els, r es p e cti v el y, i n all c ult ur es t est e d. T h us, T A K -0 4 1 w as a mil d i n d u c er of 
C Y P 2 B 6 a n d C Y P 3 A 4 m R N A i n vitr o a n d C Y P i n d u cti o n b as e d D DI p ot e nti al is c o nsi d er e d l o w.
T A K -0 4 1 s h o w e d n o r e v ersi bl e i n hi bit i on of C Y P 3 A 4/ 5 a cti vit i es at c o n c e ntr ati o ns r a n gi n g u p t o 
1 0 0  M wit h a n I C 5 0 > 1 0 0  M. I n t h e C Y P 3 A 4/ 5 ti m e-d e p e n d e nt i n a ct i v ati on ( T DI) st u d y , t h e 
p er c e nt a g e of a cti vit y r e m ai ni n g i n s a m pl es pr ei n c u b at e d wit h T A K -0 4 1 s h o w e d n o ti m e-, 
c o n c e ntr ati o n -, or N A D P H-d e p e n d e nt C Y P 3 A 4/ 5 l oss of a ct i vity. T h es e d at a s u g g est t h at 
p ot e nti al  r e v ersi bl e i n hi bitio n a n d T DI of C Y P 3 A 4/ 5 b y  T A K-0 4 1 ar e u nli k el y.

Uri n ar y  e x cr eti on of T A K -0 4 1 w as i n v est i g at e d i n d o gs aft er a si n gl e I V d os e. Aft er I V
a d mi nistr ati o n t o 3 d o gs, T A K - 0 4 1 w as d et e ct a bl e i n d o g uri n e, b ut at l o w l e v els. T h e a m o u nt of 
T A K -0 4 1 e x cr et e d u n c h a n g e d i nt o d o g uri n e wit hi n 2 4 h o urs r a n g e d fr o m a p pr o xi m at el y 0. 0 0 9 % 
t o 0. 0 1 5 7 % wit h m e a n r e c o v er y of 0. 0 1 3 5 % of t h e gi v e n d os e. 

A c o m pr e h e nsi v e s eri es of n o n cli ni c al s af et y st u di es ( G o o d L a b or at or y Pr a ctic es [ G L P]) h a v e 
b e e n c o n d u ct e d wit h T A K -0 4 1 t o s u p p ort e arl y  hu m a n st u di es i n cl u di n g: h E R G, 
el e ctr o c ar di o gr a p h y  in d o g s, r e s pi r at or y a n d C N S i n r ats, g e n eti c t o xi city st u di es ( A m es, i n vit r o 
mi cr o n u cl e us, i n vi v o mi cr o n u cl e us), a n d i n vitr o p h ot ot o xi cit y.  A n eff e ct of T A K-0 4 1 w as first 
o bs er v e d at 1 µ M i n 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) ass a y (I C5 0 > 3 µ M); h o w e v er, 
n o c h a n g es i n E C G p ar a m et ers w er e o bs er v e d i n t h e i n vi v o d o g c a r dio v as c ul ar ( C V) or 4 -w e e k 
r e p e at-d os e t o xi cit y st u d y at 1 2 5 m g/ k g. I n t h e d o g C V st u d y, a n i n cr e as e i n s yst oli c bl o o d 
pr ess ur e ( 1 0 %) r es ulti n g i n i n cr e as es i n m e a n art eri al a n d p uls e pr ess ur es wit h o ut a n y  a s s o ciat e d 
c h a n g es i n h e art r at e at 0. 5 t o 6. 2 5 h o urs p ost d os e at 1 2 5 m g/ k g w as o bs er v e d. A di mi nis h e d tr e n d 
n ot of  bi ol ogi c al  si g nifi c a n c e o c c urr e d at 1 5 m g/ k g wi t h n o eff e ct o bs er v e d at 5 m g/ k g. I n a d dit i on,  
d ail y r e p e at -d os e t o xi cit y st u di es o f 4-w e e k a n d 1 3 -w e e k d ur ati o n h a v e b e e n c o n d u ct e d i n r ats a n d 
d o gs. T h e or al d os e l e v els i n t h e 4 -w e e k t o xi cit y st u d y in r ats w er e 5, 3 0, a n d 2 0 0 m g/ k g/ d a y 
( mal es) a n d 3, 1 0, a n d 2 0 0 m g/ k g/ d a y (f e m al es). I n t h e 1 3 -w e e k r e p e at -d os e t o xi cit y st u d y  i n r ats, 
t he or al d os e l e v els w er e 1 0, 4 0 a n d 2 0 0 m g/ k g/ d a y i n m al es a n d 2, 1 0, a n d 2 0 0 m g/ k g/ d a y  in 
f e m al es. I n t h e 4- a n d 1 3 -w e e k t o xici t y st u di es i n d o gs, d os a g es w er e 5, 1 5, 5 0, a n d 1 2 5 m g/ k g/ d a y 
f or t h e 4-w e e k st u d y a n d 1 5, 3 0 a n d 6 0 m g/ k g/ d a y i n t h e 1 3 -w e e k st u d y . T h e 
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) i n t h e r at t o xici t y st u die s w a s t h e m a xi m u m f e asi bl e 
d os e of 2 0 0 m g/ k g/ d a y. T h e N O A E L i n t h e d o g t o xi cit y st u dies w as 1 5 m g/ k g/ d a y i n m al es a n d 
5 0 m g/ k g/ d a y i n f e m al es f or t h e 4 -w e e k st u d y. T h e N O A E L w as 3 0 m g/ k g/ d a y f or b ot h m al es a n d 
f e m al es i n t h e 1 3-w e e k d o g t o xi cit y st u d y, b e c a us e of m or bi dity attri b ut e d t o h e p ati c c h o l est asis 
a n d r e n al t u b ul e d e g e n er ati o n c o nsi d er e d s e c o n d ar y t o h e p ati c c h a n g es at 6 0 m g/ k g/ d a y, w hi c h l e d 
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t o e ut h a n asi a of 2 d o gs at D a y  8 5. T h es e a ni m als h a v e el e v at e d A L T, A S T, bil e a ci ds, B U N, 
cr e ati ni n e, G G T, P H O S, a n d T BI LI b ef or e e ut h a n asi a, a n d i n cr e as es i n A L P a n d C H O L as e arl y as 
D a y  1 4. T his fi n di n g w as m o nit or a bl e, b as e d o n pl as m a c h e mistr y c h a n g es at all d os e l e v els a n d as 
e arl y  a s D a y 1 4 i n t h e hi g h d os e gr o u p, w hi c h pr e c e d e d cli ni c al si g ns. Aft er a 4 -w e e k 
tr e at me nt -fr e e p eri o d, t h er e w as n o e vi d e n c e of r e c o v er y of bili ar y h y p er pla si a, m ul ti-n u cl e at e d 
c ells, or mi x e d c ell i nfiltr at e a n d si n gl e c ell h e p at i c n e cr o sis; h o w e v er, ele v at i ons i n pl as m a 
c h e mistr y  v al u es w er e l ar g el y r e v ersi bl e (tr e n di n g d o w n of el e v at e d li v er f u n cti o n t ests at all d os e 
l e v els i n t h e r e c o v er y gr o u p d o gs).

D u e t o t his fi n di n g of c h ol est ati c li v er i nj ur y b ei n g m o nit or a bl e, p arti all y r e v ersi bl e, a n d o bs er v e d 
i n d o gs b ut n ot r ats, t h e s el e ct e d d os es ar e pr oj e ct e d t o r es ult i n pl as m a e x p os ur es of 
T A K - 0 4 1 b el o w t h os e ass o ci at e d wit h t h e N O A E L i n t h e d o g 1 3 -w e e k t o xi c ol o g y st u d y. F urt h er 
i nf or mat i on fr om t he n o n cli ni c al st u di es, s u m m ari z e d a b o v e, c a n b e f o u n d i n t h e c urr e nt 
I n v esti g at or’s Br o c h ur e. O v er all, t h e n o n cli ni cal  P K a n d s af ety p a c k a g e s u m m ari z e d h er ei n 
pr o vi d e s u p p ort f or t h e cli ni c al e v al u at i on of T A K - 0 4 1.

4. 2 R ati o n al e f o r t h e P r o p os e d St u d y

T h e n o n cli ni c al p h ar m a c o l og y  a n d t o xici t y d at a s u p p ort t h e pr o p os e d st u d y in h e alt h y s u bj e cts, 
w hi c h will b e t h e first T A K -0 4 1 st u d y  in h u m a ns. T his st u d y  will e v al u at e t h e s af ety,  t oler a bili t y, 
a n d P K of T A K -0 4 1 f ol l owi n g si n gl e or m ult i pl e or al d os e a d mini str ati o ns i n m al e a n d f e m al e 
h e alt h y s u bj e cts ( P art 1 a n d P art 2) a n d as a d d-o n t h er a p y t o a nti ps y c h oti cs i n s u bj e cts wit h st a bl e 
s c hi z o p hr e ni a ( P art 4 ). I n a d diti o n, a n i m m e di at e r el e as e t a bl et f or m ul at i on f or T A K-0 4 1 w as 
r e c e ntl y d e v el o p e d. P art 3 of  this st u d y is d esi g n e d t o ass ess t h e or al bi o a v ail a bilit y o f TA K -0 4 1 i n 
h e alt h y s u bj e cts a d mi nist er e d as a 4 0 m g t a bl et f or m ul ati on r elat i v e t o t he 4 0 m g or al  s us p e nsio n  
f or mul at i on i n t h e f ast e d st at e, a n d t o ass ess t h e eff e ct of a hi g h -f at, hi g h -c al ori e m e al o n t h e 
p h ar m a c o ki n et i cs of  a si n gl e d os e of t h e 4 0 m g t a bl et f or m ul ati o n of T A K- 0 4 1.

P art 1 C o h orts 1 a n d 2, w hi c h h a v e alr e a d y b e e n c o m pl et e d, p arti ci p at e d i n a 2 -p eri o d, al t er n ati n g 
p a n el, d o u bl e -bli n d d esi g n t o e v al u at e si n gl e -risi n g d os es of  T A K-0 4 1 or m at c h e d pl a c e b o wi t h a 
w as h o ut p eri o d of at l e ast 7 d a y s b et w e e n tr e at me nt p eri o ds. F oll o wi n g si n gl e or al d os e 
a d mi nistr ati o ns of T A K -0 4 1 o v er t h e d os e r a n g e of 5 t o 4 0 m g u n d er f ast e d c o n dit i ons, 
T A K - 0 4 1 w as r a pi dl y  a b s or b e d wit h a me di a n t m a x of  1 t o 2 h o urs. Eli mi n ati on of T A K -0 4 1 f r o m 
pl as m a w as sl o w ( m e a n t 1/ 2 a p pr o xi m at el y 1 1 d a ys). Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -tim e 
c ur v e fr o m ti m e 0 t o 2 4 h o urs ( A U C2 4 ) i n cr e as e d a p pr o xi m at el y d os e pr o p orti o n all y fr om 
1 6 6 0 n g * hr/ m L at 5 m g t o 1 1 9 5 2 n g * hr/ m L at 4 0 m g. O v er t his d os e r a n g e, m a xi m u m o bs er v e d 
pl as m a c o n c e ntr ati o n ( Cm a x ) i n cr e as e d fr om 1 4 0 t o 7 4 7 n g/ m L. T h e f o ll owi n g st u d y  s af ety 
i nf or mat i on is pr eli mi n ar y a n d b as e d o n bli n d e d a d v ers e e v e nt d at a r e p ort e d b y t h e i n v esti g at or 
a n d bli n d e d s af et y e n d p oi nt d at a i n st u d y T A K-0 4 1 -1 0 0 1. Al t ho u g h n ot e x p e ct e d, t h es e d at a ar e 
s u bj e ct t o c h a n g e u p o n fi n ali z at i on f oll owi n g st u d y  mo ni t orin g, s o ur c e d at a v erifi c at i on, a n d 
di s cr e p a n c y q u er y m a n a g e m e nt prior t o d at a b as e l o c k. Pr eli mi n ar y r es ults i n di c at e t h at si n gl e 
d os es of 5, 1 0, 2 0, a n d 4 0 m g T A K- 0 4 1 ar e w ell t ol er at e d a n d s af e. S e v e n A Es w er e o bs er v e d i n 
t his st u d y, c h est p ai n fr om a ci d r efl u x, d ej a v u, e pist a xis, a n d f at i g u e i n o n e s u bj e ct, tir e d n ess, a n d 
u p p er r e s pi r at or y inf e ct i on i n o n e s u bj e ct, a n d c o nt a ct d er m atit is fr o m E C G l e a ds i n o n e s u bj e ct; 
all s e v e n A Es w er e mil d, w er e j u d g e d b y t h e i n v e stig at or t o b e n ot r el at e d t o t h e st u d y  dr u g, a n d 
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r es ol v e d wit h o ut tr e at m e nt. T h er e w er e n o s eri o us A Es or s e v er e A Es. T h er e w er e n o cli ni c all y 
m e a ni n gf ul a b n or m aliti e s i n s af et y l a b or at or y r es ults (i n cl u di n g A L P, A S T, A L T, G G T, a n d 
T BI LI) a n d n o cli ni c all y si g nifi c a nt a b n or m aliti es i n p h ysi c al e x a mi n ati o n, vit al si g ns, or E C G 
r es ults w er e r e p ort e d f or t h e 1 6 s u bj e cts w h o r e c ei v e d 5 t o 4 0 m g d os es of T A K- 0 4 1 or m at c hi n g 
pl a c e b o i n T A K 0 4 1 1 0 0 1 C o h orts 1 a n d 2.

B as e d o n t h e pr eli mi n ar y r es ults fr o m t h es e first 2 c o h orts ( C o h orts 1 t o 2) a n d d u e t o t h e 
u n e x p e ct e d o bs er v ati o n of a p pr o xi m at el y 1 1 d a y t 1/ 2 of T A K- 0 4 1, h e alt h y s u bj e cts i n P art 1 
C o h orts 3 t o 5 a n d P art 2  C o h orts 1 o n w ar ds will p arti ci p at e i n a s e q u e nti al p a n el, d o u bl e- bli n d 
d esi g n t o e v al u at e si n gl e-risi n g d os es ( P art 1) or m ult i pl e-risi n g d os es ( P art 2) of T A K- 0 4 1. T his is 
a d o u bl e- bli n d st u d y; t h er ef or e, t h e s u bj e ct, t h e tri al sit e p ers o n n el, a n d t h e S p o ns or st aff w h o ar e 
i n v ol v e d i n t h e tr e at m e nt or cli ni c al e v al u ati o n ar e bli n d e d t o tr e at m e nt or i nt er v e nti o n. C ert ai n 
S p o ns or st aff n ot dir e ctl y i n v ol v e d wit h t h e tr e at m e nt or e v al u ati o n m a y b e u n bli n d e d t o t h e 
tr e at m e nt or i nt er v e nti o n.

F or t h e e v al u ati o n of t h e eff e ct of f o o d o n t h e T A K- 0 4 1 i m m e di at e r el e as e t a bl et f or m ul ati o n, 
si n c e P D or effi c a c y will n ot b e e v al u at e d, n o c o ntr ol gr o u p will b e us e d a n d t h er ef or e, a n 
o p e n-l a b el st u d y d esi g n will b e utili z e d.  A p ar all el d esi g n is s el e ct e d d u e t o t h e pr ol o n g e d t 1/ 2 ( ~ 1 1
d a ys) of T A K- 0 4 1. I n a c c or d a n c e t o t h e r e g ul at or y g ui d a n c e o n t h e bi o a v ail a bilit y[ 3] a n d 
bi o e q ui v al e n c e ass ess m e nt f or dr u gs wit h l o n g t 1/ 2 , a 9 6- h o ur P K s a m pli n g p eri o d is c o nsi d er e d 
a d e q u at e t o e ns ur e c o m pl eti o n of g astr oi nt esti n al tr a nsit a n d a bs or pti o n of T A K- 0 4 1 aft er or al 
a d mi nistr ati o n. Si n c e 9 6 h o urs p ost d os e is a c o m m o n s a m pli n g ti m e p oi nt i n St u d y 
T A K- 0 4 1- 1 0 0 1, al o n g wit h C m a x , t h e P K p ar a m et er A U C9 6 c a n b e us e d t o ass ess t h e r el ati v e 
bi o a v ail a bilit y b et w e e n t h e or al s us p e nsi o n f or m ul ati o n a n d t h e or al t a bl et f or m ul ati o n. B as e d o n
t h e pr eli mi n ar y P K a n al ysis, A U C9 6 w as a p pr o xi m at el y 2 3 % of A U C ∞ f oll o wi n g a si n gl e 2 0 or 4 0 
m g d os e of T A K- 0 4 1 vi a or al s us p e nsi o n, a n d t h e c orr es p o n di n g i nt ers u bj e ct v ari a bilit y f or A U C 9 6

r a n g e d fr o m 9. 1 % t o 2 6. 8 %. 
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5. 0 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

5. 1 St u d y  O bj e cti v es

5. 1. 1  P ri m 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 T A K- 0 4 1

! F oll o wi n g or al si n gl e a n d m ulti pl e d os es i n h e alt h y s u bj e cts ( P arts 1, 2, a n d 3).

! As a d d- o n t h er a p y t o a nti p s y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( P art 4).

T o ass ess t h e or al bi o a v ail a bilit y i n h e alt h y s u bj e cts of T A K – 0 4 1 a d mi nist er e d as a 4 0 m g 
i m m e di at e r el e as e t a bl et f or m ul ati o n i n t h e f ast e d st at e c o m p ar e d t o 4 0 m g or al s us p e nsi o n 
f or m ul ati o n i n t h e f ast e d st at e ( P art 3).

T o ass ess t h e eff e ct of f o o d o n t h e p h ar m a c o ki n eti cs of 4 0 m g i m m e di at e r el e as e t a bl et 
f or m ul ati o n of T A K – 0 4 1 i n h e alt h y s u bj e cts ( P art 3).

5. 1. 2 S e c o n d a r y O bj e cti v e

T o e v al u at e t h e P K of T A K- 0 4 1

! A d mi nist er e d u n d er f asti n g c o n diti o n s f oll o wi n g or al si n gl e a n d m ulti pl e d os es i n h e alt h y 
s u bj e cts ( P arts 1 a n d 2).

! As a d d- o n t h er a p y t o a nti p s y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a ( P art 4).

5. 1. 3  E x pl o r at o r y O bj e cti v es
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5. 2  E n d p oi nts f o r P a rt 1 a n d P a rt 2 a n d P a rt 3 ( H e alt h y S u bj e cts) a n d P a rt 4 ( S u bj e cts 
wit h S c hi z o p h r e ni a)

5. 2. 1  P ri m a r y E n d p oi nts

T h e pri m ar y e n d p oi nt f or all p arts of t his st u d y is t h e c o m p o sit e of s af et y v ari a bl es t o d et er mi n e 
t h e s af et y a n d t ol er a bilit y of or al si n gl e a n d m ulti pl e d os es of T A K- 0 4 1 as w ell as d os e-li miti n g 
eff e cts of T A K- 0 4 1. T h e f oll o wi n g s af et y p ar a m et er s will b e a n al y z e d f or e a c h of t h e st u d y p arts 
as t h e n u m b er a n d p er c e nt a g e of s u bj e cts w h o:

! E x p eri e n c e at l e ast 1 tr e at m e nt- e m er g e nt a d v ers e e v e nt ( T E A E).

! Dis c o nti n u e d u e t o a n a d v ers e e v e nt ( A E).

! M e et t h e m ar k e dl y a b n or m al crit eri a f or s af et y l a b or at or y t e st s at l e ast o n c e p ost d os e.

! M e et t h e m ar k e dl y a b n or m al crit eri a f or vit al si g n m e as ur e m e nts at l e ast o n c e p ost d os e.

! M e et t h e m ar k e dl y a b n or m al crit eri a f or 1 2-l e a d E C G p ar a m et ers at l e ast o n c e p ost d os e.

! E x p eri e n c e cli ni c all y si g nifi c a nt a b n or m al c h a n g es i n c o nti n u o us 1 2-l e a d E C G m e as ur e m e nts 
at l e ast o n c e p ost d os e ( e x c e pt P art 3).

T h e pri m ar y e n d p oi nt s als o i n cl u d e t h e T A K- 0 4 1 pl as m a P K p ar a m et ers f or P art 3, m a xi m u m 
o bs er v e d c o n c e ntr ati o n ( C m a x ) 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 fr o m ti m e 0 t o 
9 6 h o urs ( A U C 9 6 ).

5. 2. 2 S e c o n d a r y E n d p oi nts

T h e s e c o n d ar y e n d p oi nt s c o nsist of st a n d ar d P K v ari a bl es t o d et er mi n e dr u g e x p os ur e at e a c h d os e 
i n e a c h of t h e st u d y p arts. T h e f oll o wi n g P K p ar a m et ers f or T A K- 0 4 1 will b e a n al y z e d as 
s e c o n d ar y e n d p oi nts:

! C m a x : m a xi m u m o b s er v e d pl a s m a c o n c e ntr ati o n ( P arts 1, 2 a n d 4 o nl y).

! tm a x : ti m e t o Cm a x .

! A U C 2 4 : 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 0 t o 2 4 h o urs.

! A U C 9 6 : 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 cur v e fr o m ti m e 0 t o 9 6 h o urs ( P art s 1, 2 a n d 
4 o nl y).

! A U C l ast: 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 0 t o t h e ti m e of t h e l ast 
q u a ntifi a bl e c o n c e ntr ati o n.

! A U C ∞ : 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 0 t o i nfi nit y ( P art 1 o nl y).

! A U C τ: 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 d uri n g a d osi n g i nt er v al, w h er e t a u (τ ) 
is t h e l e n gt h of t h e d osi n g i nt er v al ( P art s 2 a n d 4 o nl y).
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! t1/ 2 z : t er mi n al dis p ositi o n p h as e h alf-lif e.

5. 2. 3  E x pl o r at o r y E n d p oi nts

Pr
o p

e

s 
of 

U s
e

C CI



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 3 7 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

6. 0 S T U D Y D E SI G N A N D D E S C RI P TI O N

6. 1 St u d y D esi g n

T his is a p h as e 1, first-i n- h u m a n ( FI H), r a n d o mi z e d, pl a c e b o- c o ntr oll e d, d o u bl e- bli n d st u d y t o 
e v al u at e t h e s af et y, t ol er a bilit y, a n d P K of T A K- 0 4 1. T his st u d y d esi g n i n t his a m e n d m e nt r efl e cts 
a m o difi c ati o n of t h e ori gi n al d esi g n, d u e t o t h e l o n g er t h a n e x p e ct e d h alf-lif e of T A K- 0 4 1 
o bs er v e d aft er t h e si n gl e- d os e a d mi nistr ati o n of t h e c o m p o u n d t o h e alt h y s u bj e cts i n t h e first 
2 c o h orts. T h e st u d y is c o m p os e d of 4 p arts: P a rt 1 is a si n gl e-risi n g d os e [ S R D] st u d y i n he alt h y 
s u bj e cts, wit h a n alt er n ati n g p a n el d esi g n ( C o h ort s 1 a n d 2) a n d a s e q u e nti al p a n el d esi g n ( C o h orts 
3 t o 5), P art 2 is a m ulti pl e-risi n g d os e [ M R D], s e q u e nti al p a n el d esi g n i n h e alt h y s u bj e cts 
( C o h orts 1 t o 4), P art 3 is a ra n d o mi z e d, o p e n-l a b el si n gl e- d o s e, p ar all el d e si g n t o e v al u at e t h e 
r el ati v e bi o a v ail a bilit y a n d f o o d eff e ct o n t he P K of t h e T A K- 0 4 1 i m m e di at e r el e as e t a bl et 
f or m ul ati o n i n h e alt h y s u bj e cts, P art 4 is a si n gl e d os e c o h ort i n s u bj e cts wit h st a bl e s c hi z o p hr e ni a. 
F or P art 1, C o h orts 1 a n d 2, d os e es c al ati o n a n d s u bs e q u e nt d os e l e v els will b e d et er mi n e d 
f oll o wi n g a f ull bli n d e d r e vi e w of all a v ail a bl e s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e vi o us 
d os e l e v el. F or P art 1, C o h orts 3 t o 5, a n d all c o h ort s i n P art 2, d os e es c al ati o n a n d s u bs e q u e nt d os e 
l e v els will b e b as e d o n a s p o ns or r e vi e w of at l e ast 2 1 d a ys of s af et y, t ol er a bilit y, a n d a v ail a bl e P K 
d at a fr o m t h e pr e vi o us d os e l e v els. F or P art 3, t h e s u bj e cts will r e c ei v e a si n gl e 4 0 m g d os e of t h e 
t a bl et f or m ul ati o n of T A K- 0 4 1 ( 1 x 4 0 m g t a bl et) b as e d o n s af et y/t ol er a bilit y of t h e s a m e d o s e i n 
h e alt h y s u b j e cts fr o m P art 1 a n d P art 2. F or P art 4, t h e d os e s el e ct e d will n ot e x c e e d t h e hi g h est 
d os e e v al u at e d, d e e m e d s af e, a n d w ell t ol er at e d i n P art 2. T h e pr o p os e d w e e kl y m ai nt e n a n c e d os e 
will h a v e a pr e di ct e d m e a n a v er a g e c o n c e ntr ati o n d uri n g a d osi n g i nt er v al, at st e a d y st at e ( C a v,ss) 
b el o w t h e C a v,ss o bs er v e d at t h e N O A E L d os e of 3 0  m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m 
t h e 1 3- w e e k t o xi c ol o g y st u d y

A p pr o xi m at el y e q u al n u m b ers of m al e a n d f e m al e s u bj e cts will b e e nr oll e d at e a c h d os e l e v el. 
T A K- 0 4 1 a n d m at c hi n g pl a c e b o will b e a d mi nist er e d as  a n or al s us p e nsi o n i n P arts 1, 2, a n d 4 a n d 
as a n i m m e di at e-r el e as e t a bl et f or m ul ati o n i n P art 3.

6. 1. 1  P a rt 1 Si n gl e- Risi n g D os e: H e alt h y S u bj e cts

P art 1 will h a v e 5 c o h orts t o e v al u at e d os e es c al ati o n. C o h orts 1 t o 5 will h a v e 8 s u bj e cts p er c o h ort 
( 6 a cti v e: 2 pl a c e b o). C o h orts 1 a n d 2 will p arti ci p at e i n a 2- p eri o d, alt er n ati n g- p a n el, d o u bl e- bli n d 
st u d y d esi g n t o e v al u at e si n gl e-risi n g d os es of T A K- 0 4 1( 5, 1 0, 2 0, a n d 4 0 m g) or m at c h e d pl a c e b o 
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wit h a w as h o ut p eri o d of at l e ast 7 d a ys b et w e e n tr e at m e nt p eri o ds ( T a bl e 6. a). As of A m e n d m e nt
0 4, aft er r e vi e w of t h e d at a fr o m t h es e i niti al c o h orts, C o h orts 3, 4, a n d 5 will p arti ci p at e i n a 
s e q u e nti al- p a n el, d o u bl e- bli n d st u d y d esi g n t o e v al u at e si n gl e-risi n g d os es of T A K- 0 4 1 or 
m at c h e d pl a c e b o. T his is a d o u bl e- bli n d st u d y; t h er ef or e, t h e s u bj e ct, t h e tri al sit e p ers o n n el, a n d 
t h e S p o ns or st aff w h o ar e i n v ol v e d i n t h e tr e at m e nt or cli ni c al e v al u ati o n ar e bli n d e d t o tr e at m e nt 
or i nt er v e nti o n. C ert ai n S p o ns or st aff n ot dir e ctl y i n v ol v e d wit h t h e tr e at m e nt or e v al u ati o n m a y b e 
u n bli n d e d t o t h e tr e at m e nt or i nt er v e nti o n. T h e pl a n n e d d os e l e v els of T A K- 0 4 1 t o b e e v al u at e d i n 
C o h orts 3, 4, 5 ar e 8 0, 1 2 0, a n d 1 6 0 m g, r es p e cti v el y ( T a bl e 6. a). Alt h o u g h pl a n n e d, all s u bs e q u e nt 
d os es aft er t h e d os e of 8 0  m g f or C o h ort 3 w ill b e det er mi n e d b as e d o n t h e e m er gi n g s af et y, 
t ol er a bilit y, a n d P K d at a fr o m t h e pr e c e di n g c o h orts.

As t his is a n FI H st u d y, a s e nti n el gr o u p will b e us e d f or P art 1 C o h ort 1 P eri o d 1 ( wit h t h e i nit i al 
2 s u bj e cts r e c ei vi n g eit h er a cti v e dr u g or pl a c e b o [ 1: 1]) t o e ns ur e a d e q u at e s af et y a n d t ol er a bilit y 
pri or t o d osi n g T A K- 0 4 1 t o t h e r e m ai ni n g s u bj e cts i n t his c o h ort. I n P art 1 C o h ort 1 P eri o d 1, t h e 
r e m ai ni n g 6 s u bj e cts will b e d os e d f oll o wi n g a r e vi e w of 2 4- h o ur p ost d os e s af et y a n d t ol er a bilit y 
d at a a n d will o nl y o c c ur f oll o wi n g a gr e e m e nt b et w e e n t h e i n v esti g at or a n d T a k e d a. T h e d os e 
a d mi nist er e d f or s u bs e q u e nt c o h orts will b e b as e d o n a mi ni m u m of 2 1 d a ys of e m er gi n g s af et y, 
t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m t h e pr e vi o us c o h orts (s e e s c h e m ati c of st u d y d e si g n 
b el o w). T h e hi g h est pl a n n e d d os e is pr e di ct e d t o h a v e C m a x a n d A U C 2 4 v al u es b el o w t h e 
c orr es p o n di n g e x p os ur e o bs er v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e 
d o gs fr o m t h e 1 3- w e e k t o xi c ol o g y st u d y. S e nti n el  d osi n g m a y b e us e d f or a d diti o n al c o h orts if 
d et er mi n e d t o b e n e c ess ar y b as e d o n t h e e m er gi n g s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m 
t h e pr e c e di n g c o h orts.

B o n d- L a d er vis u al a n al o g s c al es will b e p erf or m e d i n P art 1, D a y - 1, D a y 1 at 1, 3, 8, a n d 2 4 h o urs 
p ost d os e, D a y 5, a n d (if a p pli c a bl e) a n d at E arl y T er mi n ati o n.

A s c h e m ati c of t h e P art 1 st u d y d e si g n is s h o w n i n  T a bl e 6. a.
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T a bl e 6. a  P a rt 1: St u d y D esi g n

P a rt 1 ( S R D)
N u m b e r of 
S u bj e cts  P e ri o d 1 ( a)

W as h o ut P e ri o d
( at l e ast 7 d a ys)  P e ri o d 2 ( b)

C o h ort 1 ( n = 8), 
f ast e d

6 T A K- 0 4 1 5 m g T A K- 0 4 1 2 0 m g

2 Pl a c e b o Pl a c e b o

C o h ort 2 ( n = 8), 
f ast e d

6 T A K- 0 4 1 1 0 m g T A K- 0 4 1 4 0 m g

2 Pl a c e b o Pl a c e b o

C o h ort 3 ( n = 8), 
f ast e d

6 T A K- 0 4 1 8 0 m g

2 Pl a c e b o

C o h ort 4 ( n = 8), 
f ast e d

6 T A K- 0 4 1 1 2 0 m g

2 Pl a c e b o

C o h ort 5 ( n = 8), 
f ast e d

6 T A K- 0 4 1 1 6 0 m g

2 Pl a c e b o

( a) D os es pl a n n e d t o b e a d mi nist er e d r a n g e fr o m 5 t o u p t o 1 6 0 m g. T h e a ct u al d os es a d mi nist er e d aft er 8 0 m g will b e 
b as e d o n e m er gi n g s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e vi o us c o h orts a n d m a y v ar y fr o m t h e a ct u al d os es 
s h o w n i n t h e t a bl e a b o v e.
( b) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1.

O v er all, P art 1 of t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys - 2 1 t o - 2), a pr e d os e C h e c k-i n 
D a y f or all s u bj e ct s ( D a y - 1) d uri n g w hi c h b as eli n e ass ess m e nts will b e c o n d u ct e d, a n d a si n gl e 
or al d os e a d mi nistr ati o n ( D a y 1) w h e n all s u bj e cts will u n d er g o st u d y-s p e cifi c ass ess m e nts. T h e 
t ot al c o nfi n e m e nt p eri o d f or e a c h s u bj e ct will b e 5 d a ys.

S u bj e cts fr o m P art 1 C o h orts 1 a n d 2 i n e a c h p eri o d will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit f or 
at l e ast 9 6 h o urs aft er d osi n g f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. F or 
s u bj e cts fr o m P art 1 C o h orts 1 a n d 2 P eri o d 2, t h e w e e kl y f oll o w- u p s af et y a n d P K o n- sit e visit s 
will o c c ur st arti n g fr o m 7 d a ys aft er l ast d os e a d mi nistr ati o n u ntil T A K- 0 4 1 is n ot q u a ntifi a bl e i n 
pl as m a. All s u bj e cts i n t h e c o h orts will b e br o u g ht b a c k i n or d er t o m ai nt ai n t h e bli n d. S u bj e cts 
fr o m P art 1 C o h orts 3 t o 5 will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit f or 9 6 h o urs aft er d osi n g. F or 
s u bj e cts fr o m P art 1 C o h orts 3 t o 5, t h e w e e kl y f o ll o w- u p s af et y a n d P K o n- sit e visit s will o c c ur 
st arti n g fr o m D a y 8 u ntil 6 w e e ks aft er t h e d os e. F or s u bj e cts fr o m P art 1 C o h orts 1 t o 5, a fi n al 
visit t h at c o m pl et es t h e st u d y will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K 
F oll o w- u p visit. T h e s c h e d ul e f or P art 1 is s h o w n b el o w.
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T a bl e 6 . b P a rt 1 C o h o rts 1 t o 2: St u d y S c h e d ul e f o r E a c h P e ri o d ( H e alt h y S u bj e cts)

S c r e e ni n g C h e c k -i n

D osi n g ( a)
S af et y a n d P K 
Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts Dis c h a r g e

W e e kl y 
F oll o w -u p
Visits ( b) Fi n al Visit ( c)

D a ys -2 1 t o -2 D a y  -1 D a y  1 D a ys 2 -5 D a y  5 T B D ( b) St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1.
( b) S u bj e cts will r et ur n t o t h e sit e f or w e e kl y s af et y a n d P K F oll o w-u p Visits, st arti n g fr o m 7 d a ys aft er e a c h C o h ort’s 
l ast tr e at m e nt p eri o d u ntil t h e pl as m a c o n c e ntr ati o n of T A K-0 4 1 is b el o w t h e li mit of q u a ntit ati o n.
( c) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K F oll o w-u p Visit.

T a bl e 6. c  P a rt 1 C o h o rts 3 t o 5: St u d y S c h e d ul e ( H e alt h y S u bj e cts)

S c r e e ni n g C h e c k -i n

D osi n g ( a)
S af et y a n d P K 
Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts Dis c h a r g e

W e e kl y 
F oll o w -u p
Visits ( b) Fi n al Visit ( c)

D a ys -2 1 t o -2 D a y  -1 D a y  1 D a ys 2 -5 D a y  5 D a ys 8, 1 5, 2 2, 
2 9, 3 6 a n d 4 3

St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a y 1. S u bj e cts will b e all o w e d t o e at 4 h o urs p ost d os e.
( b) T h e F oll o w -u p P K a n d s af et y ass ess m e nts will o c c ur w e e kl y fr o m 7 d a ys u ntil 6 w e e ks aft er t h e d os e. All s u bj e cts 
will b e br o u g ht b a c k i n or d er t o m ai nt ai n t h e bli n d. If a b n or m al, cli ni c all y si g nifi c a nt fi n di n gs ar e o bs er v e d aft er 
dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e -e v al u ati o n p er i n v esti g at or’s dis cr eti o n.
( c) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast w e e kl y s af et y a n d P K F oll o w-u p Visit.

T h e s c h e d ul e of pr o c e d ur es i n P art 1 ( h e alt h y s u bj e cts) is s h o w n i n A p p e n di x A.

6. 1. 2 P a rt 2 M ulti pl e -Risi n g D os e: H e alt h y S u bj e cts

P art 2 will c o nsist of a 4- c o h ort, s e q u e nt i al-p a n el , d o u ble- bli n d, w e e kl y d osi n g, M R D d esi g n. T o 
ass ess T A K -0 4 1 pl as m a e x p os ur e a n d p ot e nti al a c c u m ul at i on i n P art 2, s u bj e cts will r e c ei v e a n 
i niti al l oa di n g d os e of T A K -0 4 1 o n D a y  1 f oll ow e d b y  a m ai nt e n a n c e d os e t h at is h alf t h e i niti al 
d os e o n D a ys 8, 1 5, a n d 2 2 or will r e c ei v e pl a c e b o o n all s t u d y d osi n g d a ys. F o ur d os e c o h orts ar e 
c o nsi d er e d a d e q u at e t o e x pl or e t h e p h ar m a c o l ogi c all y a ct i v e e x p os ur e r a n g e i n h e alt h y s u bj e cts. 
H o w e v er, a d dit i on al c o h orts m a y b e st u di e d if d e e m e d n e c ess ar y  t o full y c h ar a ct eri z e t h e 
p h ar m a c o l ogi c al  ex p os ur e r a n g e. E a c h c o h ort will b e c o m p os e d of 8 s u bj e cts w h er e 6 s u bj e cts will 
b e r a n d o mi z e d t o r e c ei v e T A K- 0 4 1 a n d 2 s u bj e cts will b e r a n d o ml y assi g n e d t o r e c ei v e m at c h e d 
pl a c e b o. T h e st u d y  p o p ul atio n f or P art 2 will b e c o m p os e d of a t ot al of u p t o a p pr o xi m at el y  
3 2 h e al t hy s u bj e cts. P art 2 m a y c o m m e n c e o nl y aft er 2 1 d a ys o f s af et y, t oler a bili t y, a n d a v ail a bl e 
P K d at a h a v e b e e n c o ll e ct e d fr om P art 1 C o h ort 3.

T h e d os e l e v els f or P art 2 C o h orts 2 o n w ar ds will b e b as e d o n e m er gi n g s af et y/ t oler a bili t y a n d 
a v ail a bl e P K d at a fr o m P art 1 a n d fr o m pr e c e di n g c o h orts i n P art 2. D os e es c al at i on a n d 
s u bs e q u e nt d os e l e v els will b e b as e d o n a s p o ns or r e vi e w o f at l e ast 2 1 d a ys of s af ety,  t oler a bili t y, 
a n d a v ail a bl e P K d at a fr o m t he pr e vi o us d os e r e gi m e n. T h e hi g h est pl a n n e d l o a di n g d os e i n P art 
2 will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, a n d w ell t ol er at e d i n P art 1. T h e hi g h est 
pr o p os e d w e e kl y m ai nt e n a n c e d os e will h a v e a pr e di ct e d m e a n a v er a g e c o n c e ntr ati o n d uri n g a 
d osi n g i nt er v al, at st e a d y  st at e ( Ca v,ss) b elo w t h e C a v, s s o bs er v e d at t h e N O A E L d os e of 
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3 0  m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m t h e 1 3- w e e k t o xi c ol o g y st u d y.  T h e st u d y 
s c h e m ati c f or P art 2 is s h o w n i n T a bl e 6. d.

T a bl e 6. d  P a rt 2: St u d y D esi g n ( H e alt h y S u bj e cts, C o h o rts 1 t o 4)

4 0 m g o n D a y 1 a n d 2 0 
m g o n D a ys 8, 1 5, a n d 2 2

8 0 m g o n D a y 1 a n d 4 0 m g 
o n D a ys 8, 1 5, a n d 2 2

1 2 0 m g o n D a y 1 a n d 6 0 m g 
o n D a ys 8, 1 5, a n d 2 2

1 6 0 m g o n D a y 1 a n d 8 0 
m g o n D a ys 8, 1 5, a n d 2 2

C o h o rt 1
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 2
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 3
( n = 8; 6 a cti v e: 2 pl a c e b o)

C o h o rt 4
( n = 8; 6 a cti v e: 2 pl a c e b o)

O v er all, f or h e alt h y s u bj e cts ( C o h orts 1 t o 4), P art 2 of t h e st u d y will c o nsist of a S cr e e ni n g Visit 
( D a ys - 2 1 t o - 3), a pr e d os e C h e c k-i n D a y f or all s u bj e cts ( D a ys - 2) d uri n g w hi c h b as eli n e 
ass ess m e nts will b e c o n d u ct e d, a n d m ulti pl e or al d os e a d mi nistr ati o ns ( D a ys 1, 8, 1 5, a n d 2 2) 
w h e n all s u bj e cts will u n d er g o st u d y- s p e cifi c ass ess m e nts.

S u bj e cts fr o m P art 2 C o h orts 1 t o 4 will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o 
D a y 3 ( 4 8 h o urs aft er t h e first d os e) f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. 
S u bj e cts will b e r e q uir e d t o r et ur n o n D a y 5 f or a s af et y a n d P K ass ess m e nt. S u bj e cts will r et ur n o n 
D a y 7 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e s e c o n d d os e o n D a y 8. S u bj e cts will 
r e m ai n i n t h e st u d y u nit fr o m D a y 7 t o D a y 1 0 ( 4 8 h o urs aft er t h e s e c o n d d os e). S u bj e cts will r et ur n 
o n D a y 1 4 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 1 5. S u bj e cts will 
r e m ai n i n t h e st u d y u nit fr o m D a y 1 4 t o D a y 1 7 ( 4 8 h o urs aft er t h e t hir d d o s e). S u bj e cts will r et ur n 
o n D a y 2 1 t o o bt ai n s af et y l a b or at or y t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 2 2. S u bj e cts will 
r e m ai n i n t h e st u d y u nit fr o m D a y 2 1 t o D a y 2 4 ( 4 8 h o urs aft er t h e f o urt h d os e). Aft er dis c h ar g e o n 
D a y 2 4, s u bj e cts will r et ur n t o t h e cli ni c o n D a ys 2 6, 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4 f or s af et y a n d P K 
f oll o w u p visit s. F or s u bj e cts fr o m P art 2 C o h orts 1 t o 4, a fi n al visit t h at c o m pl et es t h e st u d y will 
o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K f oll o w- u p visit. T h e s c h e d ul e f or P art 2 is s h o w n 
b el o w.

B o n d- L a d er vis u al a n al o g s c al es will b e p erf or m e d o n D a y - 1; D a ys 1, 8, 1 5, a n d 2 2 at 1, 3, 8, a n d 
2 4 h o urs p ost d os e, D a y 2 4, a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.

Pr
o p

er

o
m
m e

r c
i a
l 
u s

e 
o n
l y
 a

n d
 s

u b
j e

ct 
t o
 t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e

1 a n d 8 0 a n d 8
, 1 5, a n d1 5, a T

er

o h o rt 4h o rt 4
a cti v e: 2a cti v e: 

bl
e

pli
c

of a S cr ef a S c
w hi c h b ahi c h b

D a ys 1, D a ys 

t h e st u dh e st u
d yy ass esass eyy

P K ass eP K ass
h e s e c o nh e s e c o

rs aft er ts aft e
e c ei vi n gc ei vi n

( 4 8 h o ur4 8 h o
f or e r e c er e r e c

a y 2 4 ( 4 8y 2 4 
c o n D a yc o n D

art 2 C oart 2 C
s af etf ety y a n

s c al es wc al es 
, a n da n

C CI



T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 4 2 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 6 . e P a rt 2: St u d y S c h e d ul e ( H e alt h y S u bj e cts, C o h o rts 1 t o 4)

S c r e e ni n g C h e c k -i n
D os e

A d mi nist r ati o n ( a, b, c)
Fi n al

Dis c h a r g e
F oll o w -u p
Visits ( d)

Fi n al
Visit
( e)

D a y  -2 1 t o -3 D a y  -2 D a ys 1, 8, 1 5, a n d 2 2 D a y  2 4 D a ys 2 6, 2 9, 3 6, 
4 3, 5 0, 5 7, 6 4

St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a ys 1, 8, 1 5, a n d 2 2. O n all d osi n g d a ys, s u bj e cts will b e 
all o w e d t o e at 4 h o urs p ost d os e.
( b) D osi n g o n D a ys 8, 1 5, a n d 2 2 will b e pr e di c at e d o n t h e r e vi e w of s af et y l a b or at or y r es ults fr o m s a m pl es o bt ai n e d 
t h e d a y b ef or e (i. e., o n D a ys 7, 1 4, a n d 2 1).
( c) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y -2 t o D a y 3, D a y 7 t o D a y 1 0, D a y 1 4 t o D a y 1 7, a n d 
D a y  2 1 t o D a y 2 4.
( d) T h e F oll o w-u p P K a n d s af et y ass ess m e nts will o c c ur u ntil 6 w e e ks aft er t h e l ast d os e. If a b n or m al, cli ni c all y 
si g nifi c a nt fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e -e v al u ati o n p er 
i n v esti g at or’s dis cr eti o n.
( e) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K F oll o w-u p Visit.

T h e S c h e d ul e o f Pr o c e d ur es f or P art 2 is s h o w n i n A p p e n di x B ( h e alt h y s u bj e cts, C o h orts 1-4).

6. 1. 3 P a rt 3: Si n gl e D os e: H e alt h y S u bj e cts R el ati v e Bi o a v ail a blit y a n d F o o d Eff e ct St u d y

P art 3 i s a p h as e 1 , r a n d o mi z e d, o p e n -l ab el, si n gl e -d os e, si n gl e -c e nt er, p ar all el d esi g n st u d y. T o 
e v al u at e t h e or al bi o a v ail a bilit y of  t he r e c e nt l y d e v el o p e d T A K - 0 4 1 t a bl et f or mul at i on r el ati v e t o 
t he or al s u s p e n sio n  a n d eff e ct of f o o d o n t h e P K of t h e t a bl et f or m ul ati on, h e alt h y s u bj e cts will b e 
r a n d omi z e d t o r e c ei v e o n D a y 1 a si n gl e 4 0 m g d os e of  T A K-0 4 1 ( as a si n gl e 4 0 m g t a bl et) aft er 
ei t her at l e a st 1 0- h o urs of o v er ni g ht f ast or 3 0 mi n ut es aft er st arti n g i n g esti on of a hi g h -f at, 
hi g h -c al ori e br e a kf ast. Bl o o d s a m pl es will b e c o ll e ct e d o v er 9 6 h o urs p ost -d os e t o m e as ur e 
T A K -0 4 1 pl as m a c o n c e ntr ati o ns. 

T h e c o h ort will b e r a n d o mi z e d w h er e 9 s u bj e cts will r e c ei v e T A K- 0 4 1 i n t h e f ast e d st at e a n d 9 
s u bj e cts t o r e c ei v e i n t h e f e d st at e. T h e st u d y  p o p ul ati on f or P art 3 will b e c o m p os e d of 
a p pr o xi m at el y  1 8 h e alt h y s u bj e cts r a n d o mi z e d i n a 1: 1 r ati o t o r e c ei v e T A K -0 4 1 i n t h e f ast e d st at e 
or i n t h e f e d st at e. T h e st u d y s c h e m at i c f or P art 3 is s h o w n i n T a bl e 6.f.

T a bl e 6.f P a rt 3: St u d y D esi g n ( H e alt h y S u bj e cts

R e gi m e n
N u m b e r of 
S u bj e cts D os e

F ast e d o v er ni g ht 
mi ni m u m 1 0 hr

9 T A K -0 4 1 1 x 4 0 m g 
T a bl et F or m ul ati o n

F e d hi g h -f at 
hi g h -c al ori e 
br e a kf ast ( a)

9 T A K -0 4 1 1 x 4 0 m g 
T a bl et F or m ul ati o n

( a) S u bj e cts r a n d o mi z e d t o t h e f e d ar m will b e d os e d 3 0 mi n ut es aft er st arti n g i n g esti o n of a hi g h -f at, hig h -c al ori e 
br e a kf ast.

S u bj e cts w h o s atisf y t h e S cr e e ni n g e v al u at i on a n d s el e ct i on cri t eria m a y b e e nr oll e d i n t h e st u d y . 
O n D a y  1, eli gi bl e s u bj e cts will b e r a n d o mi z e d t o r e c ei v e T A K-0 4 1 as o n e 4 0 m g i m m e di at e 
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r ele a s e t a bl et a d mi nist er e d or all y aft er eit h er a n at l e ast 1 0 -h o urs of o v er ni g ht f ast (i n cl u di n g n o 
m e di c at i ons) or 3 0 mi n ut es aft er st arti n g i n g est i on of a hi g h -f at, hig h -c al ori e br e a kf ast
( a p pr o xi m at el y 8 0 0-1 0 0 0 c al ori e s wi t h a p pr o xi m at el y 5 0 % fr om f at), a n d will b e r e q uir e d t o 
r e mai n i n t h e st u d y u nit for at l e ast a n a d dit i on al  4 8 h o urs aft er d osi n g f or s af et y a n d P K , wi t h 
a d di tio n al  vi sit s for P K a n d s af et y ass ess m e nts o n D a y 4 a n d 5 a n d a fi n al F o ll ow- u p visit o n D a y 
1 7- 2 1. T h e s c h e d ul e f or P art 3 is s h o w n i n  T a bl e 6. g.

T a bl e 6. g P a rt 3 T a bl et F o r m ul ati o n / F o o d Eff e ct St u d y S c h e d ul e ( H e alt h y S u bj e cts)

P r et r e at m e nt T r e at m e nt P e ri o d 

F oll o w u p
( a)

S c r e e ni n g C h e c k -i n D osi n g a n d
St u d y Ass ess m e nts

S af et y a n d P K 
Ass ess m e nts

D a y -2 8 t o -2 D a y -1 D a y 1 D a ys 1 -3 D a ys 4 -5 St u d y  D a y 
1 9 ( ± 2)

C o nfi n e m e nt ( b)

( a) T h e F oll o w-u p Visit will o c c ur 1 9 ( ± 2) d a ys p ost d os e.
( b) S u bj e cts will b e r el e as e d fr o m c o nfi n e m e nt aft er D a y 3 st u d y ass ess m e nts ar e c o m pl et e.

O v er al l, for h e al t h y s u bj e ct s, P art 3 of  t h e st u d y will c o nsist of a S cr e e ni n g Visit ( D a ys -2 8 t o - 2), 
a pr e d os e C h e c k -i n D ay f or all s u bj e ct s ( D a y - 1) d uri n g w hi c h b as eli n e ass ess m e nts will b e 
c o n d u ct e d, a n d a si n gl e or al d os e a d mi nistr ati o n ( D a ys 1) f oll owi n g w hi c h all  s u bj e ct s will 
u n d er g o st u d y -s p e cifi c ass ess m e nts. S u bj e cts fr o m P art 3 will b e r e q uir e d t o r e m a i n i n t h e st u d y 
u nit u nt il a mi ni m u m 4 8 h o urs aft er t h e first d os e f or s af ety,  P K, a n d st u d y ass ess m e nts b ef or e 
di s c h ar g e. S u bje cts will b e r e q ui r e d t o r et ur n t o t h e st u d y u nit f or s af et y a n d P K ass ess m e nt s, a n d 
f or a fi n al F oll ow- u p vi si t t h at c o mpl et es t h e st u d y a p pr o xi m at el y 1 8 d a ys aft er d o si n g. T h e 
s c h e d ul e f or P art 3 is s h o w n i n  A p p e n di x C.

6. 1. 4 P a rt 4 : Si n gl e D os e: S u bj e cts wit h S c hi z o p h r e ni a

P art 4 will c o nsist of a d o u bl e -bli n d, w e e kl y d osi n g, p ar all el gr o u p d esi g n. T w e nt y- f our s u bj e cts 
wi t h st a bl e s c hi z o p hr e ni a will b e e nr oll e d. T h e 2 4 s u bj e cts ar e c o nsi d er e d a d e q u at e t o e x pl or e t h e 
p h ar m a c o l ogi c all y a ct i v e e x p os ur e r a n g e i n s u bj e cts wit h st a bl e sc hi z o p hr e ni a. T h e s u bj e cts will 
b e r a n d o ml y assi g n e d t o r e c ei v e T A K -0 4 1 or pl a c e b o i n a r ati o of 2: 1. S u bj e cts will r e c ei v e a n 
i niti al l oa di n g d os e of T A K -0 4 1 o n D a y  1 f oll ow e d b y  a m ai nt e n a n c e d os e t h at will b e h alf t h e 
i niti al d os e o n D a ys 8, 1 5, a n d 2 2 or will r e c ei v e pl a c e b o o n all st u d y  d osi n g d a ys. P art 4 m a y 
c o m m e n c e o nl y  aft er at le a st 2 1 d a y s of s af et y,  t ol er a bility,  a n d a v ail a bl e P K d at a h a v e b e e n 
c oll e ct e d at t h e e q ui v al e nt d os e c o h ort i n h e alt h y s u bj e cts i n P art 2.

T h e d os e l e v els f or P art 4 wil l b e b as e d o n e m er gi n g s af et y/ t oler a bilit y a n d a v ail a bl e P K d at a of 
t he s a m e d os e i n h e alt h y s u bj e cts fr o m P art 2. D os e es c al at i on w ill b e b as e d o n a s p o ns or r e vi e w of 
at l e ast 2 1 d a ys of s af et y,  t oler a bilit y, a n d a v ail a bl e P K d at a fr o m t h e pr e c e di n g c o h or t. T h e 
hi g h est pl a n n e d l o a di n g d os e i n P art 4 will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, 
a n d w ell t ol er at e d i n P art 2. S u bj e cts i n P art 4 will b e a d mi nist er e d a si n gl e T A K -0 4 1 l o a di n g d os e 
or pl a c e b o o n D a y 1 a n d w e e kl y m ai nt e n a n c e d os es o n D a ys 8, 1 5 a n d 2 2. T h e 2 4 s u bj e cts will b e 
r a n d omi z e d wit h 1 6 a cti v e : 8 pl a c e b o. Pr
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O v er all, P art 4 of t h e st u d y will c o nsist of a S c r e e ni n g Visit ( D a ys - 3 5 t o - 3), a pr e d os e C h e c k-i n 
D a y f or all s u bj e cts ( D a ys - 2) d uri n g w hi c h s o m e b as eli n e ass ess m e nts will b e c o n d u ct e d, D a y - 1 
d uri n g w hi c h ot h er b as eli n e ass ess m e nts will b e c o n d u ct e d, a n d 2 2 d a ys of tr e at m e nt w h e n all 
s u bj e cts will b e d os e d o n D a ys 1, 8, 1 5, a n d 2 2 as w ell as u n d er g oi n g w h e n all s u bj e cts will 
u n d er g o st u d y- s p e cifi c ass ess m e nts. Aft er 4 w e e ks of d osi n g, s u bj e cts will r et ur n f or f oll o w- u p 
st u d y- s p e cifi c ass ess m e nts o n D a ys 2 6, 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4.

S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u n it fr o m D a y - 2 t o D a y 3 ( 4 8 h o urs aft er t h e first 
d os e) f or s af et y, P K, a n d all st u d y ass ess m e nts b e f or e dis c h ar g e. S u bj e cts will r et ur n o n D a y 5 f or 
a s af et y a n d P K ass ess m e nt. S u bj e cts will r et ur n o n D a y 7 t o o bt ai n s af et y l a b or at or y t ests b ef or e 
r e c ei vi n g t h e s e c o n d d os e o n D a y 8. S u bj e cts will r e mai n i n t h e st u d y u nit fr o m D a y 7 t o D a y 1 0 
( 4 8 h o urs aft er t h e s e c o n d d os e). S u bj e cts will r et ur n o n D a y 1 4 t o o bt ai n s af et y l a b or at or y t e st s 
b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 1 5. S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 1 4 t o 
D a y 1 7 ( 4 8 h o urs aft er t h e t hir d d os e). S u bj e cts will r et ur n o n D a y 2 1 t o o bt ai n s af et y l a b or at or y 
t ests b ef or e r e c ei vi n g t h e t hir d d os e o n D a y 2 2. S u bj e cts will r e m ai n i n t h e st u d y u nit fr o m D a y 2 1 
t o D a y 2 4 ( 4 8 h o urs aft er t h e f o urt h d os e). Aft er dis c h ar g e o n D a y 2 4, s u bj e cts will r et ur n t o t h e 
cli ni c o n D a ys 2 6 , 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4 f or s af et y a n d P K f oll o w u p visit s. T h e fi n al visit t h at 
c o m pl et es t h e st u d y will o c c ur 1 2 t o 1 6 d a ys aft er  t h e l ast s af et y a n d P K f oll o w- u p visit. T h e 
s c h e d ul e f or P art 4 is s h o w n b el o w.

B o n d- L a d er vis u al a n al o g s c al es will b e p erf or m e d o n D a ys - 1, 1, 8, 1 5, a n d D a y 2 2 at 1, 3, 8, a n d 
2 4 h o urs p ost d os e, D a y 2 4, a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.
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T a bl e 6 . h P a rt 4 : St u d y S c h e d ul e ( S u bj e cts wit h S c hi z o p h r e ni a)

S c r e e ni n g C h e c k -i n
D os e

A d mi nist r ati o n ( a, b)

Fi n al
Dis c h a r g e

( c)
F oll o w -u p
Visits ( d)

Fi n al
Visit
( e)

D a y  -3 5 t o -3 D a y  -2 D a ys 1, 8, 1 5, a n d 2 2 D a y  2 4 D a ys 2 6, 2 9, 3 6, 
4 3, 5 0, 5 7, 6 4

St u d y 
C o m pl eti o n

( a) S u bj e cts will f ast f or at l e ast 8 h o urs b ef or e d osi n g o n D a ys 1, 8, 1 5, a n d 2 2. O n all d osi n g d a ys, s u bj e cts will b e 
all o w e d t o e at 4 h o urs p ost d os e.
( b) D osi n g o n D a y s 8, 1 5, a n d 2 2 will b e pr e di c at e d o n t h e r e vi e w of s af et y l a b or at or y r es ults fr o m s a m pl es o bt ai n e d 
t h e d a y b ef or e (i. e., o n D a ys 7, 1 4, a n d 2 1).
( c) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y -2 t o D a y 3, D a y 7 t o D a y 1 0, D a y  1 4 t o D a y 1 7, a n d 
D a y  2 1 t o D a y 2 4.
( d) T h e F oll o w-u p P K a n d s af et y ass ess m e nts will o c c ur u ntil 6 w e e ks aft er t h e l ast d os e. If a b n or m al, cli ni c all y 
si g nifi c a nt fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al u ati o n p er 
i n v esti g at or’s dis cr eti o n.
( e) T h e Fi n al/ St u d y C o m pl eti o n Visit will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af et y a n d P K F oll o w-u p Visit.

T h e sc h e d ul e of p r o c e d ur es f or P art 4 is s h o w n i n A p p e n di x D /E .

6. 1. 5 E n d of T ri al

E n d -of -Tri al  is d efi n e d as t h e l ast ass ess m e nt of t h e l ast s u bj e ct (t h e Fi n al St u d y C o mpl eti o n 
Vi sit).

6. 1. 6 D os e Es c al ati o n

All d e cisi o ns c o n c er ni n g d os e es c al at i on will b e m a d e b y T a k e d a ( at a mi ni m u m, t h e cli ni c al 
s ci e n c e r e pr es e nt ati v e(s) a n d t h e pri n ci p al i n v esti g at or/ d esi g n e e) . F or P art 1, C o h orts 1 a n d 2, d os e 
es c al at i on a n d s u bs e q u e nt d os e l e v els will b e d et er mi n e d f o ll owi n g a f ull bli n d e d r e vi e w o f all 
a v ail a bl e s af et y,  t ole r a bility, a n d P K d at a fr o m t h e pr e vi o us d os e l e v el. F or P art 1, C o h orts 3 t o 5, 
a n d all c o h orts i n P art 2, d os e es c al at i on a n d s u bs e q u e nt d os e l e v els will b e b as e d o n a s p o ns or 
r e vi e w of at l e ast 2 1 d a ys of s af et y, t oler a bili t y, a n d a v ail a bl e P K d at a fr o m t he pr e vi o us d os e 
l e v els. I n a d diti on t o t hi s d os e es c al ati o n r e vi e w, d uri n g t h e c o n d u ct of P art 1, C o h orts 3 t o 5, a n d 
all c o h orts i n P art 2, c ert ai n s p o ns or st aff n ot dir e ctl y  in v o l v e d with t h e tr e at m e nt or e v al u ati o n 
m a y b e u n bli n d e d t o t h e tr e at m e nt or i nter v e nt i on. D os e es c al at i on fr om t he pr e vi o us d os e l e v el 
a n d will o nl y  o c c ur f ollo wi n g a gr e e m e nt b et w e e n t h e i n v est i g at or a n d T a k e d a. T h e s u bs e q u e nt 
d o s e l e v el m a y  b e hi g h er, lo w er, or r e m ai n t h e s a m e as t h e pr e c e di n g d os e l e v el.

B as e d o n e m er gi n g s af et y,  t oler a bilit y, a n d a v ail a bl e P K d at a, t h e pl a n n e d d os e l e v els m a y b e 
m o difi e d i n a c c or d a n c e wit h t h e f o ll owi n g:

F or P art 1, C o h orts 1 a n d 2:

 D os e es c al at i ons will b e li mit e d t o a n es c al at e d d os e t h at is pr e di ct e d t o gi v e n o gr e at er t h a n a 
3 -f ol d i n cr e as e i n eith er C m a x or A U C. T h e A U C of t h e hi g h est pl a n n e d d os e l e v el is pr e di ct e d 
n ot t o e x c e e d t h e m e a n, m al e -f em al e c o m bi n e d A U C 2 4 (ie, a p pr o xi m at el y  9 3, 0 7 0 n g∙ hr/ m L) 
f or P art 1 or Ca v, s s ( 3, 8 7 8 n g/ m L) at t h e N O A E L of t h e 1 3-w e e k t o xi cit y st u d y (t h e mor e 
s e nsit i v e s p e ci es) f or P art 2.
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F or P art 1, C o h orts 3 t o 5:

 T h e hi g h est pl a n n e d d os e is pr e di ct e d t o h a v e C m a x a n d A U C 2 4 v al u es b el o w t h e c orr es p o n di n g 
e x p os ur e o bs er v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m t h e 
1 3- w e e k t o xi c ol o g y st u d y.

F or P art 2, All C o h orts:

 D os e es c al ati o ns will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, a n d w ell t ol er at e d i n 
P art 1. T h e hi g h est pr o p os e d w e e kl y d os e aft er t h e l o a di n g d os e will h a v e a pr e di ct e d m e a n 
a v er a g e c o n c e ntr ati o n d uri n g a d osi n g i nt er v al , at st e a d y st at e ( Ca v,ss) t h at is b el o w t h e Ca v, s s

o bs er v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y  in t h e m al e a n d f e m al e d o gs fr o m t he 1 3 -w e e k 
t o xic o l og y  st u d y.

 T h o u g h m o d eli n g will b e us e d t o pr e v e nt es c al ati o n t o d os es t h at c o ul d e x c e e d t h es e e x p o s ur e s, 
f urt h er es c al ati on w ill st o p if t h e m e a n Cm a x or A U C fr o m a c o h ort e x c e e ds t h es e li mits. L o w er 
d os es m a y  be e x pl or e d at t h at ti m e.

 A d dit i on all y , T a k e d a a n d t h e pri n ci p al i n v esti g at or/ d esi g n e e m a y j oi ntl y d e ci d e t o n ot es c al at e 
t he d os e f or a p ar tic ul ar p eri o d/ c o h ort, b ut r at h er a d mi nist er t h e s a m e or a l o w er d os e l e v el t o 
t he n e xt c o h ort.

F or P art 3:

 T h e T A K -0 4 1 4 0 m g t a bl et f or mul at i on is d esi g n e d f or i m m e di at e dr u g r el e as e a n d h a s b e e n 
m a n uf a ct ur e d as 4 0 -m g str e n gt h f or t h e st u d y, b a s e d o n s af et y/t ol er a bilit y of  t h e s a me d o s e i n 
h e alt h y s u bj e cts fr o m P art 1 a n d 2.

F or P a rt 4:

 T h e d os e will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, a n d w ell t ol er at e d i n P art 1. 
T h e hi g h est pr o p os e d w e e kl y d os e aft er t h e l o a di n g d os e will h a v e a pr e d i cte d m e a n a v er a g e 
c o n c e ntr ati o n d uri n g a d osi n g i nt er v al, at st e a d y st at e ( Ca v,ss) t h at is b el o w t h e Ca v, s s o bs er v e d at 
t he N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m t he 1 3 -w e e k t o xi c o l og y  
st u d y.

 T h e d os e l e v el f or P art 4 will b e b as e d o n e m er gi n g s af et y/ t oler a bili t y an d a v ail a bl e P K d at a of 
t he s a m e d os e i n h e alt h y s u bj e cts fr o m P art 2.

P art 1 C o h orts 1 a n d 2, t h er e will b e a mi ni m u m w as h o ut p eri o d/i nt er v al of 7 d a ys b et w e e n e a c h 
d os e es c al at i on t o all o w f or a f ull -bli n d e d r e vi e w of all a v ail a bl e s af et y,  t oler a bilit y, a n d P K d at a. 
F or P art 1 C o h orts 3 t o 5, a n d P art 2, C o h orts 1 t o 4, t h er e will b e a mi ni m u m i nt er v al o f 2 1 d a y s 
b et w e e n e a c h d os e es c al at i on t o all o w f or a s p o ns or r e vi e w of all a v ail a bl e s af et y,  t oler a bilit y,  a n d 
a v ail a bl e P K  d at a. For e a c h d os e l e v el  a d mi ni st er e d/ c o mpl et e d, t h e pri n ci p al i n v est i g at or a n d 
T a k e d a will d et er mi n e w h et h er d osi n g s h o ul d st o p or c o nti n u e ( a n d, if c o nt i n u e, at w h at d os e, 
i n cl u di n g w h et h er t o r e p e at t he pr e vi o us d os e), a n d w h et h er a d dit i on al s e q u e nt i al d osi n g s h o ul d b e 
i m pl e m e nt e d i n f ut ur e p eri o ds/ c o h orts.Pr
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All a d v ers e e v e nts r e p ort e d d uri n g t h e Tr e at m e nt P eri o d, b ot h wit hi n a n d a cr oss c o h orts, u p t o t h e 
ti m e of dis c h ar g e, will b e e v al u at e d t o ass ess t h e n e e d f or s u bj e ct a n d/ or st u d y  t er mi n ati on i n 
a c c or d a n c e wit h t h e pr es p e cifi e d crit eri a f or dis c o nt i n u ati on/t er mi n at i on ( S e cti o n 6. 3. 1 ).

F o ll owi n g ass ess m e nt of t h e a d v ers e e v e nt d at a a n d pr e d efi n e d crit eri a f or st u d y t er mi n at i on, d os e 
es c al at i on m a y b e i nterr u pt e d/st o p p e d if t h es e crit eri a ar e m et. B as e d o n r e vi e w of st u d y d at a a s 
o utli n e d a b o v e , T a k e d a i n c o ns ult ati on wi t h t h e pri n ci p al in v est i g at or/ d esi g n e e will d e ci d e if a n d 
h o w it i s a p pr o priat e f or t h e st u d y  t o pr o c e e d.

If a gr e e m e nt r e g ar di n g a d os e es c al at i on d e cisi o n c a n n ot b e r e a c h e d b et w e e n t h e pri n ci p al 
i n v esti g at or/ d esi g n e e a n d T a k e d a, t h e st u d y will b e st o p p e d.

T h e pri n ci p al i n v e sti g at or or d e si g n e e will c o m pr e h e nsi v el y e x a mi n e t h e bli n d e d s af et y r e s ult s 
( A Es, vit al si g ns, n e ur o l ogi c al ass ess m e nts, E C G fi n di n gs, a n d r e c or ds of l a b or at or y  t e st s) 
o bt ai n e d at all st u d y  e x a mi n ati ons aft er t h e st art of st u d y  me di c ati o n a d mi ni str ati o n a n d t h e n 
d et er mi n e t h e e ntr y  of t h e n e xt p erio d/ c o h ort aft er dis c ussi o n(s) wit h t h e s p o ns or a n d m e di c al 
e x p erts, as a p pr o pri at e.

Ot h er crit eri a t o c o nsi d er dis c o nt i n u ati on of t h e d os e es c al at i on or g o t o a l o w er d os e c o h ort ar e 
d et ail e d i n S e ct i on  6. 3. 2 .

6. 2 J ustifi c ati o n f o r St u d y D esi g n, D os e, a n d E n d p oi nts

6. 2. 1 St u d y D esi g n

A pri m ar y  o bj e cti v e of t h e st u d y is t o c h ar a ct eri z e t h e s af et y a n d t ol er a bili t y of 
T A K - 0 4 1 f oll owi n g or al  si n gl e a n d m ulti pl e d os e a d mi nistr ati o ns i n h e alth y s u bj e cts a n d s u bj e cts 
wi t h st a bl e s c hi z o p hr e ni a. As r e pr o d u cti v e t o xi city st u di es h a v e n ot b e e n c o m p l et e d, f e m al e 
s u bj e cts of c hil d b e ari n g p ot e nti al will n ot b e eli gi bl e f or e nr oll m e nt a n d m al e s u bj e cts w h o ar e 
s e x u all y a cti v e wit h a f e m al e p art n er of  c hil d b e ari n g p ot e nti al will b e r e q uir e d t o us e a n a c c e pt a bl e 
f or m of c o ntr a c e ptio n.

P art 1 , 2 a n d 4 of  t his st u d y will b e d o u bl e-bli n d a n d pl a c e b o -c o ntr oll e d t o a v oi d s u bj e cti v e bi as i n
t he ass ess m e nt of t h e s af et y,  t oler a bili t y, a n d p h ar m a c olo gi c al eff e cts of T A K - 0 4 1.

A n alt er n ati n g p a n el d esi g n is pr o p os e d f or P art 1 S R D C o h orts 1 a n d 2 b e c a us e it pr o vi d es a n 
effi ci e nt a n d r o b ust ass ess m e nt of wit hi n -s u bj e ct v ari a bilit y o n t h e s af et y /tol er a bili t y a n d d os e 
pr o p orti o n ali t y.

St u d y  T A K- 0 4 1-1 0 0 1 h as e nr o ll e d a n d d os e d a t ot al of 1 6 s u bj e cts ( 1 2 a cti v e a n d 4 pl a c e b o) i n a n 
al t er n ati n g p a n el d esi g n ( 2 c o h orts) at 5, 1 0, 2 0 a n d 4 0 m g. ( C o h ort 1 r e c ei v e d 5 a n d 2 0 m g d os es 
a n d C o h ort 2 r e c ei v e d 1 0 a n d 4 0 m g d os es) wi t h a w a s h o ut p erio d of  at le a st 7 d a y s b et w e e n t h e 
2 tr e at me nt p eri o d s .

B as e d o n t h e pr eli mi n ar y r es ults fr o m t hes e first 2 c o h orts ( C o h orts 1 t o 2) a n d d u e t o t h e 
u n e x p e ct e d o bs er v ati o n o f a p pr o xi m at el y  1 1 d a y  t1/ 2 , P art 1 C o h orts 3 to 5, P art 2, a n d P art 4 will 
p arti ci p at e i n a s e q u e nt i al p a n el, d o u bl e-bli n d d esi g n t o e v al u at e t h e s af et y,  t oler a bilit y, a n d P K 
f oll owi n g si n gl e - or m ul tipl e -risi n g d os es of T A K-0 4 1 or m at c h e d pl a c e b o. I n v est i g at or a n d 
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s u bj e cts will b e k e pt bli n d e d t hr o u g h o ut t h e st u d y. F or P art 2, a w e e kl y d osi n g r e gi m e n with a 
t wic e as hi g h l o a di n g d os e o n D a y 1, f o ll ow e d b y w e e kl y d osi n g o n D a ys 8, 1 5, a n d 2 2 is pl a n n e d. 
T h e hi g h er l o a di n g d os e is i n c or p or at e d t o s h ort e n t h e ti m e n e c ess ar y t o att ai n st e a d y -st at e pl as m a 
c o n c e ntr ati o ns of T A K -0 4 1. A p o p ul at i on p h ar m a c o ki n et i c m o d el  w a s d e v elo p e d usi n g t h e 
a v ail a bl e d at a fr o m P art 1 C o h orts 1 a n d 2, a n d b as e d o n m o d eli n g a n d si m ul at i ons, a p pr o xi m at el y 
9 2 % t o 9 3 % of t h e esti m at e d st e a d y -st at e C m a x l ev els will b e att ai n e d b y  t h e l ast w e e kl y d os e o n 
D a y  2 2.

F or P art 1 C o h orts 1 a n d 2 P eri o d 2, t h e F oll o w -u p p eri o d w as e xt e n d e d d u e t o t h e u n e x p e ct e dl y 
l on g h alf -lif e of T A K - 0 4 1. F or P art 1 C o h orts 3 t hr o u g h 5, P art 2, a n d P art 4 of  t hi s st u d y, a 
6- w e e k F oll o w -u p p eri o d ( a p p r o xi m at el y 4 h alf li v es of T A K-0 4 1) f o ll owi n g t h e l ast d os e is 
pr o p os e d t o f ull y  c h ar a ct eriz e t h e si n gl e - a n d m ult i pl e -d os e P K of T A K -0 4 1. It is e x p e ct e d t h at 
t he p o p ul ati o n m e a n pl as m a c o n c e ntr ati o n at t h e e n d of t h e F oll o w -u p p eri o d will b e at or b el o w 
9 % of t h e c orr es p o n di n g C m a x v al u e f o ll ow a si n gl e d os e ( P art 1) or t h e l ast d os e o n D a y 2 2 ( P art 2 
a n d P art 4 ). All s u bj e cts a d mi nist eri n g pl a c e b o will b e f oll ow e d a n d pl as m a s a m pl es c o ll e ct e d 
i d e nti c all y t o s u bj e cts a d mi nist er e d T A K- 0 4 1.

T h e pri m ar y  o bj e ct i v e of P art 3 t he st u d y  is t o d et er mi n e t h e or al bi o a v ail a bilit y of  T A K- 0 4 1 i n 
h e alt h y s u bj e cts a d mi nist er e d as a 4 0 m g i m m e di at e r el e as e t a bl et f or mul at i on i n t h e f ast e d st at e
c o m p ar e d t o 4 0 m g or al s us p e nsi o n f or m ul at i on i n t he f ast e d st at e a n d t o esti m at e t h e eff e ct of 
f oo d o n t h e p h ar m a c o ki n et i cs of  a si n gl e d os e of 4 0 m g i m m e di at e r el e as e t a bl et f or mul at i on of 
T A K - 0 4 1 i n h e alt h y s u bj e cts. 

6. 2. 2 D os e S el e cti o n

A c o m pr e h e nsi v e s eri es of n o n cli ni c al s af et y st u di es ( G L P) h a v e b e e n c o n d u ct e d wit h T A K - 0 4 1 t o 
s up p ort e arl y h u m a n st u di es: h E R G, el e ctr o c ar di o gr a p h y  in d o g s, r e s pi r at or y a n d C N S i n r ats, 
g e n et i c t o xi city st u dies ( A m es, i n vitr o mi cr o n u cl e us, i n vi v o mi cr o n u cl e us), or i n vi v o 
p h ot ot o xi ci t y. A n eff e ct of T A K-0 4 1 w as first o bs er v e d at 1 µ M i n t h e h u m a n h E R G ass a y  
(I C5 0 > 3 µ M); h o w e v er, n o c h a n g es i n E C G p ar a m et ers w er e o bs er v e d i n t h e i n vi v o d o g C V or 
4- w e e k r e p e at -d os e t o xici t y st u d y at 1 2 5 m g/ k g. I n t h e d o g C V st u d y, a n i n cr e as e i n s yst oli c bl o o d 
pr ess ur e ( 1 0 % r el at i v e t o pr e d os e v al u es) r es ulti n g i n i n cr e as es i n m e a n art eri al a n d p uls e 
pr ess ur es wit h o ut a n y ass o ci at e d c h a n g es i n h e art r at e at 0. 5 t o 6. 2 5 h o urs p ost d os e at 1 2 5 m g/ k g. 
I n a d diti on, d ail y  r e p e at-d os e t o xi cit y st u di es o f u p 1 3 -w e e ks i n d ur at i on h a v e b e e n c o n d u ct e d i n 
r ats a n d d o gs. T h e m a xi m u m or al d os e a d mi nist er e d i n t h e 4-w e e k t o xi ci t y st u d y in r ats w as t h e 
m a xi m u m f e asi bl e d os e of 2 0 0 m g/ k g/ d a y. Or al d os es i n d o gs w er e 5, 1 5, 5 0, a n d 1 2 5 m g/ k g/ d a y 
i n t h e 4-w e e k st u d y  a n d 1 5, 3 0, a n d 6 0 m g/ k g/ d a y i n t h e 1 3-w e e k st u d y .

I n t h e r e c e ntl y c o mpl et e d 1 3 -w e e k t o xi cit y st u di es, t h er e w er e n o p at h ol o gi c al fi n di n gs i n r ats, a n d 
t he N O A E L w as t h e hi g h est d os e t est e d of 2 0 0 m g/ k g/ d a y .

T h e N O A E L i n t h e d o g t o xi cit y st u die s w a s 1 5 m g/ k g/ d a y  in m al es a n d 5 0 m g/ k g/ d a y i n f e m al es 
f or t h e 4-w e e k st u d y. T h e N O A E L w as 3 0 m g/ k g/ d a y f or b ot h m al es a n d f e m al es i n t h e 1 3 -w e e k 
d o g t o xi cit y st u d y, d u e t o m ar k e d c h ol est ati c li v er i nj ur y at 6 0 m g/ k g/ d ay,  w hi c h l e d t o e ut h a n asi a 
of  2 d o gs at d a y 8 5 d u e t o ja u n di c e a n d m ori b u n dit y.  T his fi n di n g w as m o nit or a bl e, b as e d o n 
pl as m a c h e mistr y  c h a n g es at all d os e l e v els a n d as e arl y a s D a y 1 4 i n t h e hi g h d os e gr o u p, w hi c h 
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pr e c e d e d cli ni c al si g ns. El e v at i ons i n pl as m a c h e mistr y v alu e s w er e al s o l ar g el y r e v ersi bl e 
(tr e n di n g d o w n of el e v at e d li v er f u n ct i on t ests at all d os e l e v els i n t h e r e c o v er y  gr o u p d o g s). 
Hi st o p at h olo g y  w as n ot d efi niti v el y r e v er si bl e aft er o n e mo nt h, h o w e v er gi v e n t h e r e d u cti o n i n 
pl as m a h e p at o bili ar y m ar k ers ( e g , A L P, G G T, T BI LI), r e c o v er y  of hi st o p at h olo gi c al  c h a n g es 
mi g ht h a v e o c c urr e d aft er a l o n g er r e c o v er y  p erio d.

D u e t o t his fi n di n g of c h ol est ati c li v er i nj ur y b ei n g m o nit or a bl e, p arti all y r e v ersi bl e, a n d o bs er v e d 
i n d o gs b ut n ot r ats, t h e s el e ct e d d os es ar e pr oj e ct e d t o b e r es ult i n pl as m a e x p os ur es of 
T A K - 0 4 1 b el o w t h os e ass o ci at e d wit h t h e N O A E L i n t h e d o g 1 3 -w e e k t o xi c ol o g y st u d y. F urt h er 
i nf or mat i on fr om t he n o n cli ni c al st u di es, s u m m ari z e d a b o v e, c a n b e f o u n d i n t h e c urr e nt 
I n v esti g at or’s Br o c h ur e. O v er all, t h e n o n cli ni c al P K a n d s af et y p a c k a g e s u m m ari z e d h er ei n 
pr o vi d e s u p p ort f or t h e cli ni c al e v al u at i on of T A K - 0 4 1.

T a bl e 6.i Fi n di n gs a b o v e t h e N O A E L

S p e ci es St u d y
N O A E L D os e 
( m g/ k g/ d a y)

D a y  E x p os u r e ( a)

Fi n di n gs a b o v e N O A E L
C m a x

( n g/ m L)
A U C 0- 2 4

( n g. h r/ m L)

R at 4 -w e e k 2 0 0 N o n e of t o xi c ol o gi c al 
si g nifi c a n c e.

1 3 -w e e k 2 0 0 2 2 9 8 4 3 4 4, 6 4 4 N o n e of t o xi c ol o gi c al 
si g nifi c a n c e.

D o g 4 -w e e k 1 5 ( m al e)

5 0 (f e m al e)

1 m al e a ni m al e ut h a ni z e d o n D a y 
2 4 i n m ori b u n d c o n diti o n; bl o o d 
c h e mistr y  el e v ati o ns c o nsist e nt 

wit h c h ol est asis a n d alt er e d r e n al 
f u n cti o n

1 3 -w e e k ( b) 3 0 8 5 2 8 9 3, 0 7 0 2 a ni m als e ut h a ni z e d o n D a y 8 5 
f or j a u n di c e, m ori b u n dit y; bl o o d 
c h e mistr y  el e v ati o ns c o nsist e nt 

wit h c h ol est asis a n d alt er e d r e n al 
f u n cti o n.

( a) M e a n of m al e a n d f e m al e f or e x p os ur e at t h e e n d of t h e r e p e at d osi n g p eri o d.
( b) 3 m al e a n d 3 f e m al e p er d osi n g gr o u p i n e a c h of t h e m ai n ( 1 3-w e e k) a n d r e c o v er y ( 4 -a d diti o n al -w e e k) st u di es

B as e d o n t h e a v ail a bl e d at a fr o m t he c o m pl et e d P art 1 C o h orts 1 a n d 2, a si n gl e d os e u p t o 4 0 m g 
T A K - 0 4 1 w as s af e a n d w ell t ol er at e d, a n d P K of T A K-0 4 1 a p p e ar e d t o b e li n e ar o v er t h e d os e 
r a n g e of 5 t o 4 0 m g. A t w o-f ol d d os e i n cr e m e nt t o 8 0 m g is pr o p os e d f or P art 1 C oh ort 3. 
D e p e n di n g o n t h e e m er gi n g s af et y,  t ol er a bility a n d P K d at a fr o m  t h e c o mpl et e d c o h orts, t h e d os e 
i n P art 1 m a y b e f urt h er i n cr e as e d t o 1 2 0 a n d 1 6 0 m g i n C o h orts 4 a n d 5, r es p e cti v el y. At t h e 
hi g h est pl a n n e d d os e i n C o h ort 5 ( 1 6 0 m g), t h e e x p e ct e d C m a x is 2 9 0 3 n g/ m L a n d A U C2 4

4 7, 8 2 8 h. n g/ m L, r e pr es e nt i n g a 2. 9- a n d 1. 9 -f ol d m ar gi n, r es p e cti v el y, c om p ar e d t o t h e C m a x,ss a n d 
A U C 2 4, s s v al u es at N O A E L of 3 0 m g/ k g/ d a y fr o m t h e r e c e nt l y c om p l et e d 1 3-w e e k t o xi c o l og y  
st u d y in d o gs.

F or P art 2 of t his st u d y , t h e pla n n e d st arti n g d os e i n C o h ort 1 is 4 0 m g o n D a y  1 f oll ow e d b y 
w e e kl y d os es of 2 0 m g o n D a ys 8, 1 5 a n d 2 2 ( 4 0/ 2 0). Alt h o u g h a si n gl e d os e of 4 0 m g w as s h o w n 
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t o b e s af e a n d w ell t ol er at e d, t o f urt h er e ns ur e t h e s af et y of t h e s u bj e cts f oll o wi n g m ulti pl e d os es of 
T A K- 0 4 1, P art 2 C o h ort 1 will b e i niti at e d aft er t h e d os e es c al ati o n s af et y r e vi e w of 2 1- d a ys of 
s af et y, t ol er a bilit y, a n d a v ail a bl e P K d at a fr o m P art 1 C o h ort 3 ( 8 0 m g). T h e e x p os ur e o v er t h e 1 st

w e e k of d osi n g f oll o wi n g t h e l o a di n g d os e i n P art 2 is e x p e ct e d t o b e si mil ar t o t h at fr o m P art 1 at 
t h e s a m e d os e, a n d t h e e x p os ur e o v er e a c h s u bs e q u e nt d osi n g i nt er v al is esti m at e d t o b e l o w er 
c o m p ar e d t o t h at i n t h e 1 st d o si n g i nt er v al. D u e t o t h e diff er e nt d osi n g i nt er v als i n P art 2 of t his 
st u d y ( w e e kl y) a n d t o xi c ol o g y st u di es i n d o gs ( d ail y), C a v,ss will b e us e d t o c o m p ar e t h e esti m at e d 
cli ni c al e x p os ur e a n d st e a d y- st at e e x p os ur e at N O A E L i n d o gs. At t h e pl a n n e d d os es i n C o h orts 
1 ( 4 0/ 2 0), 2 ( 8 0/ 4 0), 3 ( 1 2 0/ 6 0), a n d 4 ( 1 6 0/ 8 0) of P art 2, C a v,ss is esti m at e d t o b e 5 4 3, 1 0 6 9, 1 5 9 4, 
a n d 2 1 5 1 n g/ m L, r e pr es e nti n g a 7. 3-, 3. 6-, 2. 4-, a n d 1. 8-f ol d m ar gi n, r es p e cti v el y, c o m p ar e d t o t h e 
m e a n C a v, s s at N O A E L ( 3 0 m g/ k g/ d a y) fr o m t h e 1 3- w e e k t o xi c ol o g y st u d y i n d o gs.

T h e T A K- 0 4 1 4 0 m g t a bl et f or m ul ati o n is d esi g n e d f or i m m e di at e dr u g r el e as e a n d h as b e e n 
m a n uf a ct ur e d as 4 0- m g str e n gt h f or t h e st u d y, b as e d o n s af et y/t ol er a bilit y of t h e s a m e d os e i n 
h e alt h y s u b j e cts fr o m P art 1 a n d 2.

T h e hi g h est pl a n n e d l o a di n g d os e i n P art 4  will n ot e x c e e d t h e hi g h est d os e e v al u at e d, d e e m e d s af e, 
a n d w ell t ol er at e d i n P art 1 a n d P art 2. T h e hi g h est pr o p os e d w e e kl y m ai nt e n a n c e d os e will h a v e a 
pr e di ct e d m e a n a v er a g e c o n c e ntr ati o n d uri n g a d osi n g i nt er v al,  at st e a d y st at e ( Ca v,ss ) b el o w t h e 
C a v, s s o b s er v e d at t h e N O A E L d os e of 3 0  m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs fr o m t h e 1 3- w e e k 
t o xi c ol o g y st u d y.

O v er all, t h e pr o p os e d d os e r a n g e of T A K- 0 4 1 t o b e e x pl or e d i n t his FI H st u d y is a nti ci p at e d t o 
a c hi e v e s uffi ci e nt r a n g e of pl as m a e x p os ur es wit h a m ar gi n a b o v e a n d b e y o n d t h e pr e di ct e d 
p h ar m a c ol o gi c all y a cti v e e x p os ur es/ c o n c e ntr ati o ns est a blis h e d i n pr e cli ni c al m o d els. T h e 
pr eli mi n ar y s af et y/t ol er a bilit y a n d P K d at a, as w ell as P D i nf or m ati o n will f a cilit at e t h e d esi g n of a 
pr o of- of- c o n c e pt ( P O C) st u d y i n a p ati e nt p o p ul ati o n. O v er all, d at a fr o m t his st u d y i n c o nj u n cti o n 
wit h d at a fr o m ot h er st u di es will b e us e d t o i nf or m d os e s el e cti o n a n d r e gi m e n f or t h e P O C st u d y.

6. 2. 3  E n d p oi nt s

T h e pri m ar y e n d p oi nts f or t his st u d y ar e t h e c o m p osit e of s af et y v ari a bl es t o d et er mi n e t h e s af et y 
a n d t ol er a bilit y of or al si n gl e a n d m ulti pl e d os es  of T A K- 0 4 1 as w ell as d os e li miti n g eff e cts of 
T A K- 0 4 1. T h e s e c o n d ar y e n d p oi nts c o nsist of st a n d ar d P K v ari a bl es t o d et er mi n e dr u g e x p os ur e 
at e a c h d os e t o f a cilit at e d os e es c al ati o n. T h e e n d p oi nts f or e v al u ati o n of t h e T A K- 0 4 1 t a bl et 
f or m ul ati o n ( Cm a x a n d A U C 9 6 ) i n P art 3 ar e st a n d ar d e x p os ur e m etri cs t o ass ess t h e or al 
bi o a v ail a bilit y of T A K- 0 4 1 a n d esti m at e t h e eff e ct of f o o d o n T A K- 0 4 1 e x p os ur es.  T h e us e of 
st a n d ar d n o n c o m p art m e nt al P K p ar a m et ers ar e c o nsist e nt wit h F D A bi o a v ail a bilit y a n d f o o d 
eff e ct g ui d a n c e [ 3].

Pr
o p

er 
f 

T a
k e

d a
: 

F o
r 
n o

n-
c o

m
m e

r c
i a
l 
u s

e 
o n
l y
 a

n d
 s

u b
j e

ct 
t o
 t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e

1 t

t 1 at  at 
o w er w er 

2 of t hi2 of 
t h e esti mh e est

os es i n Cos es i n 
b e 5 4 3, 1e 5 4 3,

i v el y, c oel y, c o
d yy iiy n d o gn d o

r u g r el e ar u g r el e
er a bilir a bilit ytiii

t h e hi g h eh e hi g h
os e d w es e d w

n g i nt er vg i nt er
a y i n t h e i n t h e

0 4 1 t o b e1 t o b
s ur es wiur es w

c o n c e ntrc o n c e nt
P K d at aP K d at

n a p ata p a i e
will b e uwill b e

oi nts f or nts f or
of or al sf or al 

h e s e c o ne s e c o
s e t o f a ct o f

ti oo n (n ( CC
v ail a bilitail a b

a n d ar d na n d ar d
eff e ct geff e ct

C CI



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 5 1 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

Pr
o p

er

U s
e

C CI



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 5 2 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

6. 3  P r e m at u r e T e r mi n ati o n o r S us p e nsi o n of St u d y o r I n v esti g ati o n al Sit e

6. 3. 1  C rit e ri a f o r P r e m at u r e T e r mi n ati o n o r S us p e nsi o n of t h e St u d y

T h e st u d y will b e c o m pl et e d as pl a n n e d u nl ess o n e  or m or e of t h e f oll o wi n g crit eri a ar e s atisfi e d 
t h at r e q uir e t e m p or ar y s us p e nsi o n or e arl y t er mi n ati o n of t h e st u d y:

1.  N e w i nf or m ati o n or ot h er e v al u ati o n r e g ar di n g t h e s af et y or effi c a c y of t h e st u d y m e di c ati o n 
t h at i n di c at es a c h a n g e i n t h e k n o w n ris k/ b e n efit pr ofil e f or T A K- 0 4 1, s u c h t h at t h e ris k/ b e n efit 
pr ofil e f or T A K- 0 4 1 is n o l o n g er a c c e pt a bl e f or s u bj e cts p arti ci p ati n g i n t h e st u d y.

2. Si g nifi c a nt vi ol ati o n of G o o d Cli ni c al Pr a cti c e ( G C P) t h at c o m pr o mis es t h e a bilit y t o a c hi e v e 
t h e pri m ar y st u d y o bj e cti v es or c o m pr o mis es s u bj e ct s af et y.

3.  T w o or m or e s u bj e cts i n a n y si n gl e c o h ort or a cr oss m or e t h a n 1 c o h ort e x p eri e n c e a n y of t h e 
T a k e d a M e di c all y Si g nifi c a nt e v e nts ( as o utli n e d i n  T a bl e 1 0. a). *

4.  A b n or m al li v er f u n cti o n:

a)  T w o or m or e s u bj e cts at a n y si n gl e d os e l e v el or a cr oss d os e l e v els e x p eri e n c e al a ni n e 
a mi n otr a nsf er as e ( A L T) a n d/ or as p art at e a mi n otr a nsf er as e ( A S T) el e v ati o ns > 5 × 
u p p er li mit of n or m al ( U L N) i n t h e a bs e n c e of a c o n c o mit a nt bilir u bi n i n cr e as e. *

b)  O n e or m or e s u bj e cts at a n y si n gl e d os e l e v el or a cr oss d os e l e v els e x p eri e n c e A L T 
a n d/ or A S T el e v ati o ns > 3 × U L N i n t h e pr es e n c e of a t ot al bilir u bi n i n cr e as e > 2 × U L N 
or a n i nt er n ati o n al n or m ali z e d r ati o (I N R) > 1. 5 wit h o ut fi n di n gs of c h ol est asis or ot h er 
alt er n ati v e eti ol o g y t o e x pl ai n t h e el e v ati o ns (i e, “ H y’s L a w c as es ”).

c)  T w o or m or e s u bj e cts i n a n y si n gl e d os e l e v el or a cr oss d os e l e v els e x p eri e n c e A L T 
a n d/ or A S T el e v ati o ns > 3 × U L N wit h t h e a p p e ar a n c e of f ati g u e, n a us e a, v o miti n g, 
ri g ht u p p er q u a dr a nt p ai n or t e n d er n ess, f e v er, r as h a n d/ or e osi n o p hili a ( > 5 %). *

d)  O n e or m or e s u bj e cts at a n y si n gl e d os e l e v el or a cr oss d os e l e v els e x p eri e n c e A L P 
el e v ati o ns > 1. 5 × U L N i n c o nj u n cti o n wit h el e v at e d t ot al bilir u bi n > 1. 5 × U L N or Pr
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el e v at e d 5’ n u cl e oti d as e > 2 × U L N or el e v at e d G G T > 5 × U L N or el e v at e d A S T/ A L T 
> 3 × U L N.

e) O n e or m or e s u bj e cts at a n y  si n gl e d o s e le v el or a cr oss d os e l e v els e x p eri e n c e A L P 
el e v at i ons > 2 × U L N t h at p ersists f or l o n g er t h a n 3 d a y s.

f) O n e or m or e s u bj e cts at a n y  si n gl e d o s e le v el or a cr oss d os e l e v els e x p eri e n c e A L P 
el e v at i ons > 3 × U L N.

* Pl e as e n ot e t h at t h e st u d y m a y b e t er mi n at e d e arl y pri or t o f ull att ai n m e nt of t h es e crit eri a ( e g, if 
j ust 1 s u bj e ct e x p eri e n c es 1 of t h es e e v e nts) if w arr a nt e d b y s af ety d at a fr o m  t h e ot h er s u bj e cts 
d os e d i n t h e st u d y  to d at e.

6. 3. 2 St u d y -S p e cifi c D os e Es c al ati o n a n d St o p pi n g R ul es

1. D os e es c al ati o n b et w e e n c o h orts a n d wit hi n a c o h ort will b e d e ci d e d aft er eit h er a f ull - bli n d e d 
( P art 1, C o h orts 1 a n d 2) or a s p o ns or p arti al u n bli n d e d ( P art 1, C o h orts 3 t o 5, a n d P art 
2, C o h ort 1 o n w ar ds, w h er e c ert ai n s p o ns or st aff n ot dir e ct l y i n v ol v e d wit h t h e tr e at m e nt or 
e v al u at i on m a y b e u n bli n d e d t o t h e tr e at m e nt or i nt er v e nt i on) r e vi e w of at l e ast 2 1 d a y s of 
s af et y,  t oler a bili t y, a n d a v ail a bl e P K d at a fr o m t h e pr e vi o us d os e. T h e s el e cti on of  e a c h 
s u bs e q u e nt d os e will b e m a d e j o i ntl y a n d a gr e e d u p o n b y t h e s p o ns or a n d t h e pri n ci p al 
i n v esti g at or/ d esi g n e e a n d aft er c ar ef ul e v al u ati on of all a v ail a bl e d at a fr o m pr e vi o us d os es .

2. D os e es c al at i on will b e st o p p e d at a d os e l e v el (i e, o n e es c al at i on st e p) b el o w t h e d os e t h at is 
pr e di ct e d t o gi v e a T A K -0 4 1 A U C 2 4 or C m a x t h at e x c e e ds t h e m e a n A U C 2 4,ss or C m a x,ss 
( P art 1) or C a v,ss t h at e x c e e ds C a v,ss ( P art 2) at t he N O A E L d os e o f 3 0 m g/k g/ d a y i n t h e m al e 
a n d f e m al e d o gs fr o m t h e 1 3 w e e k t o xi c o l og y  st u d y.

3. E s c al at i on will st o p o n c e t h e m a xi m u m t ol er at e d d os e h as b e e n r e a c h e d or pr e vi o usl y d efi n e d 
t o xic o ki n et i c e x p os ur e li mits ar e m et.

4. D os e es c al at i on m a y n ot pr o c e e d if a n y o f t he f o ll owi n g o c c ur at t h e pr e vi o us d os e c o h ort, 
al t ho u g h d o si n g m a y b e r e s u m e d at a l o w er d os e i n t h e s u bs e q u e nt c o h ort:

a) Si g nifi c a nt st u d y  dr u g-r elat e d a d v ers e e v e nts of s e v er e i nt e nsit y i n ≥ 3 s u bj e cts.

b) O n e or m or e s u bj e cts e x p eri e n c e cli ni c all y si g nifi c a nt E C G a b n or m alit i es or eff e cts o n 
vit al  si g ns i n di c ati n g d os e-li miti n g i nt ol er a n c e.

c) O n e o r m o r e s u bj e cts e x p eri e n c e cli ni c all y si g nifi c a nt c h a n g es i n n e ur ol o gi c al 
ass ess m e nts i n di c at i n g d os e-li miti n g i nt ol er a n c e.

d) O n e or m or e s u bj e cts i n a c o h ort e x p eri e n c es a st u d y dr u g -r el at e d s eri o us a d v ers e e v e nt 
( S A E).

e) O n e or m or e s u bj e cts h as a b n or m al li v er f u n ct i on t ests as d es cri b e d i n S e ct i on  6. 3. 1
t hat c a n b e c o nsi d er e d r el at e d t o st u d y  dr u g.

f) S u bj e ct e x p eri e n c es a n y of t h e T a k e d a M e di c al Si g nifi c a nt E v e nts (T a bl e 1 0. a ) t h at 
c a n b e c o nsi d er e d r el at e d t o st u d y  dr u g.
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5. Wit hi n e a c h d os e l e v el, if at l e ast 1 s u bj e ct d e v el o ps a d os e -li miti n g t o xici t y ( D L T) list e d i n 
T a bl e 6.j w hi c h is c o nfir m e d b y  r e p e at t est if a p pli c a bl e, n o f urt h er d osi n g will o c c ur i n t h at 
s u bj e ct if t h e s u bj e ct h as r e c ei v e d T A K- 0 4 1.

T a bl e 6.j D efi niti o n of D L Ts

T o xi cit y D efi niti o n

L e u k o p e ni a T ot al l e u k o c yt e c o u nt < 2 5 0 0 c ells/ m m 3 ( 2. 5 x 1 09 / L)

N e utr o p e ni a A bs ol ut e n e utr o p hil c o u nt < 1 5 0 0/ m m 3 ( 1. 5 x 1 09 / L)

T hr o m b o c yt o p e ni a Pl at el et c o u nt < 1 0 0 x 1 0 9 / L

L y m p h o p e ni a L y m p h o c y t e c o u nt < 1 0 0 0 c ells/ m m3 ( 1 x 1 09 / L)

A n e mi a R e d bl o o d c ell c o u nt < 3. 5 x 1 0 1 2 / L ( m e n) or <3. 0 x 1 0 1 2 / L ( w o m e n)

L o w H e m o gl o bi n H e m o gl o bi n < 1 1 g/ d L ( m e n) or < 1 0. 5 g/ d L ( w o m e n)

S e v er e I nf e cti o n S eri o us i nf e cti o n r e q uiri n g h os pit ali z ati o n, i ntr a v e n o us a nti bi oti cs, s yst e mi c 
a ntif u n g al or a nti vir al i nt er v e nti o n

Q T c Q T c > 5 0 0 ms e c

6. Aft er r e vi e w o f t he s af et y d at a a n d dis c ussi o n/ a gr e e m e nt b et w e e n t h e i n v est i g at or a n d T a k e d a, 
t he s a m e d o s e m a y  b e gi v e n a g ai n or a lo w er d os e m a y b e gi v e n i n s u bs e q u e nt p eri o ds/ c o h ort 
t o i n cr e as e d at a wit hi n t h e d os e r a n g e.

7. T h e d os e i n cr e m e nts a n d pl a n n e d d os es m a y b e c h a n g e d as t h e st u d y  pr o gr ess es d e p e n d e nt 
u p o n e m er gi n g P K, s af et y, a n d t ol er a bilit y d at a. A n y d e cisi o n t o alt er t he pl a n n e d d os e s c h e m e 
a n d t h e d e cisi o n o n w hi c h d os es t o us e will b e m a d e j oi nt l y a n d a gr e e d u p o n b y t h e 
i n v esti g at or a n d T a k e d a aft er c ar ef ul e v al u ati o n of  all a v ail a bl e d at a.

8. S h o ul d si g nifi c a nt a d v ers e e v e nts o c c ur, a n y  d e cisi o n t o r es u m e d osi n g at t h e c urr e nt d os e 
l e v el or t o es c al at e t h e d os e will b e m a d e j oi ntl y b y t h e i n v esti g at or a n d T a k e d a aft er c ar ef ul 
e v al u at i on of all a v ail a bl e d at a a n d will b e c o m m u ni c at e d t o t h e I nst itut i on al  R e vi e w B o ar d 
(I R B).

6. 3. 3 C rit e ri a f o r P r e m at u r e T e r mi n ati o n o r S us p e nsi o n of I n v esti g ati o n al Sit es

A st u d y  sit e m a y be t er mi n at e d pr e m at ur el y  or s us p e n d e d if t h e sit e (i n cl u di n g t h e i n v esti g at or) is 
f ou n d i n si g nifi c a nt vi ol at i on of G C P, pr ot o c ol, or c o ntr a ct u al a gr e e m e nt, is u n a bl e t o e ns ur e 
a d e q u at e p erf or m a n c e of t h e st u d y , or as ot h er wis e p er mitt e d b y t h e c o ntr a ct u al a gr e e me nt.

6. 3. 4 P r o c e d u r es f o r P r e m at u r e T e r mi n ati o n o r S us p e nsi o n of t h e St u d y o r t h e 
P a rti ci p ati o n o f I n v esti g ati o n al Sit e(s)

I n t h e e v e nt t hat t he s p o ns or, a n i nstit uti o n al r e vi e w b o ar d (I R B)/ i n d e p e n d e nt et hi cs c o m mitt e e, or 
r e g ulat or y  a ut h orit y el e cts t o t er mi n at e or s us p e n d t h e st u d y or t h e p artici p at i on of a n 
i n v esti g ati on al sit e, a st u d y - s p e cifi c pr o c e d ur e f or e arl y t er mi n ati on or s us p e nsi o n will b e 
pr o vi d e d b y  t h e s p o ns or; t h e pr o c e d ur e will b e f oll o w e d b y a p pli c a bl e i n v esti g ati on al sit es d uri n g 
t he c o urs e of t er mi n at i on or st u d y  s us p e nsio n .
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7. 0 S E L E C TI O N A N D DI S C O N TI N U A TI O N/ WI T H D R A W A L O F S U B J E C T S

All e ntr y  crit eria, i n cl u di n g t est r es ults, n e e d t o b e c o nfir m e d pri or t o r a n d o mi z at i on or first d os e.

7. 1 I n cl usi o n C rit e ri a

7. 1. 1 H e alt h y s u bj e cts a n d s u bj e cts wit h s c hi z o p h r e ni a

S u bj e ct eli gi bilit y is d et er mi n e d a c c or di n g t o t h e f oll o wi n g crit eri a pri or t o e ntr y int o t he st u d y : 

1. I n t h e o pi ni o n of t he i n v est i g at or, t h e s u bj e ct is c a p a bl e of u n d erst a n di n g a n d c o m pl yi n g with 
pr ot o c ol  r e q uir e m e nts.

2. T h e s u bj e ct si g ns a n d d at es a writt e n, i nf or m e d c o ns e nt f or m a n d a n y  r e q uir e d pri v a c y 
a ut h ori z at i on pri or t o t h e i nit i ati o n of a n y st u d y pr o c e d ur es i n cl u di n g r e q u esti n g t h at a s u bj e ct 
f ast f or a n y la b or at or y  e v al u atio n s.

3. T h e s u bj e ct is willi n g t o c o m pl y  wit h st u d y r e stricti o n s (s e e S e ct i ons  7. 3 a n d  7. 4 f or a 
s u m m ar y of r estri cti o ns).

4. T h e s u bj e ct is a n a d ult m a n or w o m a n ( of n o n -c hil d b e ari n g p ot e nti al). *

5. T h e s u bj e ct is j u d g e d t o b e i n g o o d h e alt h b y t h e i n v esti g at or, b as e d o n cli ni c al e v al u ati ons 
i n cl u di n g l a b or at or y s af ety t e st s, me di c al hi st or y , p h y si c al e x a mi n ati on, 1 2- l e a d E C G, a n d 
vit al  si g n me as ur e m e nts p erf or m e d at t h e S cr e e ni n g Visit a n d pri or t o a d mi nistr ati o n of  t h e 
i niti al d os e of st u d y dr u g.

6. T h e s u bj e ct is a g e d 1 8 t o 5 5 y e ars, i n cl usi v e, at t h e ti m e of i nf or m e d c o ns e nt.

7. T h e s u bj e ct w ei g hs at l e ast 4 5 k g ( 9 9 l b) a n d h as a b o d y  mass i n d e x ( B MI) fr o m 1 8 u p t o 
3 2 k g/ m 2 f or h e alth y s u bj e cts a n d u p t o 4 0 . 5 k g/ m 2 f or s u bj e cts wit h s c hi z o p hr e ni a, i n cl usi v e at 
S cr e e ni n g.

8. A m al e s u bj e ct w h o is n o n -st erili z e d * a n d s e x u all y a cti v e wit h a f e m al e p art n er of  c hil d b e ari n g 
p ot e nti al * a gr e es t o us e a d e q u at e c o ntr a c e pti o n * fr o m si g ni n g of i nf or m e d c o ns e nt t hr o u g h o ut 
t he d ur at i on of t h e st u d y a n d f or 1 4 5 d a ys (i e, 9 0 d a ys aft er 5 h alf -li v es) h a v e el a ps e d si n c e t h e 
l ast d os e of st u d y dr u g.

* D efi nit i ons a n d a c c e pt a bl e m et h o ds of c o ntr a c e pti o n ar e d efi n e d i n 
S e cti o n 9. 1. 1 0 C o nt r a c e pti o n a n d Pr e g n a n c y A v oi d a n c e Pr o c e d ur e a n d r e p orti n g 
r es p o nsi biliti es ar e d efi n e d i n S e cti o n 9. 1. 1 1 Pr e g n a n c y.

7. 1. 2 S u bj e cts wit h s c hi z o p h r e ni a o nl y

All e ntr y  crit eria, i n cl u di n g t est r es ults, n e e d t o b e c o nfir m e d pri or t o r a n d o mi z at i on.

1. T h e s u bj e ct is o n a st a bl e d os e of a n a nti ps y c h oti c m e di c at i on f or at le a st 2 m o nt hs as 
d o c u m e nt e d b y  me di c al  hi st or y a n d ass ess e d b y sit e st aff ( ot h er t h a n t h os e e x cl u d e d i n T a bl e 
7. b ).Pr
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2. T h e s u bj e ct m e ets s c hi z o p hr e ni a crit eri a as d efi n e d b y  t h e D S M-5 b y t h e Mi ni I nt er n at i on al 
N e ur o ps y c hi atri c I nt er vi e w ( MI NI).

3. T h e s u bj e ct h as P A N S S t ot al s c or e ≤ 9 0 a n d P A N S S N e g ati v e S y m pt o m F a ct or S c or e ( N S F S; 
S u m  of P A N S S N 1, N 2, N 3, N 4, N 6, G 7, a n d G 1 6) ≥ 1 5 at s cr e e ni n g a n d b as eli n e ( D a y -1).

4. T h e s u bj e ct h as st a bl e s cr e e ni n g a n d b as eli n e ( D a y -1) P A N S S a n d N S F S t ot al s c or es ( < 2 0 % 
c h a n g e).

7. 2 E x cl usi o n C rit e ri a

7. 2. 1 H e alt h y s u bj e cts

N ot e : S u bj e cts wit h s c hi z o p h r e ni a w h o m e et a n y of t h e c rit e ri a list e d b el o w wit h t h e 
e x c e pti o n of N u m b e r 9, a n d 1 4 will als o n ot q u alif y f o r e nt r y i nt o t h e st u d y. F o r c rit e ri a t h at 
a r e als o r e p r es e nt e d i n S e cti o n  7. 2. 2 f o r s u bj e cts wit h s c hi z o p h r e ni a, t h os e c rit e ri a 
s u p e rs e d e t h e c rit e ri a i n t his s e cti o n ( S e cti o n  7. 2. 1).

A n y s u bj e ct w h o m e ets a n y  of t h e f oll owi n g cri t eri a will n ot q u alif y for e ntr y  int o t h e st u d y : 

1. T h e s u bj e ct h as r e c ei v e d a n y i n v est i g ati on al c o m p o u n d wit hi n 3 0 d a ys pri or t o t he fir st d os e of 
st u d y dr u g, or d u e t o t h e h alf-lif e of t h e i n v esti g ati o n al dr u g is li k el y t o still h a v e d et e ct a bl e 
pl a s m a l e v els o f t hat c o m p o u n d.

2. T h e s u bj e ct is a n i m m e di at e f a mil y m e m b er, st u d y sit e e m pl o y e e, or i s i n a d e p e n d e nt 
r elat i ons hi p wit h a st u d y sit e e m pl o y e e w h o is i n v o l v e d i n t h e c o n d u ct of  this st u d y ( e g, s p o us e, 
p ar e nt, c hil d, si bli n g) or m a y c o ns e nt u n d er d ur ess.

3. T h e s u bj e ct h as a k n o w n h y p ers e nsit i vity t o a n y  c o m p o n e nt of t h e f or m ul ati on of T A K - 0 4 1.

4. T h e s u bj e ct h as a p ositi v e uri n e/ bl o o d dr u g r es ult f o r dr u gs of  ab us e ( d efi n e d as a n y illi cit dr u g 
us e) at S cr e e ni n g or D a y  - 1.

5. T h e s u bj e ct h as t a k e n a n y e x cl u d e d m e di c at i on, s u p pl e m e nts, or f o o d pr o d u cts d uri n g t h e ti m e 
p eri o ds list e d i n t h e E x cl u d e d M e di c ati o ns a n d Di et ar y  Pr o d u cts (T a bl e 7. a f or h e alth y 
s u bj e cts a n d  T a bl e 7. b f or s u bj e cts wit h s c hi z o p hr e ni a i n S e cti on  7. 3 ) or is u n a bl e t o r efr ai n 
fr om or a nti ci p at es t h e us e of a n y m e di c at i on ( e x c e pt t h os e pr es cri b e d) as d es cri b e d i n (T a bl e 
7. a f or h e alt h y s u bj e cts a n d T a bl e 7. b f or s u bj e cts wit h s c hi z o p hr e ni a i n S e ct i on  7. 3 ).

6. T h e s u bj e ct is l a ct os e i nt ol er a nt ( P art 3 o nl y ).

7. If f e m al e, t h e s u bj e ct is of c hil d b e ari n g p ot e nti al ( e g, pr e m e n o p a us al, n ot st erili z e d).

8. If m al e, t h e s u bj e ct i nt e n ds t o d o n at e s p er m d uri n g t h e c o urs e of t his st u d y or f or 1 4 5 d a ys (i e, 
9 0 d a y s aft er 5 h alf-li v es) h a v e el a ps e d si n c e t h e l ast d os e of st u d y dr u g.

9. T h e s u bj e ct h as e vi d e n c e of c urr e nt a cti v e c ar di o v as c ul ar, c e ntr al n er v o us s yst e m, 
h e p at o bili ar y  dis e as e i n cl u di n g hist or y of bili ar y tr e e dis or d ers, g allst o n es, e n d os c o pi c 
r etr o gr a d e c h ol a n gi o p a n cr e at o gr a p h y ( E R C P), a n d/ or c h ole c yst e ct o m y , h e m at o p oiet i c 
di s e as e, r e n al d ysf u n c tio n, m et a b o li c or e n d o cri n e d ysf u n cti on, s eri o us all er g y , a st h m a, 
h y p o x e mi a, h y p ert e nsi o n, s ei z ur es, or all er gi c s ki n r as h. T h er e is a n y fi n di n g i n t h e s u bj e ct’s 
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m e di c al hist or y , p h ysi c al e x a mi n ati on, or s af et y l a b or at or y t e st r e s ult s (i n clu di n g el e v at e d 
A L P, el e v at e d bilir u bi n, el e v at e d G G T, or el e v at e d 5’ -n u cl e oti d as e) t h at i n t h e j u d g m e nt of t h e 
pri n ci p al i n v esti g at or r e pr es e nts a r e as o n a bl e s us pi ci o n of a dis e as e t h at w o ul d c o ntr ai n di c at e 
t a ki n g T A K-0 4 1, or t h at mi g ht i nt erf er e wit h t h e c o n d u ct of t h e st u d y. T his i n cl u d es, b ut is n ot 
li mit e d t o, p e pti c ul c er dis e as e, c h ol est asis, s ei z ur e dis or d ers, a n d c ar di a c arr h yt hmi as.

1 0. T h e s u bj e ct h as c urr e nt or r e c e nt ( wit hi n 6 m o nt hs) g astr oi nt est i n al dis e as e t h at w o ul d b e 
e x p e ct e d t o i nfl u e n c e t h e a bs or pti o n of dr u gs (i e, a hist or y of m al a bs or pti o n, es o p h a g e al r efl u x, 
p e pti c ul c er di s e as e, er osi v e es o p h a git is, fr e q u e nt [ m or e t h a n o n c e p er w e e k] o c c urr e n c e of 
h e art b ur n, or a n y  s ur gi c al int er v e nt i on).

1 1. H a d m aj or s ur g er y , or d o n at e d or l ost 1 u nit of bl oo d ( a p pr o xi m at el y 5 0 0 m L) wit hi n 4 w e e ks 
pri or t o S cr e e ni n g.

1 2. T h e s u bj e ct h as a hist or y  of c a n c er, e x c e pt b as al c ell c ar ci n o m a t h at h as b e e n i n r e missi on f or 
at l e a st 5 y e ar s pri or t o D a y  1.

1 3. T h e s u bj e ct h as a p ositi v e t est r es ult f or h e p at itis B s urf a c e a nti g e n ( H Bs A g), h e p atitis C vir us 
( H C V) a nti b o d y at S cr e e ni n g or a k n o w n hist or y  of hu m a n i m m u n o d efi ci e n c y  vir u s ( HI V) 
i nf e cti on.

1 4. T h e s u bj e ct h as us e d ni c oti n e -c o nt ai ni n g pr o d u cts (i n cl u di n g b ut n ot li mit e d t o ci g ar ett es, 
pi p e s, ci g ars, c h e wi n g t o b a c c o, ni c oti n e p at c h or ni c oti n e g u m) wit hi n 2 1 d a ys pri or t o 
C h e c k -i n o n D a y -1. C oti ni n e t est is p osit i v e at S cr e e ni n g or D a y -1. 

1 5. T h e s u bj e ct h as p o or p eri p h er al v e n o us a c c ess.

1 6. T h e s u bj e ct h a d a tr a nsf usi o n of a n y  blo o d pr o d u ct wi t hi n 3 0 d a y s prior t o D a y  1.

1 7. T h e s u bj e ct h as a S cr e e ni n g or C h e c k -i n a b n or m al ( cli ni c all y si g nifi c a nt) E C G. E ntr y of a n y 
s u bj e ct wit h a n a b n or m al ( n ot cli ni c all y si g nifi c a nt) E C G m ust b e a p pr o v e d, a n d d o c u m e nt e d 
b y si g n at ur e of t h e pri n ci p al i n v esti g at or or a m e di c all y q u alifi e d s u b -i n v esti g at or.

1 8. T h e s u bj e ct h as a s ust ai n e d r esti n g h e art r at e o utsi d e t h e r a n g e 4 0 t o 1 0 0 b e ats p er mi n ut e 
( b p m), c o nfir m e d o n r e p e at t esti n g wit hi n a m a xi m u m of 3 0 mi n ut es, at S cr e e ni n g or C h e c k -i n.

1 9. T h e s u bj e ct h as a Q T i nt er v al wit h Fri d eri ci a c orr e cti o n m et h o d ( Q T c F) > 4 5 0 ms or P R o ut si d e 
t he r a n g e 1 2 0 t o 2 2 0 ms, c o nfir m e d o n r e p e at t esti n g wit hi n a m a xi m u m of 3 0 mi n ut es, at t h e 
S cr e e ni n g Visit or C h e c k -i n.

2 0. T h e s u bj e ct h as a b n or m al S cr e e ni n g or C h e c k -i n l a b or at or y val u es ( > U L N f or t h e r es p e cti v e 
s er u m c h e mi stries) of A L T, A S T, T BI LI, A L P, G G T, 5’ n u cl e oti d as e ( S cr e e ni n g o nl y) a n d/ or 
a b n or m al  uri n e o s mol ali t y, c o nfir m e d u p o n r e p e at t esti n g.

2 1. T h e s u bj e ct h as a cli ni c all y si g nifi c a nt hist or y of h e a d i nj ur y or tr a u m a ass o ci at e d wit h l oss of 
c o ns ci o us n ess f or > 1 5 mi n ut es.

2 2. T h e s u bj e ct is c o nsi d er e d b y t h e i n v est i g at or t o b e at i m mi n e nt ris k of s ui ci d e or i nj ur y t o s elf, 
ot h ers, or pr o p ert y , or s u bje ct s w h o wi t hi n t h e p ast y e ar pri or t o S cr e e ni n g h a v e att e mpt e d Pr
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s ui cid e. S u bj e cts w h o h a v e p osit i v e a ns w ers o n it e m 4 or 5 o n t h e C-S S R S ( b as e d o n t h e p ast 
y e ar) pri or t o r a n d o mi z at i on ar e e x cl u d e d.

2 3. T h e s u bj e ct h as a hist or y o f si g nifi c a nt s ki n r e a cti ons ( h y p ers e nsit i vity) t o a d h esi v es, m et als or 
pl a sti c; t his cri t erio n a p pli es o nl y t o s u bj e cts p arti ci p at i n g i n t h e st u d y of t h e t w o w e ar a bl e 
di gi t al d e vi c es.

2 4. T h e s u bj e ct is u ns uit a bl e f or i n cl usi o n i n t h e tri al i n t h e o pi ni on of t h e i n v est i g at or or s p o ns or.

7. 2. 2 S u bj e cts wit h s c hi z o p h r e ni a o nl y

N ot e: S u bj e cts wit h s c hi z o p h r e ni a m ust n ot m e et a n y of t h e c rit e ri a list e d i n S e cti o n  7. 2. 1 f o r 
h e alt h y s u bj e cts wit h t h e e x c e pti o n of N u m b e r 9 a n d 1 4 , as w ell t h e c rit e ri a list e d b el o w. T h e 
c rit e ri a list e d b el o w s u p e rs e d e t h e c rit e ri a i n S e cti o n  7. 2. 1.

All e ntr y  crit eria, i n cl u di n g t est r es ults, n e e d t o b e c o nfir m e d pri or t o r a n d o mi z at i on.

A n y s u bj e ct wit h s c hi z o p hr e ni a w h o m e ets a n y of t h e f o ll owi n g cri t eria will n ot q u alif y  for e ntr y  
i nto t h e st u d y : 

1. T h e s u bj e ct h as a n u n d et e ct a bl e l e v el o f b as eli n e a nt i ps y c h oti c m e di c ati on at S cr e e ni n g.

2. T h e s u b j e ct h as a lif eti m e di a g n osis of s c hi z o aff e cti v e dis or d er; a lif eti m e di a g n osis of bi p ol ar 
di s or d er; or a lif eti m e di a g n osis of o bs essi v e c o m p ul si v e dis or d er b as e d o n t h e MI NI 
c o m bi n e d wit h t h e g e n er al ps y c hi atri c e v al u at i on. As a n e x c e pt i on, s u bj e cts wit h a hi st ori c al  
pri or lif et i m e di a g n osis of s c hi z o aff e cti v e dis or d er m a y b e e nr oll e d i n t h e st u d y with s p o ns or 
or d e si g n e e a p pr o v al pr o vi d e d t h at t h e pri n ci p al i n v esti g at or c a n att est t h at t h e s u bj e ct’s 
o v er all hist or y  a n d c urr e nt cli ni c al pr es e nt ati o n a n d hist or y is mo st c o n si st e nt wit h 
s c hi z o p hr e ni a, n ot s c hi z o aff e cti v e dis or d er.

3. T h e s u bj e ct h as a r e c e nt ( wit hi n t h e l ast 6 m o nt hs) di a g n osis of p a ni c dis or d er, d e pr essi v e 
e pis o d e, or ot h er c o m or bi d ps y c hi atri c c o n dit i ons r e q uiri n g cli ni c al att e nti o n b as e d o n t he 
MI NI f or D S M -5 a n d t h e g e n er al ps y c hi atri c e v al u ati o n.

4. T h e s u bj e ct h as a hist or y of dr u g a b us e ( d efi n e d as a n y illi cit dr u g u s e) or a hist or y of al c o h ol 
a b us e ( d efi n e d as 4 or m or e al c o h o li c b e v er a g es p er d a y) wit hi n 1 y e ar pri or t o t h e S cr e e ni n g 
Vi sit or i s u n willi n g t o a gr e e t o a bst ai n fr o m al c o h ol a n d dr u gs t hr o u g h o ut t h e st u d y . 

5. T h e s u bj e ct h as a di a g n osis of s u bst a n c e us e dis or d er ( wit h t h e e x c e pt i on of ni c oti n e 
d e p e n d e n c e) wit hi n t h e pr e c e di n g 6 m o nt hs b as e d o n t h e MI NI f or D S M -5 a n d t h e g e n er al 
ps y c hi atri c e v al u at i on.

6. T h e s u bj e ct h as e vi d e n c e or hist or y  of c urr e nt cli ni c all y si g nifi c a nt c ar di o v as c ul ar dis e as e, 
i n cl u di n g u n c o ntr oll e d h yp ert e n si o n  (st a n di n g or s u pi n e di ast oli c bl o o d pr ess ur e > 9 0 m m H g 
a n d/ or st a n di n g or s u pi n e s yst oli c bl o o d pr ess u r e > 1 4 5 m m H g, wit h or wit h o ut tr e at m e nt), 
s y m pt o mat i c is c h e mi c h e art dis e as e, u n c om p e ns at e d h e art f ail ur e or r e c e nt ( p ast 1 2 m o nt hs) 
a c ut e m y o c ar di al  inf ar ct i on or b y p a s s s ur g er y . C o ntr oll e d ess e nti al h y p ert e nsi o n, 
n o n- cli ni c all y  sig nifi c a nt si n us br a d y c a r di a a n d si n us t a c h yc ar di a will  not b e c o nsi d er e d 
sig nifi c a nt m e di c al ill n ess es a n d w o ul d n ot e x c l u d e a s u bj e ct fr om t he st u d y . Ot h er 
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w ell -c o ntr oll e d m e di c al ill n ess es m a y  be p er mitt e d t h at d o n ot i n cr e as e h e p at i c ris ks or ot h er 
s af et y ris ks t o t h e s u bj e ct ' s p artici p at i on i n t h e j u d g e m e nt of t h e i n v esti g at or i n c o ns ult ati on 
wi t h t h e s p o ns or or d esi g n e e.

7. T h e s u bj e ct h as e vi d e n c e of cli ni c all y  si g nifi c a nt e xtr a p yr a mi d al s y m pt o ms a s me as ur e d b y a 
Si ms o n -A n g us S c al e ( S A S) s c or e > 6.

8. T h e s u bj e ct h as e vi d e n c e of d e pr e s si o n  a s me a s ur e d b y  a C al g ar y  D e pr e s sio n  S c or e (C D S S )
s c or e > 9.

9. T h e s u bj e ct h as r e c ei v e d T A K- 0 4 1 i n a pr e vi o us cli ni c al st u d y; or h as pr e vi o usl y  or i s 
c urr e ntl y p art i ci p ati n g i n t his st u d y; h as r e c ei v e d tr e at m e nt wit h ot h er e x p eri m e nt al t h er a pi es 
wi t hi n t h e pr e c e di n g 6 0 d a ys or < 5 h alf-li v e s prior t o r a n d o mi z at i on, w hi c h e v er is l o n g er; h as 
p arti ci p at e d i n 2 or m or e cli ni c al st u di es wit hi n 1 2 m o nt hs pri or t o S cr e e ni n g; or h as 
p arti ci p at e d i n a cli ni c al st u d y f or a ps y c hi atri c c o n dit i on t h at is e x cl u sio n ar y  p er t his pr ot o c ol.

7. 3 E x cl u d e d M e di c ati o ns a n d Di et a r y P r o d u cts

Us e of t h e a g e nts i n  T a bl e 7. a ( pr e s cripti o n or n o n pr e s cri pt i on) i s pr o hi bit e d fr o m t he ti m e p oi nts 
s p e cifi e d u nt il c om p l eti on of all st u d y a ct i viti es ( e g, u ntil s u bj e ct is dis c h ar g e d fr o m t h e u nit).

T a bl e 7. a  E x cl u d e d M e di c ati o ns a n d Di et a r y P r o d u cts f o r h e alt h y s u bj e cts ( P a rts 1, 2 
a n d 3 )

2 1 d a ys p ri o r t o C h e c k -i n 7 d a ys p ri o r t o C h e c k -i n 7 2 h o u rs p ri o r t o C h e c k -i n

Pr es cri pti o n m e di c ati o ns O T C m e di c ati o ns ( a) Pr o d u cts c o nt ai ni n g c aff ei n e or x a nt hi n e

N utr a c e uti c als ( e g, St. J o h n’s w ort, gi ns e n g, 
k a v a k a v a, gi n k g o bil o b a, C hi n es e h er bs, a n d 
m el at o ni n)

Vit a mi n s u p pl e m e nts P o p p y s e e ds

I m m u ni z ati o n/ V a c ci n es ( b) F o o ds or b e v er a g es c o nt ai ni n g gr a p efr uit 
or gr a p efr uit j ui c e or st ar fr uit or st ar fr uit 
j ui c e or S e vill e-t yp e (s o ur) or a n g es a n d 
m ar m al a d e, a p pl e, or a n g e, or pi n e a p pl e 
j ui c es, v e g et a bl es fr o m t h e m ust ar d gr e e n 
f a mil y ( e g, k al e, br o c c oli, w at er cr ess, 
c oll ar d gr e e ns, k o hlr a bi, Br uss els s pr o uts, 
m ust ar d), a n d c h ar br oil e d m e ats

Ni c oti n e -c o nt ai ni n g pr o d u cts Al c o h ol -c o nt ai ni n g pr o d u cts

I nt a k e of k n o w n O T C i n hi bit ors/i n d u c ers of 
C Y Ps 3 A 4/ 5, 2 C 9, 2 C 1 9, 2 D 6, 1 A 2, 2 B 6, 
2 E 1, a n d 2 A 6 ( c)
M e di ci n es i n t h e st ati n cl ass ( d)
H or m o n al c o ntr a c e pti v es

O T C = o v er -t h e-c o u nt er.
( a) O c c asi o n al us e of a c et a mi n o p h e n/ p ar a c et a m ol ( 1 g/ d a y) or ot h er m e di c at i o n as a p pr o v e d b y T a k e d a o n a c as e- b y-c as e b asis is 
all o w e d. A c et a mi n o p h e n/ p ar a c et a m ol is pr o hi bit e d o n D a y 1 i n P art 1 a n d o n D a ys 1, 8, 1 5 a n d 2 2 i n P art 2.
( b) I n cl usi v e of, b ut n ot li mit e d t o, H 1 N 1 a n d fl u v a c ci n ati o ns.
( c) O m e pr a z ol e, l a ns o pr a z ol e, ci m eti di n e, r a niti di n e, a n d c hl or p h e nir a mi n e.
( d) at or v ast ati n, fl u v ast ati n, l o v ast ati n, pit a v ast ati n, pr a v ast ati n, r os u v ast ati n , a n d si m v ast ati n.
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T a bl e 7 . b E x cl u d e d M e di c ati o ns a n d Di et a r y P r o d u cts f o r S u b j e cts wit h S c hi z o p h r e ni a 
(P a rt 4 )

D r u g Cl ass

Dis all o w e d ( X) D u ri n g t h e St u d y
(s e cti o ns wit h o ut [ X] i n di c at e n o r est ri cti o n)

C h r o ni c Us e E pis o di c Us e C o m m e nts o r E x c e pti o ns

A n y i n v esti g ati o n al dr u g X X < 6 0 d a ys b ef or e S cr e e ni n g or 5 h alf -li v es –
w hi c h e v er is l o n g er

N ar c oti c a n al g esi cs X X

A n or e xi a nts ( e g, p h e nt er mi n e, b e n z p h et a mi n e, 
p h e n di m etr a zi n e, m et h a m p h et a mi n e, 
a m p h et a mi n e, sti m ul a nts, si b utr a mi n e, B el vi q 
(l or c as eri n), Qs y mi a ( p h e nt er mi n e/t o pir a m at e)

X X M ust b e dis c o nti n u e d f or ≥ 3 0 d a ys pri or t o 
S cr e e ni n g

A nti arr h yt h mi cs of 1 C cl ass, q ui ni di n e X X

A nti bi oti cs X

A nti c h oli n er gi cs X X M a xi m u m d os e of c hr o ni c a nti c h oli n er gi c 
tr e at m e nt is 2 m g/ d a y of b e n ztr o pi n e or 
e q ui v al e nt.

A ntit hr o m bi c a g e nts a n d a nti c o a g ul a nts 
( e x cl u di n g w arf ari n, w hi c h is e x cl u d e d)

X

A nti c o n v uls a nts X X E x c e pti o n: g a b a p e nti n a n d pr e g a b ali n ar e 
p er mitt e d if t h e y ar e pr es cri b e d at a st a bl e 
d os e f or ≥ 2 m o nt hs pri or t o S cr e e ni n g a n d 
t hr o u g h o ut st u d y tr e at m e nt. S u bj e cts t a ki n g 
ot h er a nti c o n v uls a nts s h o ul d n ot b e 
c o n si d er e d f or p arti ci p ati o n i n t h e st u d y, as 
t h eir dis c o nti n u ati o n c o ul d l e a d t o s y m pt o m 
i nst a bilit y.

A nti d e pr ess a nts ( e x cl u di n g tri c y cli c 
a nti d e pr ess a nts, M A OIs, a n d RI M As)

X Tri c y cli c a nti d e pr ess a nts, M A OIs, a n d 
RI M As ar e e x cl u d e d, a n d s u bj e cts t a ki n g 
t h e m s h o ul d n ot b e c o nsi d er e d f or 
p arti ci p ati o n i n t h e st u d y, as t h eir 
dis c o nti n u ati o n c o ul d l e a d t o s y m pt o m 
i nst a bilit y. All ot h er a nti d e pr ess a nts ar e 
all o w e d wit h c hr o ni c a d mi nistr ati o n

A nti hist a mi n es X X E x c e pt l or at a di n e, d esl or at a di n e, c etiri zi n e, 
l e v o c etiri zi n e, mi z ol asti n e, a n d 
f e x of e n a di n e.

A nti h y p ert e nsi v es Cl o ni di n e N O T all o w e d.

A nti ps ori ati c a g e nts X X T o pi c al a g e nts ar e all o w e d.

A nti ps y c h oti cs X P h e n ot hi a zi n es ( c hl or pr o m a zi n e, 
p er p h e n a zi n e, pr o c hl or p er a zi n e, 
t hi ori d a zi n e), h al o p eri d ol, a n d cl o z a pi n e ar e 
e x cl u d e d a n d m ust b e dis c o nti n u e d 6 0 d a ys 
pri or t o s cr e e ni n g; all ot h er tr e at m e nts m ust 
a d h er e t o r e q uir e m e nts o utli n e d i n t h e st u d y 
e ntr y crit eri a.

As a n e x c e pti o n, o c c asi o n al us e of a n 
a d dit i o n al d os e of t h e b a c k gr o u n d 
a nti ps y c h oti c m a y b e p er mitt e d wit h s p o ns or 
or d esi g n e e a p pr o v al.
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D r u g Cl ass

Dis all o w e d ( X) D u ri n g t h e St u d y
(s e cti o ns wit h o ut [ X] i n di c at e n o r est ri cti o n)

C h r o ni c Us e E pis o di c Us e C o m m e nts o r E x c e pti o ns

H er b al r e m e di es, w hi c h ar e ps y c h o a cti v e ( e g, St 
J o h ns W ort, k a v a k a v a, v al eri a n, gi n k g o bil o b a, 
m el at o ni n)

X X M ust b e dis c o nti n u e d ≥ 7 d a ys pri or t o 
S cr e e ni n g.

S e d ati v e h y p n oti cs B ar bit u at es ar e e x cl u d e d. C hr o ni c tr e at m e nt 
wit h B Zs is all o w e d u p t o 3 m g/ d a y 
l or a z e p a m or e q ui v al e nt ( B Z e q ui v al e n c e 
st a n d ar ds will b e pr o vi d e d i n a sit e r ef er e n c e 
d o c u m e nt).

I ns uli n X X

M o o d st a bili z ers X X

M e di c ati o ns t h at m a y i nt erf er e wit h c o g niti v e 
f u n cti o n

X X S u c h as c ol d m e di ci n es c o nt ai ni n g 
a nti hist a mi n e or d e xtr o m or p h a n as a c o u g h 
s u p pr ess a nt ar e r estri ct e d 

T o b a c c o a n d Ni c oti n e c o nt ai ni n g pr o d u cts N ot r estri ct e d, e x c e pt f or 2 h o urs pri or t o a n d 
d uri n g b as eli n e ass ess m e nts a n d d uri n g P D 
t esti n g ( u nl ess t h e s u bj e ct e x hi bits ni c oti n e 
wit h dr a w al s y m pt o ms t h at p os e a ris k t o t h e 
st u d y P D ass ess m e nts i n t h e j u d g m e nt of t h e 
i n v esti g at or.

Ps y c h otr o pi c a g e nts k n o w n t o aff e ct c o g niti o n X X S u c h as l o n g -a cti n g sl e e p ai ds,
a m p h et a mi n es , b ar bit ur at es, lit hi u m, 
m et h y l p h e ni d at e, a nti c h oli n er gi cs, 
a nti d e pr ess a nts

St er oi ds S y st e mi c or al or 
i nj e ct a bl e

X X As a n e x c e pti o n, tr e at m e nt wit h l o c al st er oi d 
i nj e cti o ns f or ort h o p e di c c o n diti o ns m a y b e 
p er mitt e d wit h s p o ns or or d esi g n e e a p pr o v al.

T o pi c al

I n h al a nt

Sti m ul a nts X X M ust b e dis c o nti n u e d f or ≥ 3 0 d a ys pri or t o 
S cr e e ni n g. D o es n ot i n cl u d e s u bst a n c es 
c o nt ai ni n g c aff ei n e or ni c oti n e.

U G T e n z y m e i n hi bit ors ( pr o b e n e ci d a n d v al pr oi c 
a ci d)

N ot wit hi n 1 4 d a ys of d osi n g.

B Z = b e n z o di a z e pi n e, M A OI = m o n o a mi n e o xi d as e i n hi bit or, RI M A =r e v ersi bl e i n hi bit or of m o n o a mi n e o xi d as e t y p e A, 
U G T = uri di n e 5' -di p h os p h at e -gl u c ur o n os yltr a nsf er as e.

S u bj e cts fr o m P arts 1, 2, a n d 3 m ust b e i nstr u ct e d n ot t o t a k e a n y  me di c ati o ns i n cl u di n g 
o v er -t he- c o u nt er pr o d u cts, wit h o ut first c o ns ult i n g wi t h t h e i n v esti g at or.

7. 4 Di et, Fl ui d, a n d A cti vit y C o nt r ol

S u bj e cts will b e c o nfi n e d t o t h e u nit f or t h e d ur ati o n of e a c h tr e at m e nt p eri o d i n P arts 1, 2, 3 a n d 
P art 4 as d es cri b e d i n  A p p e n di x A , A p p e n di x B , A p p e n di x C , a n d A p p e n di x D /E r es p e cti v el y. 
S u bj e cts fr o m P art 1 will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit d uri n g e a c h tr e at m e nt p eri o d fr o m 
C h e c k -i n, D a y 1 f or si n gl e d os e a d mi nistr ati o n, a n d wit h C o h orts 1-5 at l e ast 9 6 h o urs p ost d os e f or 
a t ot al c o nfi n e m e nt p eri o d f or e a c h tr e at m e nt  p eri o d of 5 d a ys. S u bj e cts fr o m P art 2 C o h orts 1 t o 4, 
a n d P art 1 C o h orts 1 a n d 2, will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y -2 t o D a y 3, D a ys 
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7 t o 1 0, D a y 1 4 t o D a y 1 7, a n d D a y 2 1 t o D a y 2 4 ( 4 8 h o urs aft er e a c h d os e i n P art 2) f or s af et y, P K, 
a n d all st u d y ass ess m e nts b ef or e dis c h ar g e. I n a d diti o n, s u bj e cts will r et ur n t o t he cli ni c o n D a ys 5, 
2 6, 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4 f or s af et y a n d P K f o ll o w u p visits. S u bj e cts wit h s c hi z o p hr e ni a ( P art 
4 ) will als o u n d er g o p art-s p e cifi c ass ess m e nts o n D a ys 2 9 a n d 4 3. A Fi n al Visit t h at c o m pl et es t h e 
st u d y will o c c ur 1 2 t o 1 6 d a ys aft er t h e l ast s af ety a n d P K F o ll ow- u p Visit. O n t h e d a ys of d osi n g, 
s u bj e cts will b e a d mi nist er e d T A K -0 4 1/ m at c h e d pl a c e b o at a p pr o xi m at el y 0 8 0 0 h o urs f o ll owi n g a 
f ast of at l east 8 h o urs a n d will c o nti n u e t o f ast f or a n a d dit i on al 4 h o urs p ost d os e. 

S u bj e cts fr o m st u d y  P arts 1, 2 a n d 4 m a y c o ns u m e w at er a d li bit u m with t h e e x c e pti o n o f 1 h o ur 
b ef or e a n d 1 h o ur aft er dr u g a d mi nistr ati o n. T h e m e al st art a n d st o p ti m es a n d t h e a m o u nt 
c o ns u m e d will 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 a n d a p pr o pri at e el e ctr o ni c c as e r e p ort f or m 
( e C R F) p a g e f or all m e als s er v e d o n t h e d osi n g d a ys. D uri n g c o nfi n e m e nt o n n o n d osi n g d a ys, 
s u bj e cts will b e gi v e n 3 m e als a n d a n e v e ni n g s n a c k e a c h c o nt ai ni n g a p pr o xi m at el y  3 0 % fat 
(r el ati v e t o t h e t ot al c al ori es). Br e a kf ast will n ot b e s er v e d o n d osi n g d a ys.

S u bj e cts fr o m all st u d y p arts s h o uld r e m ai n u pri g ht (s e at e d, st a n di n g, or a m b ul at or y ) for 4 h o urs 
f oll owi n g d os e a d mi nistr ati o n, e x c e pt as n e c essit at e d b y t h e o c c urr e n c e of a n A E / or st u d y  
pr o c e d ur e ( e g, o bt ai ni n g 1 2 -l e a d E C G). S u bj e cts s h o ul d r efr ai n fr om str e n u o us e x er cis e fr o m 
7 2 h o urs b ef or e C h e c k -i n a n d t hr o u g h o ut t h e e ntir e c o urs e of t h e st u d y.

7. 4. 1 P a rt 3 Di et a n d Fl ui d C o nt r ol

S u bj e cts i n P art 3 will b e r e q ui r e d t o r e mai n i n t h e st u d y  u nit for a c o nfi n e m e nt p eri o d of 3 d a y s. 
T h e s u bj e cts will b e r a n d o mi z e d f or T A K - 0 4 1 i m m e di at e r el e as e t a bl et a d mi nistr ati o n at 
a p pr o xi m at el y  0 8 0 0 h o ur s eit her f ol l owi n g a n o v er ni g ht f ast ( n o f o o d, n o dri n k ot h er t h a n w at e r,
n o m e di c at i ons) of  at le a st 1 0 h o ur s or 3 0 mi n ut es aft er st arti n g i n g est i on of a hi g h -f at, 
hi g h -c al ori e br e a kf ast as d es cri b e d i n 2 0 0 2 F D A F o o d-Eff e ct G ui d a n c e (t h e m e al c o m p osit i on 
s h o uld d eri v e of a p pr o xi m at el y  1 5 0, 2 5 0, a n d 5 0 0 t o 6 0 0 c al ori es fr om pr ot ei n, c ar b o h y dr at e, a n d 
f at, r es p e cti v el y, i n t ot al of a p pr o xi m at el y 8 0 0 t o 1 0 0 0 c al ori es). 

P er F D A g ui d a n c e, s u bj e cts will b e s er v e d t h e st a n d ar d F D A br e a kf ast t o b e i n g est e d a n d 
c o m p l et ely c o ns u m e d o v er 3 0 mi n ut es. T A K -0 4 1 4 0 m g t a bl et s h o uld b e a d mi nist er e d 
i m m e di at el y aft er br e a kf ast wit h a glass of w at er.

S u bst ituti o ns t o t h e c o nt e nts of t his hi g h -f at, hig h -c al ori e m e al  c a n b e m a d e as lo n g a s t h e s a m e 
m e al is s er v e d t o all s u bj e c t s a n d a n utritio nist at t h e sit e e ns ur es t h at t h e t est m e al pr o vi d e s a 
si mil ar a m o u nt of c al ori es fr o m pr ot ei n, c ar b o h y dr at es a n d f at a n d h as c o m p ar a bl e m e al v o l um e 
a n d vis c osit y.  T h e cli ni c al sit e will d o c u m e nt t he a m o u nt of  pr ot ei n c ar b o h y dr at es a n d f at a n d t ot al 
c al ori e c o nt e nt of t h e t est m e al f or t h e st u d y  fil e a n d pr o vi d e a c o p y t o t h e s p o ns or. T h e d at e a n d 
ti m e of t h e m e al will als o b e r e c or d e d o n t h e e C R F.

F ast i n g s u bj e cts will als o b e a d mi nist er e d t h e 4 0 m g t a bl et wit h a gl ass of w at er. B ot h fa sti n g a n d 
f e d s u bj e cts will h a v e n o f o o d, n o dri n ks ( e x c e pt w at er) a n d n o m e di c ati o ns f or 4 h o urs aft er d os e 
a d mi nistr ati o n. 
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7. 5 C rit e ri a f o r Dis c o nti n u ati o n o r Wit h d r a w al of a S u bj e ct

T h e pri m ar y  r e a s o n f or dis c o nt i n u ati on or wi t hdr a w al  of t h e s u bj e ct fr o m t h e st u d y or st u d y 
m e di c at i on s h o ul d b e r e c or d e d i n t h e e C R F usi n g t h e f o ll owi n g c at e g ori es. F or s cr e e n f ail ur e 
s u bj e cts, r ef er t o S e cti o n  9. 1. 2 1 .

1. Pr et r e at m e nt e v e nt ( P T E) or A E. T h e s u bj e ct h as e x p eri e n c e d a P T E or A E t h at r e q uir es e arl y 
t er mi n ati o n b e c a us e c o nti n u e d p arti ci p ati on i m p os es a n u n a c c e pt a bl e ris k t o t h e s u bj e ct’s 
h e alt h or t h e s u bj e ct is u n willi n g t o c o nti n u e b e c a us e of t h e P T E or A E.

 Li v er F u n ct i on T est ( L F T) A b n or m alit i es

St u d y  me di c ati o n s h o ul d b e dis c o nt i n u e d i m m e di at el y wit h a p pr o pri at e cli ni c al f oll ow- u p 
(in cl u di n g r e p e at l a b or at or y  t ests, u ntil a s u bj e ct’s l a b or at or y pr ofil e h as r et ur n e d t o 
n or m al / b as eli n e st at us, s e e S e cti o n 9. 1. 9 ), if a n y of t h e f oll owi n g cir c u mst a n c es o c c ur at 
a n y ti m e d uri n g st u d y  me di c at i on tr e at m e nt:

– A L T or A S T > 8 × U L N.

– A L T or A S T > 5 × U L N a n d p er sists f or m or e t h a n 2 w e e ks.

– A L T or A S T > 3 × U L N i n c o nj u n ct i on wi t h el e v at e d t ot al bilir u bi n > 2 × U L N or I N R 
> 1. 5.

– A L T or A S T > 3 × U L N wit h a p p e ar a n c e of f at i g u e, n a us e a, v omit i n g, ri g ht u p p er 
q u a dr a nt p ai n or t e n d er n ess, f e v er, r as h a n d/ or e osi n o p hili a ( > 5 %).

– A L P el e v ati o ns > 1. 5 × U L N i n c o nj u n ct i on w ith e l e v at e d t ot al bilir u bi n > 1. 5 × U L N or 
el e v at e d 5’ n u cl e oti d as e > 2 × U L N or el e v at e d G G T > 5 x U L N or el e v at e d A S T/ A L T 
> 3 × U L N or el e v at e d A L P > 2 × U L N, p ersist i n g f or l o n g er t h a n 3 d a ys.

– A L P > 3 × U L N.

2. Si g nifi c a nt pr ot o c ol d e vi at i on. T h e dis c o v er y p ostr a n d o mi z at i on t h at t h e s u bj e ct f ail e d t o m e et  
pr ot o c ol  e ntr y crit eria or di d n ot a d h er e t o pr ot o c ol r e q uir e m e nts, a n d c o nti n u e d p arti ci p ati o n 
p os es a n u n a c c e pt a bl e ris k t o t h e s u bj e ct’s h e alt h.

3. L ost t o f oll o w -u p. T h e s u bj e ct di d n ot r et ur n t o t h e u nit a n d att e m pts t o c o nt a ct t h e s u bj e ct 
w er e u ns u c c essf ul. Att e m pts t o c o nt a ct t h e s u bj e ct m ust b e d o c u m e nt e d.

4. V ol u nt ar y  wit hdr a w al. T h e s u bj e ct wis h es t o wit h dr a w fr o m t h e st u d y . T h e r e as o n f or 
wi t hdr a w al , if pr o vid e d, s h o ul d b e r e c or d e d i n t h e e C R F.

N ot e: All att e m pts s h o ul d b e m a d e t o d et er mi n e t h e u n d erl yi n g r e as o n f or t h e wit h dr a w al a n d, 
w h er e p ossi bl e, t h e pri m ar y  u n d erl yi n g r e as o n s h o ul d b e r e c or d e d (i e, wit h dr a w al d u e t o a n 
A E).

5. St u d y  t er mi n ati on. T h e s p o ns or, I R B, i n d e p e n d e nt et hi cs c o m mitt e e, or r e g ul at or y a g e n c y 
t er mi n at es t h e st u d y.

6. Ot h er.

N ot e: T h e s p e cifi c r e as o ns s h o ul d b e r e c or d e d i n t h e “s p e cif y ” fi el d of t h e e C R F.
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N ot e: S ki n r e a ct i ons ( c ut a n e o us h y p ers e nsit i vity) t o o n e of t h e w e ar a bl e di git al d e vi c es will 
l e a d t o r e m o v al of th at d e vi c e f or t h e r e m ai n d er of t h e st u d y, a n d d e p e n d e nt o n PI ass ess m e nt, 
t he s u bj e ct w o ul d n ot b e r e q uir e d t o dis c o nt i n u e t h e st u d y.

7. 6 P r o c e d u r es f o r Dis c o nti n u ati o n o r Wit h d r a w al of a S u bj e ct

T h e i n v est i g at or m a y dis c o nti n u e a s ubj e ct’s st u d y p arti ci p at i on at  a n y ti m e d uri n g t h e st u d y w h e n 
t he s u bj e ct m e ets t h e st u d y t er mi n ati o n crit eri a d es cri b e d i n S e cti o n  7. 5 . I n a d diti on, a s u bj e ct m a y 
di s c o nti n u e his or h er p arti ci p at i on wi t ho ut gi vi n g a r e as o n at a n y  ti m e d uri n g t h e st u d y. S h o uld a 
s u bj e ct’s p arti ci p at i on b e di s c o nti n u e d, t h e pri m ar y crit erio n f or t er mi n at i on m ust b e r e c or d e d b y  
t he i n v est i g at or. I n a d diti on, eff orts s h o ul d b e m a d e t o p erf or m  all pr o c e d ur es s c h e d ul e d f or t h e 
E arl y T er mi n at i on Visit. S u bj e cts w h o dr o p o ut f or n o ns af et y r e as o ns m a y b e r e pla c e d o n a 
c as e - b y-c as e b asis at t h e dis cr et i on of t h e s p o ns or i n c o ns ult at i on wi t h t h e i n v esti g at or. S u bj e cts 
w h o dr o p o ut f or s af et y r e as o ns will n ot b e r e pl a c e d.
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8. 0 C LI NI C A L T RI A L M A T E RI A L M A N A G E M E N T

T his s e ct i on c o nt ai ns i nf or m at i on r e g ar di n g all m e di c at i on a n d m at eri al s pr o vi d e d di r e ctl y b y t h e 
s p o ns or, a n d/ or s o ur c e d b y ot h er me a ns, t h at ar e r e q ui r e d b y t h e st u d y pr ot o col , i n cl u di n g 
i m p ort a nt s e cti o ns d es cri bi n g t h e m a n a g e m e nt of cli ni c al tri al m at eri al.

8. 1 St u d y M e di c ati o n a n d M at e ri als

8. 1. 1 D os a g e F o r m, M a n uf a ct u ri n g, P a c k a gi n g, a n d L a b eli n g

T h e T A K -0 4 1 or al cr yst alli n e s us p e nsi o n will b e us e d i n t his st u d y P arts 1, 2 a n d 4 . T h e T A K -0 4 1 
cr y st alli n e dr u g s u bst a n c e ( mill e d) will b e l a b el e d i n a n o p e n -l ab el f as hi o n a n d c o m p o u n d e d i nt o 
or al  s us p e nsio n s t h at will b e l a b el e d i n a bli n d e d f as hi o n f or t hir d p art y dis p e nsi n g. A n u n bli n d e d 
p h ar m a cist will m a n a g e a n d pr e p ar e d os es as n e e d e d t hr o u g h o ut t h e st u d y . T h e or al s us p e nsio n s 
will c o nt ai n 5 t o 1 6 0 m g of T A K -0 4 1 p er d os e. C o m p o u n di n g i nstr u cti o ns will b e pr o vi d e d t o t h e 
cli ni c al sit e usi n g t h e c o m p o u n di n g w or ks h e et or a si mil ar d o c u m e nt.

T h e or al  s us p e nsio n  c o nt ai ni n g cr yst alli n e T AK- 0 4 1 ( mill e d) will b e pr e p ar e d at t h e sit e b y  
w ei g hi n g a n a p pr o pri at e a m o u nt of  cr yst alli n e T A K-0 4 1 ( mill e d) i nt o a d osi n g b ottl e a n d mi xi n g 
wi t h 7 0 mL of 0. 5 % T w e e n 8 0 i n 0. 5 % m et h yl c ell ul os e v e hi cl e ( T w e e n/ M C v e hi cl e). T h e 
c o m p o si tio n of  t h e T w e e n/ M C v ehi cl e is i n  T a bl e 8. a . T h e c o m p ositi on of cr yst alli n e 
T A K - 0 4 1 or al  s us p e nsio n  is list e d i n T a bl e 8. b.

T a bl e 8. a C o m p ositi o n of 0. 5 % T w e e n 8 0 i n 0. 5 % ( w/ v) M et h yl c ell ul os e V e hi cl e

C o m p o n e nt C o m p ositi o n p e r 1 0 0 m L of W at e r

M et h y l c ell ul os e, U S P 5 0 0 m g

T w e e n 8 0, N F 5 0 0 m g

St eril e w at er f or irri g ati o n, U S P 1 0 0 m L 

T a bl e 8 . b C o m p ositi o n of C r yst alli n e T A K -0 4 1 O r al S us p e nsi o n

C o m p o n e nt Q u a ntit y p e r D os e 

Cr y st alli n e T A K -0 4 1 ( mill e d) ( a) m g

T w e e n/ M C v e hi cl e 7 0 m L 

( a) A m o u nt s h all b e i n t h e r a n g e of 5 m g t o 1 6 0 m g, w hi c h c orr es p o n ds t o a d os e of 5 t o 1 6 0 m g T A K-0 4 1, a n d a 
c o n c e ntr ati o n r a n g e of 0. 0 7 t o 2. 2 9 m g/ m L T A K -0 4 1.

A pl a c e b o s us p e nsi o n will b e pr e p ar e d b y w ei g hi n g a n a p pr o pri at e a m o u nt of H P M C A S -M i nt o a 
d osi n g b ottl e. A d d 7 0 m L of 0. 5 % m et h yl c ell ul o s e ( M C) v e hi cl e ( M C v e hi cl e) a n d mi x w ell. T h e 
c o m p o si tio n of  t h e pla c e b o s us p e nsi o n is i n T a bl e 8. c.
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T a bl e 8. c  C o m p ositi o n of  Pl a c e b o t o  T A K- 0 4 1 O r al S us p e nsi o n

C o m p o n e nt Q u a ntit y p e r D osi n g B ottl e 

H y dr o x y pr o p yl m et h yl c ell ul os e a c et at e s u c ci n at e- m e di u m 
gr a d e ( H P M C A S- M), N F

( a) m g

0. 5 % M C v e hi cl e ( M C v e hi cl e) 7 0 m L

( a) A m o u nt d et er mi n e d b y t h e a cti v e d os e us e d i n t h e c o h ort a n d p eri o d. T h e a m o u nt s h all b e t h e s a m e as t h at i n t h e 
a cti v e d os e i n t h e s a m e c o h ort a n d p eri o d, i n a r a n g e of 5 t o 1 6 0 m g.

T h e T A K- 0 4 1 4 0 m g t a bl et will b e us e d i n t his st u d y f or P art 3. T h e t a bl et f or m ul ati o n is d esi g n e d 
f or i m m e di at e dr u g r el e as e 

T h e t a bl ets ar e r o u n d a n d fil m c o at e d. 

8. 1. 1. 1 S p o ns or- S u p pli e d Dr u g

F or P arts 1, 2, a n d 4, t h e T A K- 0 4 1 cr yst alli n e dr u g s u bst a n c e ( mill e d) will b e s u p pli e d i n a p o w d er 
f or m, i n a p pr o pri at e p a c k a gi n g, a n d e a c h c o nt ai n er will b e ar a si n gl e p a n el l a b el t h at i n cl u d es all 
p erti n e nt st u d y i nf or m ati o n.

T h e  T A K- 0 4 1 4 0 m g i m m e di at e r el e as e t a bl et will b e us e d i n t his st u d y f or h e alth y s u bj e cts i n P art 
3. T h e t a bl ets ar e p a c k a g e d i n a m b er gl ass b ottl es. E a c h b ottl e will c o nt ai n a l a b el t h at i n cl u d es 
p erti n e nt st u d y i nf or m ati o n a n d c a uti o n st at e m e nts.

8. 1. 2 St o r a g e

I n v esti g ati o n al dr u g  m ust b e k e pt i n a n a p pr o priat e, li mit e d- a c c ess, s e c ur e pl a c e u ntil it is us e d or 
r et ur n e d t o t h e s p o ns or or d esi g n e e f or d estr u cti o n. I n v esti g ati o n al dr u g  m u st b e st or e d u n d er t h e 
c o n diti o ns s p e cifi e d o n t h e l a b el, a n d r e m ai n i n t h e ori gi n al c o nt ai n er u ntil dis p e ns e d.

T A K- 0 4 1 cr yst alli n e dr u g s u bst a n c e ( mill e d) a n d 4 0 m g t a bl ets ar e st or e d at c o ntr oll e d r o o m 
t e m p er at ur e ( 2 0 °- 2 5 ° C wit h e x c ursi o ns all o w e d fr o m 1 5 °- 3 0 ° C).

8. 1. 3  D os e a n d R e gi m e n

T h e pl a n n e d i niti al d o s e of T A K- 0 4 1 f or P art  1 S R D C o h ort 1 P eri o d 1 is 5 m g. D os es f or 
s u bs e q u e nt p eri o ds/ c o h orts will b e d et er mi n e d b as e d o n t h e a v ail a bl e s af et y, t ol er a bilit y, a n d P K 
d at a fr o m t h e pr e c e di n g p eri o d/ c o h ort. T h e d os es will b e a d mi nist er e d t o t h e s u bj e cts b y t h e 
i n v esti g at or or t h e i n v esti g at or’s d esi g n e e. S u bj e cts will r e c ei v e t h e d os es b y dri n ki n g t h e e ntir e 
s us p e nsi o n fr o m t h e d osi n g b ottl e. T h e d osi n g b ottl e will t h e n b e ri ns e d wit h 3 5 m L of w at er a n d 
t h e ri ns e will b e a d mi nist er e d i n t h e s a m e m a n n er as t h e s us p e nsi o n. T h e ri ns e a n d a d mi nistr ati o n 
will b e r e p e at e d o n e m or e ti m e.

Eli gi bl e s u bj e cts i n P art 3  will b e r a n d o mi z e d t o r e c ei v e a si n gl e d os e of T A K- 0 4 1 as o n e 4 0 m g 
t a bl et a d mi nist er e d or all y aft er eit h er a n o v er ni g ht f ast of at l e ast 1 0 h o urs or 3 0 mi n ut es aft er 
st arti n g i n g esti o n of a hi g h-f at a n d hi g h- c al ori e br e a kf ast as r e c o m m e n d e d i n t h e 2 0 0 2 F D A 
F o o d- Eff e ct G ui d a n c e [ 3] (t h e m e al s h o ul d d eri v e of a p pr o xi m at el y 1 5 0, 2 5 0 a n d 5 0 0 t o 6 0 0 
c al ori es fr o m pr ot ei n, c ar b o h y dr at e a n d f at, r es p e cti v el y, i n t ot al of a p pr o xi m at el y 1 0 0 0 c al ori es). Pr
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T h e t a bl et m ust b e a d mi nist er e d wit h a gl ass of w at er ( a p pr o xi m at el y  2 4 0 m L). It s h o uld b e 
s w allo w e d a s a w h ol e a n d n ot b e m a ni p ul at e d i n a n y  w a y.

8. 1. 4 O v e r d os e

A n o v er d os e is d efi n e d as a k n o w n d eli b er at e or a c ci d e nt al a d mi nistr ati o n of i n v est i g ati on al dr u g, 
t o or b y a st u d y s u bj e ct, at a d os e a b o v e t h at w hi c h is assi g n e d t o t h at i n di vi d u al s u bj e ct a c c or di n g 
t o t h e st u d y pr ot o c ol.

All c as es of o v er d os e ( wit h or wit h o ut ass o ci at e d A Es) will b e d o c u m e nt e d o n a n O v er d os e p a g e 
of  t h e e C R F, i n or d er t o c a pt ur e t his i m p ort a nt s af et y inf or m ati o n c o nsist e nt l y i n t h e d at a b as e. 
C as es of o v er d os e wit h o ut m a nif est e d si g ns or s y m pt o ms ar e n ot c o nsi d er e d A Es. A Es ass o ci at e d 
wi t h a n o v er d os e will b e d o c u m e nt e d o n A E C R F(s) a c c or di n g t o S e cti o n  1 0. 0 , Pr etr e at m e nt 
E v e nts a n d A d v ers e E v e nts.

S A Es ass o ci at e d wit h o v er d os e s h o ul d b e r e p ort e d a c c or di n g t o t h e pr o c e d ur e o utli n e d i n 
S e cti o n 1 0. 2. 2 , C oll e cti on a n d R e p orti n g of S A Es.

I n t h e e v e nt of dr u g o v er d os e, t h e s u bj e ct s h o ul d b e tr e at e d s y m pt o m at i call y.

8. 2 I n v esti g ati o n al D r u g Assi g n m e nt a n d Dis p e nsi n g P r o c e d u r es

S u bj e cts will b e assi g n e d, i n t h e or d er i n w hi c h t h e y ar e r a n d o mi z e d i nt o t h e st u d y, t o r e c ei v e t h eir 
tr e at me nt a c c or di n g t o t h e r a n d o mi z at i on s c h e d ul e all o c at e d t o t h e sit e. T h e R a n d o mi z ati o n 
S e q u e n c e N u m b er will b e e nt er e d o nt o t h e e C R F.

I n v esti g ati on al dr u g m ust b e st or e d u n d er t h e c o n dit i ons s p e cifi e d o n t h e l a b el, a n d r e m ai n i n t h e 
ori gi n al  c o nt ai n er u ntil dis p e ns e d. S u bj e cts ar e t o f ast o v er ni g ht f or at l e ast 8 h o urs pri or t o d osi n g 
o n D a y  1 (in P art 1) a n d o n D a ys 1, 8, 1 5 a n d 2 2 (i n P art 2 a n d P art 4 ). S u bje cts i n P art 3 will b e 
r a n d omi z e d t o r e c ei v e T A K-0 4 1 a s o n e 4 0 m g t a bl et a d mi nist er e d or all y  aft er at l e ast 1 0 h o urs of  
o v er ni g ht f ast or 3 0 mi n ut es aft er st arti n g i n g esti on of a hi g h -f at, hi gh- c al ori e br e a kf a st . O n all 
d osi n g d a ys, s u bj e cts i n all st u d y p arts will b e all o w e d t o e at 4 h o urs p ost d os e. D es cri pt i ons o f th e 
st u d y s u p pli e d m e als a n d di et ar y f at c o nt e nt, a n d ti mi n g of ass ess m e nts i n r el ati on t o d osi n g c a n b e 
f ou n d i n S e cti o n  7. 4 .

S u bj e cts w h o dr o p o ut f or n o n -s af et y r e as o ns m a y be r e pl a c e d o n a c as e - b y-c as e b asis at t h e 
di s cr etio n of  t h e s p o ns or i n c o ns ult ati o n wit h t h e i n v esti g at or. S u bj e cts w h o r e pl a c e dr o p o uts will 
b e all o c at e d t o t h e s a m e tr e at m e nt as t h e s u bj e ct t h e y  r e pl a c e. S u bj e cts w h o dr o p o ut f or s af ety 
r e as o ns will n ot b e r e pl a c e d.

F or e a c h d osi n g c o h ort i n P arts 1, 2, 3, a n d 4, r a n d o mi z e d s u bj e cts will b e assi g n e d a 4-di gi t 
r a n d omi z at i on n u m b er i n t h e or d er t h e y  ar e e nr oll e d. R a n d o mi z ati o n s e q u e n c e n u m b ers will b e 
X Y 0 1 t o X Y 0 8 f or P arts 1 a n d 2, X Y 0 1 t o X Y 1 8 f or P art 3 , a n d X Y 0 1 t o X Y 2 4 f or P art 4 , w h er e 
X r ef ers t o st u d y  p art ( 1, 2, 3 or 4) a n d Y r ef ers t o c oh ort n u m b er. 

F or e x a m pl e:

 S u bj e cts i n P art 1 C o h ort 1 will h a v e r a n d o mi z at i on s e q u e n c e n u m b ers 1 1 0 1 t o 1 1 0 8 a n d 
s u bj e cts i n P art 1 C o h ort 2 will h a v e r a n d o mi z at i on s e q u e n c e n u m b ers 1 2 0 1 t o 1 2 0 8.
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 S u bj e cts i n P art 2 C o h ort 1 will h a v e r a n d o mi z at i on s e q u e n c e n u m b ers 2 1 0 1 t o 2 1 0 8, s u bj e cts 
i n P art 2 C o h ort 2 will h a v e r a n d omi z at i on s e q u e n c e n u m b ers 2 2 0 1 t o 2 2 0 8, a n d s u bj e cts i n 
P art 2 C o h ort 3 will h a v e n u m b ers 2 3 0 1 t o 2 3 0 8.

 S u bj e cts i n P art 3 will h a v e r a n d o mi z at i on s e q u e n c e n u m b ers 3 1 0 1 t o 3 1 1 8.

 S u bj e cts i n P art 4 will h a v e r a n d o mi z at i on s e q u e n c e n u m b ers 4 1 0 1 t o 4 1 2 4.

T his 4 -di gi t n u m b er will b e us e d b y t h e cli ni c al sit e t o f a cilit at e t h e pr e-l a b eli n g of P K s a m pl es, 
a n d will b e t h e o nl y s u bj e ct i d e nt ifi er us e d o n all P K s a m pl e c oll e cti ons. It s h o ul d als o b e 
c o nt ai n e d o n t h e P K tr a ns p ort vi als s hi p p e d t o t h e bi o a n al yt i c al l a b or at or y, a n d will b e us e d b y t h e 
l a b or at or y t o r e p ort t h e s u bj e ct d at a r es ults. T his 4-di gi t n u m b er s h o uld o nl y b e us e d f or t h e 
p ur p os es d es cri b e d i n t his s e ct i on. It d o es n ot r e pl a c e t h e 3 -di git s u bj e ct n u m b er w hi c h is assi g n e d 
at t h e ti m e t h e i nf or m e d c o ns e nt is o bt ai n e d a n d w hi c h is us e d f or all ot h er pr o c e d ur es t o i d e nt if y 
t he s u bj e cts t hr o u g h o ut t h e st u d y .

If a s u bj e ct n e e ds t o b e r e pl a c e d, t h e r e pl a c e m e nt s u bj e ct will r e c ei v e t h e s a m e tr e at me nt or 
tr e at me nt s e q u e n c e o f t he s u bj e ct b ei n g r e pl a c e d. T h e r e pl a c e m e nt r a n d o mi z at i on n u m b er will b e 
5 0 l ar g er t h a n t h e r a n d o mi z ati o n n u m b er of t h e s u bj e ct w h o is b ei n g r e pl a c e d. F or e x a m pl e, 
r a n d omi z at i on n u m b er 1 2 5 1 will b e us e d f or t h e s u bj e ct w h o r e pl a c es t h e s u bj e ct w h o h a d 
r a n d omi z at i on n u m b er 1 2 0 1, usi n g t h e s a m e tr e at m e nt or tr e at m e nt s e q u e n c e i n P art 1 C o h ort 2.

St u d y  dr u gs will b e dis p e ns e d i n t h e u nit u n d er t h e s u p er visi on of t h e i n v est i g at or or d esi g n e e.

8. 3 R a n d o mi z ati o n C o d e C r e ati o n a n d St o r a g e

T D C A m eri c as A n al y tic al  S ci e n c es D e p artm e nt  or d esi g n e e will g e n er at e t h e r a n d o mi z ati on 
s c h e d ul e a n d a c o p y will b e pr o vid e d t o t h e si t e p h ar ma ci st pri or t o t h e st art of t his st u d y . All 
r a n d omi z at i on i nf or m ati on will  be st or e d i n a s e c ur e d ar e a, a c c e ssi bl e o nl y b y a ut h ori z e d 
p ers o n n el.

8. 4 I n v esti g ati o n al D r u g Bli n d M ai nt e n a n c e 

T h e i n v est i g ati o n al dr u g bli n d is m ai nt ai n e d t hr o u g h a r a n d omi z at i on s c h e d ul e h el d b y t h e 
di s p e nsi n g p h ar ma cist a n d t h e r a n d o mi z at i on st ati stici a n.

8. 4. 1 U n bli n di n g P r o c e d u r e

T h e i n v est i g ati o n al dr u g bli n d s h all n ot b e br o k e n b y t h e i n v esti g at or u nl ess i nf or m ati on 
c o n c er ni n g t h e i n v est i g ati on al dr u g is n e c ess ar y f or t h e m e di c al tr e at m e nt of t h e s u bj e ct. All st u d y 
ass ess m e nts a n d c a us alit y s h o uld b e p erf or m e d, if p ossi bl e, pri or t o u n bli n di n g. I n t h e e v e nt of a 
m e di c al e m er g e n c y, if p ossi bl e, t h e m e di c al m o nit or or d esi g n e e s h o ul d b e c o nt a ct e d b ef or e t h e 
i n v esti g ati on al dr u g bli n d is br o k e n t o dis c uss t h e n e e d f or u n bli n di n g.

T h e s p o ns or m ust b e n otifi e d as s o o n as p ossi bl e if t h e i n v esti g ati o n al  dr u g bli n d is br o k e n. T h e 
d at e, ti m e, a n d r e as o n t h e bli n d is br o k e n m ust b e r e c or d e d i n t h e s o ur c e d o c u m e nts a n d t h e s a m e 
i nf or mat i on ( e x c e pt t h e ti m e) m ust b e r e c or d e d o n t h e e C R F.Pr
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If a n y sit e p ers o n n el ar e u n bli n d e d, i n v est i g ati on al dr u g m ust b e st o p p e d i m m e di at el y a n d t h e 
s u bj e ct m ust b e wit h dr a w n fr o m t he st u d y .

N o c h a n g e s h o ul d b e m a d e t o a n y  ass ess m e nt of t h e s u bj e ct aft er u n bli n di n g.

8. 5 A c c o u nt a bilit y a n d D est r u cti o n of S p o ns o r- S u p pli e d D r u gs

Dr u g s u p pli es will b e c o u nt e d a n d r e c o n cil e d at t h e sit e b ef or e b ei n g r et ur n e d t o t h e s p o ns or or 
d esi g n e e.

T h e i n v est i g at or or d esi g n e e m ust e ns ur e t h at t h e s p o ns or-s u p pli e d dr u gs ar e us e d i n a c c or d a n c e 
wi t h t h e pr ot o c ol a n d is dis p e ns e d o nl y t o s u bj e cts e nr oll e d i n t h e st u d y. T o d o c u m e nt a p pr o pri at e 
u s e of s p o ns or -s u p pli e d dr u g ( T A K-0 4 1 a n d m at c h e d pl a c e b o), t h e i n v est i g at or or d esi g n e e m ust 
m ai nt ai n r e c or ds of all s p o ns or -s u p pli e d dr u g d eli v er y t o t h e sit e, sit e i n v e nt or y, dis p e ns at i on a n d 
us e b y e a c h s u bj e ct, a n d r et ur n t o t h e s p o ns or or d esi g n e e.

U p o n r e c ei pt of s p o ns or -s u p pli e d dr u g, t h e i n v est i gat or or d esi g n e e m ust v erif y t h e c o nt e nts of t h e 
s hi p m e nts a g ai nst t h e p a c ki n g list. T h e v erifi er s h o ul d e ns ur e t h at t h e q u a ntit y is c orr e ct, a n d t h e 
m e di c at i on is i n g o o d c o n dit i on. I f q u a ntity a n d c o n dit i ons ar e a c c e pt a bl e, i n v est i g at or or d esi g n e e 
s h o uld a c k n o wl e d g e t h e r e c ei pt of  t h e s hi p m e nt b y sig ni n g b ott o m  h alf of t h e p a c ki n g list a n d 
e m aili n g p er i nstr u cti o ns pr o vi d e d o n t h e f or m. If t h er e ar e a n y dis cr e p a n ci es b et w e e n t h e p a c ki n g 
list v ers us t h e a ct u al pr o d u ct r e c ei v e d, T a k e d a m ust b e c o nt a ct e d t o r es ol v e t h e iss u e. T h e p a c ki n g 
list s h o ul d b e fil e d i n t h e i n v esti g at or’s ess e nti al d o c u m e nt fil e.

T h e i n v est i g at or or d esi g n e e m ust m ai nt ai n 1 0 0 % a c c o u nt a bility f or all s p o n s or-s u p pli e d dr u gs 
r e c ei v e d a n d dis p ens e d d uri n g his or h er e ntir e p arti ci p at i on i n t h e st u d y.

 C o nti n u o usl y m o nit ori n g e x pir ati o n d at es if e x pir y d at e/r et est d at e is pr o vi d e d t o t h e 
i n v esti g at or or d esi g n e e.

 Fr e q u e nt l y v erif yi n g t h at a ct u al i n v e nt or y  mat c h e s d o c u m e nt e d i n v e nt or y .

 V erif yi n g t h at t h e l o g i s c o m pl et e d f or t h e dr u g l ot us e d t o pr e p ar e e a c h d os e.

 V erif yi n g t h at all c o nt ai n ers us e d ar e d o c u m e nt e d a c c ur at el y o n t h e l o g.

 V erif yi n g t h at r e q uir e d fi el ds ar e c o m p l et e d a c c ur at el y a n d l e gi bl y.

 A sit e r e pr es e nt ati v e or u n bli n d e d p h ar m a c y m o nit or, ot h er wis e u ni n v o l v e d with st u d y  
c o n d u ct, will r e vi e w t h e r a n d o mi z ati o n s c h e d ul e a n d s u bj e ct d osi n g l o g pri or t o D a y 1 f or all 
C o h orts/ P eri o ds d osi n g a n d f o ll owi n g d osi n g t o e ns ur e all s u bj e cts r e c ei v e d t h e c orr e ct d os e of 
st u d y me di c at i on.

 If a n y dis p e nsi n g err ors or dis cr e p a n ci es ar e dis c o v er e d, t h e s p o ns or m ust b e n otifi e d 
i m m e di at el y.

T h e i n v est i g at or or d esi g n e e m ust r e c or d t h e c urr e nt i n v e nt or y of all s p o ns or-s u p pli e d dr u gs 
( T A K-0 4 1 a n d m at c h e d pl a c e b o) o n a s p o ns or -a p pr o v e d dr u g a c c o u nt a bilit y l og. T h e f oll o wi n g 
i nf or mat i on will b e r e c or d e d at a mi ni m u m: pr ot o c ol n u m b er a n d tit l e, n am e of i n v est i g at or, sit e 
i d e ntifi er a n d n u m b er, d es cri pti on of s p o ns or -s u p pli e d dr u gs, e x pir y a n d/ or r et est d at es, d at e a n d 
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a m o u nt dis p e ns e d, i n cl u di n g i nit i als, s e al, or si g n at ur e of  t h e p er s o n dis p e nsi n g t h e dr u g, a n d t h e 
d at e a n d a m o u nt r et ur n e d t o t he sit e b y t h e s u bj e ct, i n cl u di n g t h e i niti als of t h e p ers o n r e c ei vi n g t h e 
s p o ns or -s u p pli e d dr u g. T h e l o g s h o ul d i n cl u d e all r e q uir e d i nf or m at i on as a s e p ar at e e ntr y f or e a c h 
s u bj e ct t o w h o m s p o ns or- s u p pli e d dr u g is dis p e ns e d.

Pri or t o si t e clos ur e or at a p pr o pri at e i nt er v als, a r e pr es e nt ati v e fr o m t h e s p o ns or or its d esi g n e e 
will p erf or m s p o n s or -s u p pli e d dr u g a c c o u nt a bilit y a n d r e c o n cili at i on b ef or e s p o ns or -s u p pli e d 
dr u gs ar e r et ur n e d t o t h e s p o ns or or its d esi g n e e f or d estr u cti o n. T h e i n v est i g at or or d esi g n ee will 
r et ai n a c o p y of t h e d o c u me nt ati o n r e g ar di n g s p o n s or -s u p pli e d dr u g a c c o u nt a bilit y,  r et ur n, a n d/ or 
d estr u cti o n, a n d ori gi n als will b e s e nt t o t h e s p o ns or or d esi g n e e.

T h e i n v est i g at or will b e n otifi e d of a n y e x pir y d at e or r et est d at e e xt e nsi on of s po n s or -s u p pli e d 
dr u g d uri n g t h e st u d y c o n d u ct. O n e x pir y d at e n otifi c at i on fr o m t h e s p o ns or or d esi g n e e, t h e sit e 
m u st c o m pl et e all  in str u cti o ns o utli n e d i n t h e n otifi c ati o n, i n cl u di n g s e gr e g at i on of e x pir e d 
s p o ns or -s u p pli e d dr u g f or r et ur n t o t h e s p o ns or or its d esi g n e e f or d estr u cti o n.

I n t h e e v e nt of e x pir y d at e e xt e nsi on of s u p pli es alr e a d y  at t h e st u d y sit e, s p o ns or -s u p pli e d dr u gs
m a y b e r el a b el e d wit h t h e n e w e x pir y d at e at t h at sit e. I n s u c h c as es, T a k e d a or its d esi g n e e will 
pr e p ar e a d dit i on al l a b els , c ertifi c at es of a n al ys es, a n d all n e c ess ar y d o c u m e nt ati o n f or c o m pl et i on 
of  t h e pr o c e d ur e at t h e sit es.
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9. 0 S T U D Y P L A N

9. 1 St u d y P r o c e d u r es

T h e f o ll owi n g s e ct i ons d es cri b e t h e st u d y pr o c e d ur es a n d d at a t o b e c oll e ct e d. F or e a c h pr o c e d ur e, 
s u bj e cts ar e t o b e ass e ss e d b y t h e s a m e i n v est i g at or or sit e p ers o n n el w h e n e v er p ossi bl e. T h e 
S c h e d ul es of St u d y  Pr o c e d ur e s ar e lo c at e d i n A p p e n di x A , A p p e n di x B , A p p e n di x C a n d 
A p p e n di x D a n d  A p p e n di x E f or P arts 1, 2, 3, a n d 4 r es p e cti v el y, of t h e st u d y.

9. 1. 1 I nf o r m e d C o ns e nt P r o c e d u r e

T h e r e q ui r e m e nts of t h e i nf or m e d c o ns e nt ar e d es cri b e d i n S e ct i on  1 5. 2 .

I nf or me d c o n s e nt m ust b e o bt ai n e d pri or t o t h e s u bj e ct e nt eri n g i nt o t h e st u d y , a n d bef or e a n y 
pr ot o c ol -di r e ct e d pr o c e d ur es ar e p erf or m e d, i n cl u di n g r e q u esti n g t h at a s u bj e ct f ast f or l a b or at or y 
e v al u at i ons.

P arti ci p ati o n i n t h e w e ar a bl e d e vi c e st u d y  c o mp o n e nt i s o pti o n al f or t h e st u d y  s u bj e ct s.

A u ni q u e s u bj e ct i d e nt ifi c ati on n u m b er (s u bj e ct n u m b er) will b e assi g n e d t o e a c h s u bj e ct at t h e 
ti m e t h at i nf or m e d c o ns e nt is o bt ai n e d; t his s u bj e ct n u m b er will b e us e d t hr o u g h o ut t h e st u d y.

9. 1. 1. 1 P h ar m a c o g e n o mi c I nf or m e d C o ns e nt Pr o c e d ur e

P h ar m a c o g e n o mi cs i nf or me d c o n s e nt i s a c o mp o n e nt of t h e o v er all st u d y  inf or m e d c o ns e nt. T h e 
r e q uir e m e nts ar e d es cri b e d i n S e cti o n 1 5. 2 .

T h e p h ar m a c o g e n o mi c s a m pl e c o ll e cti on is m a n d at or y .

9. 1. 2 D e m o g r a p hi cs, M e di c al Hist o r y, a n d M e di c ati o n Hist o r y P r o c e d u r e

D e m o gr a p hi c i nf or m at i on t o b e o bt ai n e d will i n cl u d e d at e of birt h, s e x, His p a ni c et h ni cit y,  a n d 
r a c e as d es cri b e d b y t h e s u bj e ct, al c o h o l a n d c aff ei n e hi st or y, a n d s mo ki n g st at us of t h e s u bj e ct at 
S cr e e ni n g.

M e di c al hist or y  t o b e o bt ai n e d will i n cl u d e d et er mi ni n g w h et h er t h e s u bj e ct h as a n y si g nifi c a nt 
c o n di tio n s or di s e a s e s r ele v a nt t o t h e di s e as e t h at st o p p e d at or pri or t o si g ni n g of t h e i nf or m e d 
c o ns e nt. O n g oi n g c o n dit i ons ar e c o nsi d er e d c o n c urr e nt m e di c al c o n dit i ons (s e e S e cti o n 9. 1. 8 ).

M e di c at i on hist or y  inf or m at i on t o b e o bt ai n e d i n cl u d e s a n y m e di c at i on r el e v a nt t o eli gi bilit y 
cri t eri a st o p p e d at or wit hi n 2 8 d a ys pri or t o si g ni n g of i nf or m e d c o ns e nt.

9. 1. 3 P h ysi c al E x a mi n ati o n P r o c e d u r e a n d N e u r ol o gi c al E x a mi n ati o n

A p h ys i c al e x a mi n ati on will c o nsist of t h e f o ll owi n g b o d y  s yst e ms: ( 1) e y es; ( 2) e ars, n os e, t hr o at; 
( 3) c ar dio v as c ul ar s yst e m; ( 4) r es pir at or y  s yst e m; ( 5) g astr oi nt esti n al s yst e m; ( 6) d er m at ol o gi c 
s yst e m; ( 7) e xtr e mit i es; ( 8) m us c ul os k el et al s yst e m; ( 9) n er v o us s yst e m; ( 1 0) l y m p h n o d es; a n d 
( 1 1) ot h er.Pr
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As p art of t h e p h ysi c al e x a mi n at i on, n e ur o l ogi c al ass ess m e nts will b e i n cl u d e d o n t h e 
N e ur ol o gi c al  E x a m e C R F a n d i n clu d e ( 1) B a si c M e nt al  St at us; ( 2) Cr a ni al n er v es II-XII; 
( 3) M ot or e x a mi n at i on; ( 4) D e e p T e n d o n R efl e x es ; ( 5) S e ns or y e x a mi n ati on; ( 6) C er e b ell ar 
f u n cti on. T h e B o n d -L a d er vis u al a n al o g u e s c al e ( V A S) ( S e cti o n  9. 1. 1 3 ) a n d t h e C-S S R S ( S e cti o n 
9. 1. 1 4 ) will als o b e a d mi nist er e d.

A n y a b n or m al fi n di n g o n a pr etr e at m e nt p h ysi c al e x a mi n at i on ass ess m e nt m ust b e ass ess e d as N ot 
Cli ni c all y Si g nifi c a nt ( N C S) or Cli ni c all y Si g nifi c a nt ( C S) b y t h e i n v est i g at or a n d r e c or d e d i n t h e 
s o ur c e d o c u m e nt a n d e C R F. All C S fi n di n gs/ c h a n g es will b e r e c or d e d as a P T E or c o n c urr e nt 
m e di c al c o n dit i on i n t h e s o ur c e d o c u m e nt a n d o n t h e a p pr o pri at e e C R F d es cri b e d i n S e cti o n 
1 0. 0 or S e cti o n  9. 1. 8 .

O n s u bs e q u e nt e x a mi n at i ons, a n y  a b n or mal c h a n g e fr o m  t h e pr etr e at me nt p h y si c al e x a mi n ati on 
(in cl u di n g n e ur ol o gi c al) ass ess m e nt o c c urri n g i m m e di at el y pri or t o t h e st art of t h e i n v est i g ati o n al
dr u g ( D a y  -1) m ust b e ass ess e d as N C S or C S b y  t h e i n v esti g at or a n d r e c or d e d i n t h e s o ur c e 
d o c u m e nt a n d e C R F. A n y C S c h a n g e or n e w di a g n osis as a r es ult of a C S c h a n g e, as d et er mi n e d 
b y t h e i n v est i g at or, will b e r e c or d e d as a n A E i n s o ur c e d o c u m e nt ati o n an d o n t h e P T E/ A E e C R F 
d es cri b e d i n S e cti o n 1 0. 0 .

9. 1. 4 W ei g ht, H ei g ht, a n d B MI

A s u bj e ct s h o ul d h a v e w ei g ht a n d h ei g ht m e as ur e d w hil e w e ari n g i n d o or cl ot hi n g a n d wit h s h o es 
off. T h e B MI is c al c ul at e d usi n g m etri c u nit s wit h t he f or m ul a pr o vi d e d b el o w:

T h e T a k e d a st a n d ar d f or c oll e ct i n g h ei g ht is c e nti m et ers wit h o ut d e ci m al pl a c es a n d f or w ei g ht it 
is kil o gr a ms ( k g) wit h 1 d e ci m al pl a c e. B MI s h o ul d b e d eri ve d as:

M etri c: B MI = w ei g ht ( k g)/ h ei g ht ( m) 2

N ot e t hat alt h o u g h h ei g ht is r e p ort e d i n c e nti m et ers, t he f o r mul a us es m et ers f or h ei g ht; m et ers c a n 
b e d et er mi n e d fr o m c e nt i m et ers b y di vi di n g b y 1 0 0. T h us, f or e x a m pl e, if h ei g ht = 1 7 6 c m 
( 1. 7 6 m et ers) a n d w ei g ht = 7 9. 2 k g, t h e n B MI = 7 9. 2/ 1. 7 6 2 = 2 5. 5 6 8 1 8 k g/ m 2 .

T h e v al u es s h o ul d b e r e p ort e d t o 1 d e ci m al pl a c e b y r o u n di n g. T h us, i n t h e a b o v e e x a m pl e B MI 
w o ul d b e r e p ort e d as 2 5. 6 k g/ m 2 . H o w e v er, if t h e B MI is us e d as e ntr y crit eria b as e d o n a B MI 
b et w e e n 1 8 a n d 3 2 k g/ m 2 , t h e n t his d et er mi n ati on m ust b e m a d e aft er r o u n di n g.

9. 1. 5 Vit al Si g n P r o c e d u r e

Vi t al si g n s will in cl u d e or al  bo d y  t e mp er at ur e m e a s ur e m e nt, s u pi n e a n d st a n di n g bl o o d pr ess ur e, 
r e s pir ati on r at e, a n d p uls e ( b e ats p er mi n ut e). P uls e a n d bl o o d pr ess ur e will b e m e as ur e d aft er 
5 mi n ut es s u pi n e a n d a g ai n at 1 a n d 3 mi n ut es aft er st a n di n g f or all s c h e d ul e d ti m e p o i nts.

Vi t al si g ns m a y b e r e p e at e d. All m e as ur e m e nts will b e r e c or d e d o n t h e s o ur c e d o c u m e nts a n d i n 
t he e C R F. S e e  A p p e n di x A , B, C a n d D / E f or t he s c h e d ul es of vit al si g n ass ess m e nts i n P art 1 , 2, 3, 
a n d 4 r es p e cti v el y, of t h e st u d y.

If a vit al si g n is f o u n d t o b e a b n or m al p ost d os e, it m a y b e c oll e ct e d e v er y 3 0 mi n ut es if cli ni c all y 
sig nifi c a nt.
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Vit al si g n s s h o ul d b e m e as ur e d at t h e s a m e ti m e of  t h e d a y a cr oss visit s, if p ossi bl e. W h e n 
p ost d os e vit al si g ns ar e s c h e d ul e d at t h e s a m e ti m e as bl o o d dr a ws, t h e bl o o d dr a w will t a k e 
pri orit y a n d vit al si g n s will b e o bt ai n e d wit h i n 0. 5 h o ur b ef or e or aft er t h e s c h e d ul e d bl o o d dr a w.

9. 1. 6  W e a r a bl e D e vi c e P r o c e d u r e

9. 1. 7  D o c u m e nt ati o n of C o n c o mit a nt M e di c ati o ns

C o n c o mit a nt m e di c ati o n is a n y dr u g gi v e n i n a d di ti o n t o t h e st u d y m e di c ati o n. T h e s e m a y b e 
pr es cri b e d b y a p h ysi ci a n or o bt ai n e d b y t h e s u bj e ct o v er t h e c o u nt er. C o n c o mit a nt m e di c ati o n is 
n ot pr o vi d e d b y T a k e d a. At e a c h st u d y vi sit, s u b j e cts will b e as k e d w h et h er t h e y h a v e t a k e n a n y 
m e di c ati o n ot h er t h a n t h e st u d y m e di c ati o n ( us e d fr o m si g ni n g of i nf or m e d c o ns e nt t hr o u g h t h e 
e n d of t h e st u d y), a n d all m e di c ati o n i n cl u di n g vit a mi n s u p pl e m e nts, o v er-t h e- c o u nt er m e di c ati o ns, 
a n d or al h er b al pr e p ar ati o n s, m ust b e r e c or d e d i n t h e e C R F. D o c u m e nt atio n will i n cl u d e g e n eri c 
m e di c ati o n n a m e, d os e, u nit, fr e q u e n c y, r o ut e of a d mi nistr ati o n, st art a n d e n d d at es, a n d r e as o n f or 
us e.

9. 1. 8  D o c u m e nt ati o n of C o n c u r r e nt M e di c al C o n diti o ns

C o n c urr e nt m e di c al c o n diti o ns ar e t h os e si g nifi c a nt o n g oi n g c o n diti o ns or dis e as es t h at ar e pr es e nt 
at si g ni n g of i nf or m e d c o ns e nt. T his i n cl u d es cli ni c all y si g nifi c a nt l a b or at or y, E C G, or p h ysi c al 
e x a mi n ati o n a b n or m aliti es n ot e d at s cr e e ni n g a n d/ or B as eli n e ( D a y - 1) e x a mi n ati o n. T h e 
c o n diti o n (i e, di a g n osis) s h o ul d b e d es cri b e d.

9. 1. 9  P r o c e d u r es f o r Cli ni c al L a b o r at o r y S a m pl es

All s a m pl es will b e c oll e ct e d i n a c c or d a n c e wit h a c c e pt a bl e l a b or at or y pr o c e d ur es. L a b or at or y 
s a m pl es will b e t a k e n f oll o wi n g a n o v er ni g ht f ast of at l e ast 8 h o urs o n t h e d a ys sti p ul at e d i n t h e 
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S c h e d ul es of St u d y  Pr o c e d ur es ( A p p e n di x A, B, C, a n d D / E f or P art 1, 2, 3 a n d 4 r es p e cti v el y, of 
t he st u d y .

T a bl e 9. a lists t h e t ests t h at will b e o bt ai n e d f or e a c h l a b or at or y s p e ci m e n.

T a bl e 9. a Cli ni c al L a b o r at o r y T ests

H e m at ol o g y S e r u m C h e mist r y U ri n al ysis

R e d bl o o d c ells ( R B C)
W hit e bl o o d c ells ( W B C) wit h 
diff er e nti al 
H e m o gl o bi n
H e m at o crit
Pl at el ets
P T/I N R
a P T T

A L T
Al b u mi n
Al k ali n e p h os p h at as e
A S T
T ot al bilir u bi n
Dir e ct bilir u bi n
T ot al pr ot ei n
Cr e ati ni n e
Bl o o d ur e a nitr o g e n ( B U N)
Cr e ati n e ki n as e 
 - Gl ut a m yl tr a nsf er as e ( G G T)
P ot assi u m
S o di u m
Gl u c os e
C hl ori d e
Bi c ar b o n at e
C al ci u m
T ot al s er u m c h ol est er ol
Tri gl y c eri d es
e G F R
5’- n u cl e oti d as e
Bil e a ci ds

p H
S p e cifi c gr a vit y
Pr ot ei n
Gl u c os e
Bl o o d 
Nitrit e
L e u c o c yt e est er as e
Os m ol alit y

Mi cr os c o pi c A n al ysis ^ :
R B C/ hi g h p o w er fi el d
W B C/ hi g h p o w er fi el d
E pit h eli al c ells, c asts, et c.

^ T o b e p erf or m e d if a b n or m al

Di a g n osti c S c r e e ni n g:

S e r u m U ri n e/ Bl o o d

A nti ps y c h oti c m e di c ati o n l e v el ( p erf or m e d at S cr e e ni n g , 
D a y  2 1 a n d D a y 5 0. )

Dr u g s cr e e n, i n cl u di n g a m p h et a mi n es, b ar bit ur at es, 
b e n z o di a z e pi n es, c a n n a bi n oi ds, c o c ai n e, o pi at es, al c o h ol, 
a n d c oti ni n eH e p atitis p a n el, i n cl u di n g H Bs A g a n d a nti -H C V

F e m al e s u bj e cts o nl y:
h u m a n c h ori o ni c g o n a d otr o pi n ( h C G) f or pr e g n a n c y

F olli cl e -sti m ul ati n g h or m o n e (F S H )
if m e n o p a us e is s us p e ct e d a n d s u bj e ct is n ot s ur gi c all y 
st eril e

a P T T = a cti v at e d P arti al T hr o m b o pl asti n Ti m e, e G F R = esti m at e d gl o m er ul ar filtr ati o n r at e, P T = pr ot hr o m bi n ti m e, 
I N R =i nt er n ati o n al n or m ali z e d r ati o.

T h e l o c al  la b or at or y  will p erfor m  la b or at or y  t e st s f or h e mat ol o g y , s er u m c h e mi stries, a n d 
uri n al ysis. T h e r es ults of l a b or at or y t ests will b e r et ur n e d t o t he i n v est i g at or, w h o is r es p o nsi bl e f or 
r e vi e wi n g a n d fili n g t h es e r es ults.

If s u bj e cts e x p eri e n c e a n y of t h e f oll owi n g:

1. A L T or A S T > 3 × U L N
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2. A L P el e v at i ons > 1. 5 × U L N i n c o nj u n ct i on wi t h el e v at e d t ot al bilir u bi n > 1. 5 × U L N or 
el e v at e d 5’ n u cl e oti d as e > 1. 5 × U L N or el e v at e d G G T > 5 x U L N or el e v at e d A S T/ A L T > 1. 5 × 
U L N A L P > 2 × U L N p ersist i n g f or lo n g er t h a n 3 d a ys

3. A L P > 3 × U L N

f oll ow- u p l a b or at or y  t ests ( at a mi ni m u m, s er u m A L P, A L T, A S T, t ot al bilir u bi n, GG T, 
5’- n u cl e oti d as e, I N R, a n d t h e s p e cifi c ass ess m e nt t h at m e ets o n e of t h es e crit eri a if n ot i n t his list) 
s h o uld b e p erf or m e d wi t hi n a ma xi m u m  of 7 d a ys a n d pr ef er a bl y wit hi n 4 8-7 2 h o urs aft er t h e 
a b n or m ali t y w a s n ot e d.

Pl e as e r ef er t o S e cti o n  7. 5 f or dis c o nt i n u ati on cri t eria, a n d S e cti o n  1 0. 2. 3 f or t h e a p pr o pri at e 
g ui d a n c e o n R e p orti n g of A b n or m al Li v er F u n ct i on T ests i n r el at i on t o t h e el e v at e d li v er e n z y m e 
v al u es list e d a b o v e. I nit i at e clos e o bs er v at i on f or s u bj e cts e nr oll e d wit h B as eli n e el e v ati ons i n 
li v er e n z y m es t h at ar e n ot > 3 × U L N, y et  w ors e n b y 2-f ol d i n cr e as es a b o v e B as eli n e v al u es aft er 
st u d y dr u g e x p os ur e.

If t h e A L T, A S T, or A L P r e m ai ns el e v at e d > 3 × U L N o n t h es e 2 c o ns e c uti v e o c c asi ons, t h e 
i n v esti g at or m ust c o nt a ct t h e M e di c al M o nit or f or c o nsi d er ati o n of a d diti on al t est i n g, clos e 
m o nit ori n g, p ossi bl e dis c o nt i n u ati on o f stu d y m e di c ati o n, dis c ussi o n o f th e r el e v a nt s u bj e ct d et ails 
a n d p ossi bl e alt er n at i v e eti ol ogi e s. T h e a b n or m ali t y s ho ul d b e r e c or d e d as a n A E ( pl e as e r ef er t o 
S e cti o n  1 0. 2. 3 R e p orti n g of A b n or m al Li v er F u n cti o n T ests f or r e p orti n g r e q uir e m e nts).

All l a b or at or y s af ety d at a will b e tr a nsf err e d el e ctr o ni c all y t o T a k e d a or d esi g n e e i n t h e f or m 
s p e cifi e d b y T a k e d a. T h e i n v est i g at or will m ai nt ai n a c o p y of t he l a b or at or y  a c cr e dit atio n a n d 
a p pli c a bl e r ef er e n c e r a n g es f or t h e l a b or at or y  u s e d.

L a b or at or y  r e p ort s must b e si g n e d a n d d at e d b y  t h e pri n ci p al i n v esti g at or or s u bi n v esti g at or 
i n di c ati n g t h at t h e r e p ort has b e e n r e vi e w e d a n d a n y a b n or m alit i es h a v e b e e n ass ess e d f or cli ni c al 
sig nifi c a n c e. A n y  a b n or mali ties i d e nt ifi e d pri or t o first d os e will r e q uir e cl e ar a n d c om p l et e 
d o c u m e nt ati o n i n t h e s o ur c e d o c u m e nts as t o t h e i n v esti g at or’s ass ess m e nt of n ot cli ni c all y 
sig nifi c a nt b ef or e pr o c e e di n g wit h e nr oll m e nt/r a n d o mi z at i on.

All cli ni c all y si g nifi c a nt l a b or at or y  a b n or mali ties m ust b e r e c or d e d as a P T E/ A E i n t h e s u bj e ct’s 
s o ur c e d o c u m e nts a n d o n t h e a p pr o pri at e e C R F. A cli ni c all y si g nifi c a nt l a b or at or y a b n or m alit y 
th at h as b e e n v erifi e d b y r et esti n g will b e f o ll ow e d u ntil t h e a b n or m alit y r et ur ns t o a n a c c e pt a bl e 
l e v el or a s atisf a ct or y e x pl a n ati on h as b e e n o bt ai n e d.

9. 1. 9. 1 R e n al F u n cti o n

I n a d diti on t o t h e c o m m o n l a b or at or y  t e st s of kid n e y  fu n cti o n ( B U N, cr e ati ni n e, uri n al ysis), a n d 
e G F R will b e d et er mi n e d i n all st u d y  p art s, s e e T a bl e 9. a . F or t h e S c h e d ul e of Pr o c e d ur es, s e e 
A p p e n di x A, B, C a n d D / E f or P art 1, 2, 3 a n d 4, r es p e cti v el y.

9. 1. 1 0 C o nt r a c e pti o n a n d P r e g n a n c y A v oi d a n c e P r o c e d u r e

Fr o m  si g ni n g of i nf or m e d c o ns 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, a n d f or a p eri o d of 
1 4 5 d a y s (ie, 9 0 d a y s aft er 5 h alf-li v es) aft er t h e l ast d os e of st u d y dr u g, n o nst erili z e d * * m al e 
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s u bj e cts w h o ar e s e x u all y a ct i v e wit h a f e m al e p art n er of c hil d b e ari n g p ot e nti al * m ust us e b arri er 
c o ntr a c e pti o n ( e g, c o n d o m wit h s p er mi ci d al cr e a m or j ell y). I n a d dit i on, t h e y  must b e a d vis e d n ot 
t o d o n at e s p er m d uri n g t his p eri o d.

* F e m al es N O T of c hil d b e ari n g p ot e nti al ar e d efi n e d as t h os e w h o h a v e b e e n s ur gi c all y st erili z e d 
( h yst er e ct o m y, bil at er al o o p h or e ct o m y or t u b al li g ati o n) or w h o ar e p ost m e n o p a us al ( e g, d efi n e d 
a s at l e ast 2 y e ars si n c e l ast r e g ul ar m e ns es wit h a n F S H > 4 0 I U/ L or at l e ast 5 y e ar s si n c e l a st 
r e g ular m e ns es, c o nfir m e d b ef or e a n y  st u d y me di c ati o n is i m pl e m e nt e d).

* * St erili z e d m al es s h o ul d b e at l e ast 1 y e ar p ost v as e ct o m y  a n d h a v e c o nfir m e d t h at t h e y h a v e 
o bt ai n e d d o c u m e nt ati o n of t h e a bs e n c e of s p er m i n t h e ej a c ul at e.

A n a c c e pt a bl e m et h o d of c o ntr a c e pti o n is d efi n e d as o n e t h at h as n o hi g h er t h a n a 1 % f ail ur e r at e. 
I n t his st u d y, w h er e m e di c ati ons a n d d e vi c es c o nt ai ni n g h or m o n es ar e e x cl u d e d, t h e o nl y 
a c c e pt a bl e m et h o ds of c o ntr a c e pti o n ar e b arri er m et h o ds f or m al e s u bj e cts w h o ar e s e x u all y a cti v e 
wi t h a fe m al e p art n er of c hil d b e ari n g p ot e nti al:

B a r ri e r m et h o ds ( e a c h ti m e t h e s u bj e ct h as i nt e r c o u rs e):

 M al e c o n d o m P L U S s p er mi ci d e.

 C a p ( pl us s p er mi ci d al cr e a m or j ell y) P L U S m al e c o n d o m a n d s p er mi ci d e.

 Di a p hr a g m  ( pl us s p er mi ci d al cr e a m or j ell y) P L U S m al e c o n d o m a n d s p er mi ci d e.

F or f e m al e s u bj e cts, or al c o ntr a c e pti v es ar e pr o hi bit e d f or 3 0 d a ys pri or t o C h e c k -i n ( D a y -2) u ntil 
5 5 d a y s (ie, 5 h alf -li v es) aft er t h e l ast d os e of st u d y dr u g.

S u bj e cts will b e pr o vi d e d i nf or m at i on o n a c c e pt a bl e m et h o ds of c o ntr a c e pti o n as p art of t h e 
s u bj e ct i nf or m e d c o ns e nt pr o c ess a n d will b e as k e d t o si g n a c o ns e nt f or m st ati n g t h at t h e y  
u n d erst a n d t h e r e q uir e m e n t s for a v oi d a n c e of pr e g n a n c y, d o n ati o n of o v a, a n d s p er m d o n ati o n
d uri n g t h e c o urs e of t h e st u d y .

I n a d diti on t o a n e g at i v e s er u m h C G pr e g n a n c y t est at S cr e e ni n g, f e m al e s u bj e cts als o m ust h a v e a 
n e g at i v e s er u m h C G pr e g n a n c y t est o n D a y - 2 a n d St u d y  E xit/E arl y  T er mi n ati on f or all st u d y 
p art s.

I n a d diti on, m al e s u bj e cts m ust b e a d vis e d n ot t o d o n at e s p er m fr o m si g ni n g of i nf or m e d c o ns e nt 
u nt il 1 4 5 d a ys (i e, 9 0 d a ys aft er 5 h alf-li v es) h a v e el a ps e d si n c e t h e l ast d os e of st u d y dr u g.

9. 1. 1 1 P r e g n a n c y

W o m e n of c hil d b e ari n g p ot e nti al will n ot b e i n cl u d e d i n t his st u d y .

T h er e ar e n o n o n cli ni c al t er at o g e ni cit y/ f et ot o xici t y d at a o n T A K-0 4 1 as n o e m br y o- f etal  
d e v el o p m e nt t o xi cit y st u dies h a v e b e e n c o n d u ct e d wit h t h e c o m p o u n d. B as e d o n t h e r es ults of 
n o n cli ni c al t o xi cit y st u di es, T A K -0 4 1 w a s n ot m ut a g e ni c or cl a st o g e ni c.

As s u c h , t he eff e ct of T A K -0 4 1 o n f et al  d e v elo p m e nt is u n k n o w n at t his ti m e. T A K -0 4 1 h a s n ot 
b e e n a d mi nist er e d t o w o m e n w h o ar e pr e g n a nt or l a ct ati n g. N o n o n cli ni c al r e pr o d u cti v e a n d 
d e v el o p m e nt al t o xi cit y st u dies h a v e b e e n c o n d u ct e d. T A K -0 4 1 s h o ul d n ot b e a d mi nist er e d t o 
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pr e g n a nt or l a ct ati n g w o m e n at t his st a g e i n d e v el o p m e nt. B as e d o n t his, it is r e c o m m e n d e d t h at 
w o m e n of c hil d b e ari n g p ot e nti al b e e x cl u d e d fr o m t his st u d y . M ale s u bj e cts w h o ar e s e x u all y 
a c ti v e with a w o m a n of c hil d b e ari n g p ot e nti al s h o ul d us e a hi g hl y  eff e cti v e m et h o d of 
c o ntr a c e pti o n ( < 1 % f ail ur e r at e/ y e ar), w hi c h h a s l o w  us er d e p e n d e n c y w hil e p arti ci p ati n g i n t his 
st u d y (s e e S e cti on  9. 1. 1 0 ). T h es e r e q uir e m e nts will a p pl y d uri n g tr e at m e nt a n d f or a p eri o d of 
1 4 5 d a y s (ie, 9 0 d a y s aft er 5 h alf-li v es) d a ys af t er t h e l ast d os e of st u d y dr u g.

If a n y s u bj e ct is f o u n d t o b e pr e g n a nt d uri n g t he st u d y  s h e s h o uld b e wi t hdr a w n a n d a n y 
s p o ns or -s u p pli e d dr u g s h o ul d b e i m m e di at el y dis c o nti n u e d. I n a d dit i on, a n y pr e g n a n ci es i n t h e 
p art n er of a m al e s u bj e ct d uri n g t h e st u d y  or 1 4 5 d a y s (ie, 9 0 d a y s aft er 5 h alf-li v es) aft er t h e l ast 
d os e of st u d y  dr ug, s h o ul d als o b e r e c or d e d f oll o wi n g a ut h ori z at i on fr om t he s u bj e ct’s p art n er.

If th e pr e g n a n c y o c c urs d uri n g a d mi nistr ati o n of a cti v e st u d y m e di c at i on, e g, aft er D a y 1 or wit hi n 
1 4 5 d a ys (i e, 9 0 d a ys aft er 5 h alf -li v es) h a v e el a ps e d si n c e t h e l ast d os e of a ct i v e st u d y m e di c ati on, 
t he pr e g n a n c y s h o ul d b e r e p ort e d i m m e di at el y, usi n g a pr e g n a n c y n otifi c at i on f or m, t o t h e c o nt a ct 
list e d i n S e cti o n 1. 0 .

S h o ul d t h e pr e g n a n c y  o c c ur d uri n g or aft er a d mi nistr ati o n of bli n d e d dr u g, t h e i n v esti g at or m ust 
i nf or m t h e s u bj e ct of t h eir ri g ht t o r e c ei v e tr e at m e nt i nf or m ati o n. If t h e s u bj e ct c h o os es t o r e c ei v e 
u n bli n d e d tr e at m e nt i nf or m at i on, t h e i n di vi d u al bli n d s h o ul d b e br o k e n b y t h e i n v est i g at or. 
S u bj e cts r a n d o mi z e d t o pl a c e b o n e e d n ot b e f o ll ow e d.

If t h e f e m al e p art n er of a m al e s u bj e ct a gr e es t o t h e pri m ar y c ar e p h ysi ci a n b ei n g i nf or m e d, t h e 
i n v esti g at or s h o ul d n otif y t h e pri m ar y c ar e p h ysi ci a n t h at t h e m al e p art ner w as p arti ci p ati n g i n a 
cli ni c al st u d y at t he ti m e s h e b e c a m e pr e g n a nt a n d pr o vi d e d et ails of tr e at m e nt t he s u bj e ct r e c ei v e d 
( bli n d e d or u n bli n d e d, as a p pli c a bl e).

All r e p ort e d pr e g n a n ci es will b e f o ll ow e d u p t o fi n al o ut c o m e, usi n g t h e pr e g n a n c y f or m. T h e 
o ut c o m e, i n cl u di n g a n y  pr e m at ur e t er mi n ati on, m ust b e r e p ort e d t o t h e s p o ns or. A n e v al u at i on 
af t er t h e birt h of t h e c hil d will als o b e c o n d u ct e d.

9. 1. 1 2 E C G P r o c e d u r e

A st a n d ar d 1 2 -l e a d E C G will b e r e c or d e d. T h e i n v esti g at or ( or a q u alifi e d o bs er v er at t h e 
in v e sti g at i on al sit e) will i nt er pr et t h e E C G usi n g o n e of t h e f o ll owi n g c at e g ori e s: wi t hi n n or mal 
li mits, a b n or m al b ut n ot cli ni c all y si g nifi c a nt, or a b n or m al a n d cli ni c all y si g nifi c a nt. T h e 
f oll owi n g p ar a m et ers will b e r e c or d e d o n t h e e C R F fr o m t h e s u bj e ct ’s E C G tr a c e: h e art r at e, P R 
i nter v al , Q T i nt er v al, Q R S i nt er v al, a n d Q T c, a n d Q T c F.

All st atio n ar y  1 2-l e a d E C G m a c hi n es will b e s u p pli e d b y t h e sit e. S u bj e cts s h o ul d b e i n a s u pi n e 
p o si tio n f ol l owi n g a n a p pr o xi m at e 1 0 -mi n ut e r est p eri o d f or E C G r e c or di n gs . S h o uld t e c h ni c al 
diffi c ult i es o c c ur d uri n g r e c or di n g of t h e E C G, a r e as o n a bl e att e m pt s h o ul d b e m a d e t o r e p e at t h e 
E C G s h ortl y aft er t h e f ail e d att e m pt.

E C G r es ults (i n cl u di n g el e ctr o ni c tr a ci n g) will b e c a pt ur e d el e ctr o ni c all y a n d r e vi e w e d i n t h e sit e’s
el e ctr o ni c s o ur c e d at a s y st e m, Cli n B as e, a n d n ot pri nt e d. E C Gs c a n b e pri nt e d if n e e d e d.Pr
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E C Gs will b e a d mi nist er e d a c c or di n g t o t he s c h e d ul es i n all stu d y  p arts as s h o w n i n A p p e n di x A, B, 
C a n d D/ E . Si n gl e E C Gs will b e t a k e n at all ti m e p oi nts.

C o nti n u o us 1 2- l ea d H olt er E C G m o nit ori n g will als o b e c o n d u ct e d i n P art 2 o nl y  fr om D a y -1 u ntil 
2 4 h o urs p ost d os e o n D a y  1. Tripli c at e 1 2 -l ea d E C Gs will b e e xtr a ct e d fr o m t h e H -1 2 fl as h c ar d 
a p pr o xi m at el y  1 mi n ut e a p art fr o m o n e a n ot h er (f or e a c h ti m e p oi nt, tri plic at e E C Gs wit h 1 0 s e c. 
e xtr a cti o n) at t h e f oll o wi n g ti m e p oi nts: D a y  -1 ( 2 3, 2 2, 2 0, 1 6, 1 2 h o ur b ef or e d osi n g), a n d D a y  
1 i m m e di at el y b ef or e d osi n g [ 0 hr, wit hi n 4 5 mi n of d osi n g], a n d at 1, 2, 4, 8, 1 2, a n d 2 4 h o urs 
p ost d os e. A wi n d o w of ± 1 0 mi n ut es ar o u n d e a c h s c h e d ul e d t i m e p oi nt c a n b e utili z e d i n or d er f or 
t he c e ntr al  r e a d er t o o bt ai n t h e n e c ess ar y E C Gs. H ol t er r e c or di n gs will b e als o st or e d b y T a k e d a, 
us e d f or a d dit i on al a n al ys es, a n d m a y b e s e nt t o a c e ntr al E C G a n al ysis l a b or at or y f or r etr os p e cti v e
e x p ert r e vi e w a n d est i m ati on of E C G i nt er v als at a n a p pr o pri at e ti m e f or t h e T A K -0 4 1 pr o gr a m  
d uri n g or aft er c o m pl et i on of t h e pr es e nt st u d y .

W h e n a n E C G is s c h e d ul e d at t h e s a m e ti m e as bl o o d dr a ws or vit al si g ns, t h e n t h e bl o o d dr a ws 
a n d vit al si g ns will t a k e pri orit y a n d t h e E C G will b e o bt ai n e d wit hi n 0. 5 h o ur b ef or e or aft er t h e 
s c h e d ul e d bl o o d dr a w/ vit al si g n ass ess m e nt. If a n E C G c oi n ci d es wit h a m e al , E C G will t a k e 
pr e c e d e n c e f o ll ow e d b y t h e m e al.

9. 1. 1 2. 1 H olt er E C G M o nit ori n g ( P art 2, H e alt h y S u bj e ct C o h orts)

T o e ns ur e hi g h -q u alit y d at a r e c or di n g, pri or t o el e ctr o d e pl a c e m e nt, t h e a n at o mi c al sit es m ust b e 
pr e p ar e d t o all o w f or pr o p er s ki n/ el e ctr o d e i nt erf a c e. A n y h air o n t h e el e ctr o d e sit es m ust b e 
s h a v e n. A n y oil s, loti o ns, or d e a d s ki n s h o ul d b e r e m o v e d f r o m t h e ele ctr o d e si t es usi n g a n 
a br asi v e al c o h o l pr e p p a d d esi g n e d f or t his p ur p os e. A n i n d eli bl e s ki n m ar k er m ust b e us e d t o 
m ar k t h e e x a ct el e ctr o d e pl a c e m e nt sit e s o t h at t h e el e ctr o d e p osit i ons will r e m ai n c o nst a nt 
t hr o u g h o ut e a c h tr e at m e nt p eri o d. T h e el e ctr o d es s h o ul d al w a ys b e att a c h e d t o t h e H olt er 
c o n n e cti n g c a bl e pri or t o s ki n pl a c e m e nt.

All H olt er r e c or di n gs will b e o bt ai n e d o n 1 0 0 0 s ps fl as h c ar ds usi n g a 1 2 -l e a d H olter r e c or d er. T h e 
fl as h c ar ds will b e c o uri er e d t o t he c e ntr al c ar di a c c or e l ab or at or y . Alt er n ati v el y, H olt er r e c or di n gs 
will b e di git all y  tr a n s mitt e d t o t h e c e ntr al c ar di a c c or e la b or at or y , as a p pr o pri at e.

E a c h 1 2 -l ea d H olt er E C G a c q uisit i on wi n d o w will b e a p pr o xi m at el y 1 0 mi n ut es i n d ur at i on, fr o m 
w hi c h c ar di a c d at a a n al ysis l a b or at or y will e xtr a ct 1 0- s e c o n d E C Gs i n tri pli c at e. T his wi n d o w will 
b e pr e c e d e d b y  1 0 mi n ut es of q ui et s u pi n e r est.

S u bj e cts will b e s u p er vis e d w hil e r e m ai ni n g at r est, q ui et, a w a k e, a n d i n a s u pi n e p osit i on fr o m at 
l e ast 1 0 mi n ut es pri or t o t h e b e gi n nin g of  e a c h E C G e xtr a ctio n ti m e p oi nt a n d will r e m ai n q ui et, 
a w a k e, m oti o nl ess, a n d s u pi n e f or at l e ast 1 0 mi n ut es aft er t h e b e gi n ni n g of e a c h E C G e xtr a cti o n 
ti m e p oi nt.

E C Gs d eri v e d fr o m H ol t er mo ni t ori n g ar e n ot i nt e n d e d t o b e a n al y z e d f or r e al-ti m e s af ety 
m o nit ori n g b ut m a y b e us e d f or f ut ur e r etr os p e cti v e E C G a n al ys es, u nl ess a n e arli er a n al ysis is 
w arr a nt e d b y  e m er gi n g s af et y inf or m at i on.
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9. 1. 1 3  B o n d- L a d e r Vis u al A n al o g u e S c al e

T h e B o n d- L a d er V A S will b e a d mi nist er e d at d esi g n at e d ti m e p oi nts s h o w n i n A p p e n di x D.

B o n d- L a d er V A S of M o o d a n d Al ert n ess [ 1 3] c o nsists of a q u esti o n n air e of 1 6 a n al o g u e s c al es 
t h at d eri v e 3 f a ct ors t h at ass ess c h a n g e i n S elf- R at e d Al ert n ess, S elf- R at e d C al m n ess, a n d 
S elf- R at e d C o nt e nt m e nt. It h as pr o v e n s e nsiti vit y t o a wi d e r a n g e of c o m p o u n ds. I n t h e ori gi n al 
v ersi o ns, r ati n gs w er e p erf or m e d b y t h e s u bj e ct b y m ar ki n g a p oi nt o n a 1 0 c m li n e t h at is m e a nt t o 
r e pr es e nt t h e f ull r a n g e of t h e p arti c ul ar di m e nsi o n (f or e x a m pl e, al ert- dr o ws y). Ni n e it e ms ass ess 
al ert n ess, 5 it e ms ass ess c o nt e nt e d n ess, a n d 2 it e ms ass ess c al m n ess.  A m ar k o n t h e f ar l eft si d e or 
f ar ri g ht si d e of t h e s c al e r e pr es e nts e xtr e m es wit h r e g ar d t o t h e a dj e cti v es o n e a c h si d e of t h e li n e 
( e g, a hi g h er or m or e ri g ht w ar d s c or e o n a s c al e m ar k e d a w a k e — dr o ws y i n di c at es t h at t h e s u bj e ct 
f e els dr o wsi er).

W h e n B L- V A S ass ess m e nts ar e s c h e d ul e d at t h e s a m e ti m e as bl o o d dr a ws, vit al si g ns, or E C Gs, 
t h e y will b e c o m pl et e d wit hi n 2 h o urs b ef or e or aft er t h e bl o o d dr a ws, vit al si g ns, a n d E C Gs.

I n t his st u d y, t h e B o n d- L a d er V A S is c o nsi d er e d a s af et y m e as ur e.

9. 1. 1 4  C- S S R S

S ui ci d alit y will b e ass ess e d b y t h e us e of t h e C- S S R S. T h e C- S S R S is a 3- p art s c al e t h at m e as ur es 
s ui ci d al i d e ati o n ( e g, s u bj e ct e n d ors es t h o u g hts a b o ut a wis h t o b e d e a d or h as ot h er t h o u g hts of 
s ui ci d e), i nt e nsit y of i d e ati o n (fr e q u e n c y, d ur ati o n, c o ntr oll a bilit y, d et err e nts, a n d r e as o ns f or 
i d e ati o n), a n d s ui ci d al b e h a vi or ( a ct u all y, i nt err u pt e d, a n d a b ort e d att e m pts at s ui ci d e) [ 1 4].

T w o v ersi o ns of t h e C- S S R S will b e us e d i n t his st u d y: t h e S cr e e ni n g/ B as eli n e C- S S R S Lif et i m e 
a n d t h e Si n c e- L ast- Visit C- S S R S. T h es e will b e a d mi nist er e d a c c or di n g t o t h e s c h e d ul es s h o w n i n 
A p p e n di x A, B, C a n d D/ E f or P art 1, 2, 3, a n d 4, r es p e cti v el y.

T h e C- S S R S w as d e v el o p e d b y r es e ar c h ers at C ol u m bi a U ni v ersit y as a t o ol t o h el p s yst e m ati c all y 
ass ess s ui ci d al i d e ati o n a n d b e h a vi or i n s u bj e cts d uri n g p arti ci p ati o n i n a cli ni c al tri al of 
c e ntr all y- a cti n g dr u gs [ 1 4]. T h e C- S S R S is c o m p os e d of 3 q u esti o ns a d dr essi n g s ui ci d al b e h a vi or 
a n d 5 q u esti o ns a d dr essi n g s ui ci d al i d e ati o n, wit h s u b q u esti o ns ass essi n g t h e s e v erit y. T h e t o ol is 
a d mi nist er e d vi a i nt er vi e w wit h t h e s u bj e ct.
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9. 1. 1 6  C o g niti v e Ass ess m e nts
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9. 1. 1 7  Ot h e r Ps y c hi at ri c/ N e u r o l o gi c al R ati n g S c al es

S u bj e cts wit h s c hi z o p hr e ni a ( P art 4) will als o r e c ei v e t h e MI NI, 
. A tri al m a n u al d es cri bi n g t h e pr o c e d ur es t o b e us e d wit h t h es e 

ass ess m e nts will b e s u p pli e d t o t h e sit e. T h es e ass ess m e nts will b e a d mi nist er e d a c c or di n g t o t h e 
s c h e d ul e s h o w n i n A p p e n di x D/ E. T h e ass ess m e nts ar e bri efl y d es cri b e d b el o w:

9. 1. 1 7. 1  MI NI I nt er n ati o n al N e ur o ps y c hi atri c I nt er vi e w

T h e MI NI I nt er n ati o n al N e ur o ps y c hi atri c I nt er v i e w ( MI NI) is a s h ort str u ct ur e d di a g n osti c 
i nt er vi e w d e v el o p e d j oi ntl y b y ps y c hi atrists a n d cli ni ci a ns i n t h e U nit e d St at es a n d E ur o p e f or 
D S M-I V a n d I nt er n ati o n al Cl assifi c ati o n of Dis e as es 1 0t h R e visi o n ps y c hi atri c dis or d ers  wit h a n 
a d mi nistr ati o n ti m e of a p pr o xi m at el y 1 5  mi n ut es, it w as d esi g n e d t o m e et t h e n e e d f or a s h ort b ut 
a c c ur at e str u ct ur e d ps y c h i atri c i nt er vi e w f or m ulti c e nt er cli ni c al tri als a n d e pi d e mi ol o g y st u di e s. 
T h e cli ni ci a n r es p o nsi bl e f or t h e s u bj e ct m ust a d mi nist er t h e MI NI [ 2 0- 2 2].
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9. 1. 1 8  P h a r m a c o g e n o mi c S a m pl e C oll e cti o n

9. 1. 1 8. 1  D N A S a m pl e C oll e cti o n
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9. 1. 1 8. 2  R N A S a m pl e C oll e cti o n – P art 1

9. 1. 1 8. 3  R N A S a m pl e C oll e cti o n – P ar t 2, P art 3 a n d P art 4

9. 1. 1 9  P h a r m a c o ki n eti c S a m pl e C oll e cti o n

9. 1. 1 9. 1  C oll e cti o n of Pl as m a f or P h ar m a c o ki n eti c S a m pli n g

Bl o o d s a m pl es ( o n e 4- m L s a m pl e p er s c h e d ul e d ti m e) f or P K a n al ysis of T A K- 0 4 1 will b e 
c oll e ct e d i nt o c hill e d V a c ut ai n ers c o nt ai ni n g a nti c o a g ul a nt K 2 E D T A. Pl a c e b o s a m pl es will n ot b e 
a n al y z e d b y t h e bi o a n al yti c al l a b or at or y e x c e pt 2 s a m pl es p er s u bj e ct r e c ei vi n g pl a c e b o, 1 pr e d os e 
a n d t h e ot h er ar o u n d t h e e x p e ct e d ti m e at w hi c h C m a x o c c urr e d ( as e m er gi n g fr o m t h e a ct u al 
m e as ur e m e nt of t h e s a m pl es of t h e first d os e gr o u p) t o e ns ur e fr o m a s af et y p ers p e cti v e t h at n o 
a d diti o n al s u bj e ct s c o ul d h a v e b e e n o n a cti v e tr e at m e nt . I nstr u cti o ns f or s a m pl e pr o c essi n g a n d 
s hi p m e nt will b e pr o vi d e d i n t o t h e sit e i n t h e L a b or at or y M a n u al.

S eri al bl o o d s a m pl e s f or d et er mi n ati o n of T A K- 0 4 1 i n P art 1 will b e c oll e ct e d a c c or di n g t o 
T a bl e 9. c, a n d T a bl e 9. d,  a n d i n A p p e n di x A.Pr
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T a bl e 9 . c  C oll e cti o n of Bl o o d S a m pl es f o r P h a r m a c o ki n eti c A n al ysis i n P a rt 1, C o h o rts 
1 a n d 2

A n al yt e M at ri x D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K -0 4 1 Pl as m a D a y  1 of P eri o d 1 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 0. 2 5, 0. 5, 1, 1. 5, 2, 3, 4, 8, 
1 2, 2 4, 3 6, 4 8, 7 2, a n d 9 6 h o urs p ost d os e.

T A K -0 4 1 Pl as m a D a y  1 of P eri o d 2 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 0. 2 5, 0. 5, 1, 1. 5, 2, 3, 4, 8, 
1 2, 2 4, 3 6, 4 8, 7 2, a n d 9 6 h o urs p ost d os e, a n d at e a c h w e e kl y 
F oll o w -u p Visit

T a bl e 9 . d  C oll e cti o n of Bl o o d S a m pl es f o r P h a r m a c o ki n eti c A n al ysis i n P a rt 1, C o h o rts 
3 t o 5

A n al yt e M at ri x D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K -0 4 1 Pl as m a 1 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 0. 2 5, 0. 5, 1, 1. 5, 2, 3, 4, 8, 
1 2, 2 4, 3 6, 4 8, 7 2, a n d 9 6 h o urs p ost d os e, a n d at e a c h w e e kl y 
F oll o w -u p Visit ( D a y s 8, 1 5, 2 2, 2 9, 3 6 a n d 4 3).

S eri al  bl o o d s a m pl es f or d et er mi n ati on o f TA K -0 4 1 i n P art 2 a n d P art 4 will b e c oll e ct e d a c c or di n g 
t o T a bl e 9. e a n d i n  A p p e n di x B f or P art 2 a n d i n A p p e n di x D a n d  A p p e n di x E f or P art 4. 

T a bl e 9. e  C oll e cti o n of Bl o o d S a m pl es f o r P K A n al ysis i n P a rt 2 a n d P a rt 4

A n al yt e M at ri x D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K -0 4 1 Pl as m a 1 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 0. 5, 1, 1. 5, 2, 3, 4, 8, 1 2, 2 4, 
4 8, a n d 9 6 h o urs p ost d os e.

T A K -0 4 1 Pl as m a 8 a n d 1 5 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 1, 2 a n d 4 h o urs p ost d os e. 

T A K -0 4 1 Pl as m a 2 2 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), a n d 0. 5, 1, 1. 5, 2, 3, 4, 8, 
1 2, 2 4, a n d 4 8 h o urs p ost d os e, a n d at e a c h F oll o w -u p Visit ( D a ys 2 6, 
2 9, 3 6, 4 3, 5 0, 5 7, 6 4 a n d 7 0 ).

S eri al  blo o d s a m pl es f or d et er mi n at i on of T A K -0 4 1 i n P art 3 will b e c oll e ct e d a c c or di n g t o  T a bl e 
9 .f, a n d i n  A p p e n di x C.

T a bl e 9 .f C oll e cti o n of Bl o o d S a m pl es f o r P h a r m a c o ki n eti c A n al ysis i n P a rt 3

A n al yt e M at ri x D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K -0 4 1 Pl as m a 1 Pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 0. 2 5, 0. 5, 1, 1. 5, 2, 3, 4, 6, 
8, 1 2, 2 4, 3 6, 4 8, 7 2, a n d 9 6 h o urs p ost d os e, a n d at F oll o w -u p Visit 
( D a y 1 9).

B as e d o n e m er gi n g P K d at a fr o m pr e vi o us c o h orts, t h e a ct u al ti m es m a y c h a n g e b ut t h e n u m b er of 
s a m pl es will r e m ai n t h e s a m e. All eff orts will b e m a d e t o o bt ai n t h e P K s a m pl es at t h e e x a c t 
n o mi n al t i m e r el ati v e t o d osi n g. W h e n t h e ti mi n g of s af ety m e as ur e m e nts c oi n ci d es wit h a P K 
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bl o o d c oll e cti o n, t h e or d er s h o ul d b e s af et y ass ess m e nts f oll o w e d b y P K bl o o d s a m pl e c oll e cti o n 
at t h e n o mi n al ti m e. T h e a ct u al ti m es of 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 o ur c e 
d o c u m e nts a n d e C R F.

S a m pli n g ti m e p oi nts m a y b e a dj ust e d b as e d o n t h e pr eli mi n ar y e m er gi n g P K d at a c oll e ct e d fr o m 
pri or p eri o d/ c o h ort(s), b ut t h e t ot al n u m b er of s a m pl es c oll e ct e d p er s u bj e ct s h o ul d n ot e x c e e d t h e 
pl a n n e d n u m b er.

9. 1. 1 9. 2  C oll e cti o n of Uri n e f or P h ar m a c o ki n eti c S a m pli n g

S eri al uri n e s a m pl es f or d et er mi n ati o n of T A K- 0 4 1 i n P art 1 will b e c oll e ct e d a c c or di n g t o 
T a bl e 9. g a n d i n  A p p e n di x A.

T a bl e 9. g  C oll e cti o n of U ri n e S a m pl es f o r P h a r m a c o ki n eti c A n al ysis f o r P a rt 1

A n al yt e  M at ri x  D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K- 0 4 1  Uri n e 1 Pr e d os e (- 1 2 t o 0), 0 t o 6, 6 t o 1 2, 1 2 t o 2 4, 2 4 t o 4 8, 4 8 t o 7 2, a n d 7 2 
t o 9 6 h o urs p ost d os e.

S eri al uri n e s a m pl es f or d et er mi n ati o n of T A K- 0 4 1 i n P art 2 will b e c oll e ct e d a c c or di n g t o 
T a bl e 9. h a n d i n  A p p e n di x B.

T a bl e 9. h  C oll e cti o n of U ri n e S a m pl es f o r P h a r m a c o ki n eti c A n al ysis f o r P a rt 2 

A n al yt e  M at ri x  D osi n g D a y S c h e d ul e d Ti m e ( h o u rs)

T A K- 0 4 1  Uri n e 1 Pr e d os e (- 1 2 t o 0), a n d 0 t o 6, 6 t o 1 2, 1 2 t o 2 4, 2 4 t o 4 8 h o urs 
p ost d os e.

T A K- 0 4 1  Uri n e 2 2 Pr e d os e (- 1 2 t o 0), a n d 0 t o 6, 6 t o 1 2, 1 2 t o 2 4, 2 4 t o 4 8 h o urs 
p ost d os e.

I n P art 2 a n d P art 4 o nl y, 1 0 m L ali q u ots s h o ul d b e t a k e n fr o m t h e uri n e c oll e cti o ns o n D a ys 1 a n d 
2 2 ( pr e d os e a n d 1 2 t o 2 4 h o urs p ost d os e) f or m e as ur e m e nt of 6 β - h y dr o x y c ortis ol/ c ortis ol r ati o t o 
ass ess C Y P 3 A 4 i n d u cti o n.

W h e n E arl y T er mi n ati o n o c c urs o n a n o n- P K bl o o d c oll e cti o n d a y, P K bl o o d a n d uri n e s a m pl es 
s h o ul d b e c oll e ct e d.

Uri n e s a m pl es f or s u bj e cts r a n d o mi z e d t o pl a c e b o will n ot b e a n al y z e d.

Uri n e v ol u m e will b e r e c or d e d wit hi n 2 h o urs of t h e e n d of t h e c oll e cti o n p eri o d. I nstr u cti o ns f or 
s a m pl e pr o c essi n g a n d s hi p m e nt will b e pr o vi d e d t o t h e sit e i n t h e L a b or at or y M a n u al.
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9. 1. 1 9. 3 Bi o a n al yti c al M et h o ds

Pl as m a a n d uri n e c o n c e ntr ati o ns of T A K -0 4 1 will b e m e as ur e d b y  hi g h-p erf or m a n c e li q ui d 
c hr o m at o gr a p h y  wit h t a n d e m ma s s s p e ctr o m etr y  at P P D la b or at ori e s.

9. 1. 2 0 P h a r m a c o ki n eti c P a r a m et e rs

T h e P K p ar a m et ers of T A K - 0 4 1 will b e d et er mi n e d fr o m t he c o n c e ntr ati o n -ti m e pr ofil es f or all 
e v al u a bl e s u bj e cts i n all st u d y p arts. A ct u al s a m pli n g ti m es, r at h er t h a n s c h e d ul e d s a m pli n g ti m es, 
will b e us e d i n all c o m p ut ati o ns i n v o l vi n g s a m pli n g ti m es. T h e f oll owi n g P K p ar a m et ers will b e 
c al c u l at e d f or plas m a c o n c e ntr ati o n v al u es of T A K - 0 4 1:

T a bl e 9.i P h a r m a c o ki n eti c P a r a m et e rs

S y m b ol/ T e r m D efi niti o n

Pl as m a

A U C 2 4 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 t h e ti m e 0 t o ti m e 2 4 h o urs. N ot e: If a 
ti m e p eri o d ot h er t h a n 2 4 h o urs is n e e d e d, t his will h a v e t o b e s p e cifi e d ( e g, A U C7 2 f or ti m e 0 
t o 7 2 h o urs).

A U C 9 6 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 t h e ti m e 0 t o ti m e 9 6 h o urs. 

A U C τ 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 d uri n g a d osi n g i nt er v al, w h er e t a u ( τ) is t h e 
l e n gt h of t h e d osi n g i nt er v al.

A U C l ast 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 0 t o ti m e of t h e l ast q u a ntifi a bl e 
c o n c e ntr ati o n.

A U C ∞ Ar e a u n d er t h e pl as m a c o n c e ntr a ti o n-ti m e c ur v e fr o m ti m e 0 t o i nfi nit y, c al c ul at e d as 
A U C ∞ = A U C t+ C l ast/ λ z

R a c( A U C) A c c u m ul ati o n r ati o ( b as e d o n A U C), c al c ul at e d as d os e n or m ali z e d A U C τ at st e a d y st at e/ d os e 
n or m ali z e d A U C τ aft er a si n gl e d os e.

R a c( C m a x) A c c u m ul ati o n f a ct or ( b as e d o n C m a x ), c al c ul at e d as d os e n or m ali z e d Cm a xss / d os e n or m ali z e d 
C m a x aft er a si n gl e d os e.

C a v,ss A v er a g e pl as m a c o n c e ntr ati o n at st e a d y st at e, c al c ul at e d as A U C τ/ τ.

C l ast L ast o bs er v e d q u a ntifi a bl e pl as m a c o n c e ntr ati o n.

C m a x M a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n.

C m a x,ss M a xi m u m o bs er v e d st e a d y -st at e pl as m a c o n c e ntr ati o n d uri n g a d osi n g i nt er v al.

C tr o u g h Tr o u g h pl as m a c o n c e ntr ati o n ( m e as ur e d c o n c e ntr ati o n at t h e e n d of a d osi n g i nt er v al at 
st e a d y st at e t a k e n dir e ctl y b ef or e n e xt a d mi nistr ati o n.

C L / F A p p ar e nt cl e ar a n c e aft er e xtr a v as c ul ar a d mi nistr ati o n, c al c ul at e d as = D os e/ A U C ∞ aft er a 
si n gl e d os e a n d as D os e/ A U C τ aft er m ulti pl e d osi n g ( at st e a d y st at e).

t1/ 2 z T er mi n al eli mi n ati o n h alf -lif e, c al c ul at e d as l n( 2)/ λ z.

tm a x Ti m e t o r e a c h C m a x .

V z / F A p p ar e nt v ol u m e of distri b uti o n d uri n g t h e t er mi n al p h as e aft er e xtr a v as c ul ar a d mi nistr ati o n, 
c al c ul at e d as ( C L/ F)/ λ z.

T h e f o ll owi n g uri n e P K p ar a m et ers of T A K -0 4 1 will  be d eri v e d fr o m  uri n e c o n c e ntr ati o ns of 
T A K - 0 4 1:

Pr
o p

ert
y 
of 

T a
k e

d a
: 

F o
r 
n o

n-
c o

m
m e

r c
i a
l 
u s

e 
o n
l y
 a

n d
 s

u b
j e

ct 
t o
 t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 8 7 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 9.j  U ri n e P a r a m et e rs P a rt 1, P a rt 2 a n d P a rt 4

U ri n e

A e t T ot al a m o u nt of dr u g e x cr et e d i n uri n e fr o m ti m e 0 t o ti m e t.

fe Fr a cti o n of dr u g e x cr et e d i n uri n e, c al c ul at e d as ( A e t/ d os e) × 1 0 0. M ol e c ul ar w ei g ht a dj ust m e nt 
n e e d e d f or m et a b olit es.

C L R R e n al cl e ar a n c e, c al c ul at e d as A e/ A U C.

9. 1. 2 1  P h a r m a c o d y n a m i c P a r a m et e rs

9. 1. 2 1. 1

9. 1. 2 2  E x pl o r at o r y Bi o m a r k e r S a m pl e C oll e cti o n
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9. 1. 2 3 D o c u m e nt ati o n of S c r e e n F ail u r e

I n v esti g at ors m ust a c c o u nt f or all s u bj e cts w h o si g n i nf or m e d c o ns e nt. If t h e s u bj e ct is f o u n d t o b e 
n ot eli gi bl e at t his visit, t h e i n v esti g at or s h o ul d c o m pl et e t h e e C R F s cr e e n f ail ur e f or m.

T h e pri m ar y  r e as o n f or s cr e e n f ail ur e is r e c or d e d i n t h e e C R F usi n g t h e f oll o wi n g c at e g ori es:

 P T E/ A E.

 Di d n ot m e et i n cl u si o n  crit eria or di d m e et e x cl usi o n crit eri a (s p e cif y  r e a s o n).

 Si g nifi c a nt pr ot o c ol  d e vi ati on.

 L ost t o f oll o w - u p.

 V ol u nt ar y  wit hdr a w al (s p e cif y  r e a s o n).

 St u d y  t er mi n ati on.

 Ot h er (s p e cif y r e as o n).

S u bj e ct n u m b ers assi g n e d t o s u bj e cts w h o f ail s cr e e ni n g s h o ul d n ot b e r e us e d.

9. 1. 2 4 D o c u m e nt ati o n of R a n d o mi z ati o n

O nl y s u bj e cts w h o m e et all of  t h e i n clu si o n  crit eria a n d n o n e of t h e e x cl usi o n cri t eria ar e eli gi bl e 
f or r a n d o mi z ati on i nto t h e tr e at m e nt p h as e.

If t h e s u bj e ct is f o u n d t o b e n ot eli gi bl e f or r a n d o mi z ati on, t h e i n v est i g at or s h o ul d r e c or d t h e 
pri m ar y  r e as o n f or f ail ur e o n t h e a p pli ca bl e e C R F.

9. 2 M o nit o ri n g S u bj e ct T r e at m e nt C o m pli a n c e

St u d y  m e di c ati on w ill b e a d mi nist er e d w hil e s u bj e cts ar e u n d er o bs er v ati o n i n t h e cli ni c al r es e ar c h 
u nit. F oll o wi n g a d mi nistr ati o n of t h e st u d y m e di c ati o n, a p pr o pri at e m o ut h a n d/ or h a n d c h e c ks will 
b e p erf or m e d t o e ns ur e t h at t h e d os e is s w all o w e d a n d n ot e d i n t h e s o ur c e d o c u m e nt. T h e d at e a n d 
ti m e of e a c h d os e will 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 nts a n d o n t h e e C R Fs. A n i n v e nt or y of t h e 
st u d y me di c at i on s u p pli es dis p e ns e d will b e p erf or m e d b y  t h e sit e p h ar ma ci st or a ut h ori z e d st u d y  
d esi g n e e a n d r e c or d e d o nt o t h e Dr u g A c c o u nt a bilit y L o g i n t h e s u bj e ct’s s o ur c e d o c u m e nt r e c or ds 
or e q ui v al e nt. T h e e x a ct d os e ti m e of c o ns e c ut i v e s u bj e cts m a y b e st a g g er e d t o f a cilitat e l o gi st i cs 
at t h e sit e.

9. 3 S c h e d ul e of O bs e r v a ti o ns a n d P r o c e d u r es

 T h e s c h e d ul es f or all st u d y -r elat e d pr o c e d ur es i n P art 1, P art 2, P art 3 a n d P art 4 ar e s h o w n i n 
A p p e n di x A , A p p e n di x B , A p p e n di x C a n d  A p p e n di x D /E , r es p e cti v el y. Ass ess m e nts s h o uld 
b e c o m p l et e d at t h e d esi g n at e d visit/ti m e p oi nt(s).
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9. 3. 1 Dis c h a r g e

P a rt 1 D a y 5 ( Dis c h a r g e)

 P h ysi c al e x a mi n at i on a n d n e ur o l ogi c al e x a mi n at i on.

 Vi t al si g ns.

 W ei g ht.

 C o n c o mit a nt m e di c at i ons.

 1 2- L e a d E C G.

 S af et y l ab or at or y  t e st s.

 S er u m  pr e g n a n c y t est ( h C G) (f e m al e s u bj e cts o nl y) ( C o h orts 1 a n d 2 o nl y)

 P K bl o o d c oll e ct i on.

 P K uri n e c o ll e cti on.

 A E ass ess m e nt.

 C- S S R S ( Si n c e L ast Visit).

 B o n d -L a d er V A S.

P a rt 2 a n d P a rt 4 D a ys 3, 1 0, 1 7, a n d 2 4 ( Fi n al Dis c h a r g e)

 P h ysi c al  e x a mi n ati on a n d n e ur o l ogi c al e x a mi n at i on.

 Vi t al si g ns.

 C o n c o mit a nt m e di c at i ons.

 1 2- L e a d E C G.

 S af et y l ab or at or y  t e st s.

 P K bl o o d c oll e ct i on ( D a ys 3 a n d 2 4 o nl y).

 P K uri n e c o ll e cti on ( D a ys 3 a n d 2 4 o nl y).

 A E ass ess m e nt.

 C- S S R S ( Si n c e L ast Visit).

 B o n d -L a d e r V A S.

P a rt 3 D a y 1 9 ( F oll o w -u p )

 P h ysi c al e x a mi n at i on a n d n e ur o l ogi c al e x a mi n at i on.

 Vi t al si g ns.

 C o n c o mit a nt m e di c at i ons.
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 1 2 -L e a d E C G.

 S af et y l ab or at or y  t e st s.

 P K bl o o d c oll e ct i on

 A E ass ess m e nt.

 C- S S R S ( Si n c e L ast Visit).

F or all s u bj e cts r e c ei vi n g st u d y m e di c at i on, t h e i n v esti g at or m ust c o m pl et e t h e E n d of  St u d y e C RF 
p a g e.

9. 3. 2 E a rl y T e r mi n ati o n

T h e r e as o n f or dis c o nti n u at i on m ust 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 nt a n d e C R F . T h e 
f oll owi n g pr o c e d ur es will b e p erf or m e d a n d d o c u m e nt e d:

W h e n e arl y  t er mi n ati on is wit hi n 1 h o ur of a s c h e d ul e d P K s a m pl e c oll e cti on a n d t h e st u d y  dr u g 
h as b e e n a d mi nist er e d, t h e P K s a m pl e s h o ul d b e c oll e ct e d. T h e sit e m a y s e e k g ui d a n c e. F or 
e x a m pl e, c oll e ct s a m pl es if e arl y wit h dr a w al is d u e t o a n A E a n d/ or if s e v er al h o urs el a ps e d si n c e 
l a st blo o d dr a w.

F or all s u bj e cts r e c ei vi n g st u d y dr u g, t he i n v est i g at or m ust c o m pl et e t he E n d -of -St u d y  e C R F p a g e. 
E n d -of -St u d y  is d efi n e d as t h e F oll o w -u p ass ess m e nt or E arl y  T er mi n atio n.

9. 4 Bi ol o gi c al S a m pl e R et e nti o n a n d D est r u cti o n

I n t his st u d y, s p e ci m e ns f or g e n o m e/ g e n e a n al ysis will b e c oll e ct e d as d es cri b e d i n S e cti o n 9. 1. 1 5 , 
Ot h er Pr o c e d ur es. T h e g e n et i c m at eri al will b e pr es er v e d a n d r et ai n e d at C o v a n c e Bi or e p osit or y  
f or u p t o b ut n ot l o n g er t h a n 1 5 ye ars or as r e q ui r e d b y a p pli c a bl e l a w. T h e s p o ns or h as p ut i nt o 
pl a c e a s yst e m t o pr ot e ct t h e s u bj e cts’ p ers o n al i nf or m ati o n t o e ns ur e o pti m al c o nfi d e nt i ality a n d 
d efi n e d st a n d ar d pr o c ess es f or s a m pl e a n d d at a c oll e ct i on, st or a g e, a n al ysis, a n d d estr u cti o n.

T h e s a m pl es will b e s e nt t o a c e ntr al l a b or at or y  t h at pr o c ess es t h e bl o o d s a m pl e a n d s er v es as a 
s e c ur e st or a g e f a cilit y. T h e s a m pl es will b e i nit i all y st or e d at C o v a n c e C e ntr al L a b or at or y S er vi c es, 
I n di a n a p olis, I N. T h e S p o ns or a n d r es e ar c h ers w or ki n g wit h t h e S p o ns or will h a v e a c c ess t o t h e 
s a m pl es c o ll e ct e d a n d a n y t est r es ults. All s a m pl es c oll e ct e d d uri n g t h e st u d y will b e st or e d 
s e c ur el y wit h li mit e d ac c ess a n d t h e S p o ns or will r e q uir e a n y o n e w h o w or k s wi t h t h e s a mpl e s t o 
a gr e e t o h ol d t h e r es e ar c h i nf or m at i on a n d a n y r es ults i n c o nfi d e n c e.

T h e s a m pl e will b e l a b el e d wit h a u ni q u e s a m pl e i d e nt ifi er si mil ar t o l a b eli n g i n t h e m ai n st u d y b ut 
usi n g a c o d e t hat is diff er e nt fr o m t h e c o d e att a c h e d t o t he h e alt h i nf or m ati o n a n d ot h er cli ni c al t est 
r e s ults c oll e ct e d i n t h e st u d y. T h e s a m pl e a n d d at a ar e li n k e d t o p ers o n al h e alt h i nf or m ati on wi t h 
c o d e n u m b ers; t h e s a m pl es ar e stri p p e d of all p ers o n al i d e ntif yi n g i nf or m ati o n b ut a k e y li n ki n g 
t he s a m pl es t o cli ni c al a n al ysis d at a e xists. T his li n k m e a ns t h at t h e s u bj e ct m a y  b e id e nt ifi e d b ut 
o nl y  in dir e ct l y. T h e c o d e n u m b ers will b e k e pt s e c ur e b y or o n b e h alf of t he S p o ns or.
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S u bj e cts w h o c o ns e nt e d a n d pr o vi d e d a p h ar m a c o g e n o mi c s a m pl e f or D N A a n d R N A a n al ysis c a n 
wit h dr a w t h eir c o ns e nt a n d r e q u est dis p os al of a st or e d s a m pl e at a n y ti m e pri or t o a n al ysis. N otif y 
s p o ns or of c o ns e nt wit h dr a w al.

9. 5  Bl o o d V ol u m e

T ot al bl o o d s a m pli n g v ol u m e f or a n i n di vi d u al s u bj e ct i n P art 1 is s h o w n i n  T a bl e 9. k.

T a bl e 9. k  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 1 C o h o rt 1

S a m pl e T y p e
S a m pl e V ol u m e 

( m L)

N u m b e r of S a m pl es

T ot al
V ol u m e ( m L)S c r e e ni n g

P e ri o d F oll o w- u p 
Visits ( a)

Fi n al 
Visit1 2 3 4

S af et y l a b or at or y t ests 2 0. 2 m L at 
s cr e e ni n g

1 1. 7 m L at ot h er 
visits

1  3 3 3 3  7  1 2 5 4. 2

5’ n u cl e oti d as e ( a) 3. 5 m L 1 ( b) 3 ( b) 3 ( b) 3 ( b) 3 ( b) 7 ( b) 1 ( b) 1 4 ( a)

P K bl o o d c oll e cti o n 4 0 1 5 1 5 1 5 1 5 7 0 2 6 8

e G F R ( c) 3. 5 0 2 ( c) 2 ( c) 2 ( c) 0 0 0 1 0. 5 ( c)

T ot al A p p r o xi m at e Bl o o d S a m pli n g  V ol u m e 5 6 2. 7

( a) N u m b er of s a m pl es b as e d o n 7 w e e kl y s af et y a n d P K F oll o w- u p Visits pl a n n e d.
( b) T h e bl o o d r e q uir e d f or 5’ n u cl e oti d as e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y 2, D a y 5, at 
t h e w e e kl y s af et y F oll o w- u p Visits a n d at t h e Fi n al Visit. O n D a y 1 a s e p ar at e 3. 5 m L s a m pl e will b e c oll e ct e d.
( c) T h e bl o o d r e q uir e d f or t h e pr e d os e e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es o n D a y - 1. T h e 
p ost d os e e G F R 3. 5 m L s a m pl e will b e c oll e ct e d 6 ( ± 2) h o urs p ost d os e.

T h e m a xi m u m v ol u m e of bl o o d i n a n y si n gl e d a y i s a p pr o xi m at el y 5 8 m L. T h e t ot al v ol u m e of 
bl o o d f or e a c h s u bj e ct i n C o h ort 1 is a p pr o xi m at el y 5 6 2. 7 m L. Dir e ct v e ni p u n ct ur e or i n d w elli n g 
c at h et er m a y b e u s e d f or bl o o d c oll e cti o n.

T ot al bl o o d s a m pli n g v ol u m e f or a n i n di vi d u al s u bj e ct i n P art 1 C o h ort 2 is s h o w n i n  T a bl e 9.l.
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T a bl e 9.l  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 1 C o h o rt 2

S a m pl e T y p e
S a m pl e V ol u m e 

( m L)

N u m b e r of S a m pl es

T ot al V ol u m e 
( m L)S c r e e ni n g

P e ri o d F oll o w- u p
Visits ( a)  Fi n al Visit1 2  3

S af et y l a b or at or y t ests 2 0. 2 m L at 
s cr e e ni n g

1 1. 7 m L at ot h er 
visits

1 3 3 3  7  1 2 1 9. 1

5’ n u cl e oti d as e ( a) 3. 5 1 ( b) 3 ( b) 3 ( b) 3 ( b) 7 ( b) 1 ( b) 1 0. 5 ( a)

P K bl o o d c oll e cti o n 4 0 1 5 1 5 1 5 7 0 2 0 8

e G F R ( c) 3. 5 0 2 ( c) 2 ( c) 2 ( c) 0 0 1 0. 5 ( c)

T ot al A p p r o xi m at e Bl o o d S a m pli n g V ol u m e 4 6 4. 1

( a) N u m b er of s a m pl es b as e d o n 7 w e e kl y s af et y a n d P K F oll o w- u p Visits pl a n n e d.
( b) T h e bl o o d r e q uir e d f or 5’ n u cl e oti d as e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y 2, D a y 5, at 
t h e w e e kl y s af et y F oll o w- u p Visits a n d at t h e Fi n al Visit. O n D a y 1 a s e p ar at e 3. 5 m L s a m pl e will b e c oll e ct e d.
( c) T h e bl o o d r e q uir e d f or t h e pr e d os e e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es o n D a y - 1. T h e 
p ost d os e e G F R 3. 5 m L s a m pl e will b e c oll e ct e d 6 ( ± 2) h o urs p ost d os e.

Si mil ar t o P art 1 C o h ort 1, t h e m a xi m u m v ol u m e of bl o o d c oll e ct e d f or C o h ort 2 i n a n y si n gl e d a y 
is a p pr o xi m at el y 5 8  m L. T h e t ot al v ol u m e of bl o o d f or e a c h s u bj e ct i n C o h ort 2 is a p pr o xi m at el y 
4 6 4. 1 m L. Dir e ct v e ni p u n ct ur e or i n d w elli n g c at h et er m a y b e us e d f or bl o o d c oll e cti o n.

T ot al bl o o d s a m pli n g v ol u m e f or a n  i n di vi d u al s u bj e ct i n P art 1 C o h orts 3 t o 5 is s h o w n i n T a bl e 
9. m.

Pr
o p

ert
y 
of 

T a
k e

d a
: 

F o
r 
n o

n-
c o

m
m e

r c
i a
l 
u s

e 
o n
l y
 a

n d
 s

u b
j e

ct 
t 

li
c a

bl
e 

T e
r
m s
 o
f 

U s
e

m e e 
L)) mmm

2 1 9. 19 1 T e

li
c

li
c

00

m at e Bl o o dat e Bl oj e
c

u b
j

a n n e d.n n e d.
af et y l a b orf et y l a b

e p ar at e 3. 5ar at e 3
d as p art oas p art

d os e.d os e

m e of bm e of b
o f f bl o o dbl o o

elli n g c aelli n g 

n i n di vi di n di v

C CI



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 9 3 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 9. m  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 1 C o h o rts 3 t o 5

S a m pl e T y p e

S a m pl e 
V ol u m e 
( m L)

V ol u m e p e r S u bj e ct ( m L)

T ot al V ol u m e 
p e r S u bj e ct p e r 
C o h o rt ( m L)

S c r e e ni n g
D a y

- 2 1 t o - 2

D a y

F oll o w- u p 
Visits

Fi n al 
Visit

D a y 
- 1 1 2 3 4 5 E T

S af et y l a b or at or y 
s a m pl es

2 0 m L at 
s cr e e ni n g
1 2 m L at 
ot h er visits

2 0 1 2 1 2 1 2 1 2 1 2 ( 7 2)( a) 1 2 1 4 0

5’ n u cl e oti d as e 3. 5 ( b) ( b) ( b) ( b) ( b) ( b) 0

P K s a m pl es 4 4 0 8 4 4 4 4 4 ( 2 4)( a) 8 4

e G F R 3. 5 ( c) ( c) ( c) ( c) 0

T ot al Bl o o d S a m pli n g V ol u m e 2 4 5

( a) T h e n u m b ers r e pr es e nt v ol u m e r e q uir e d p er visit a n d i n p ar e nt h esis, t h e v ol u m e r e q uir e d f or 6 visits ( D a ys 8, 1 5, 2 2, 2 9, 36, a n d 
4 3).
( b) T h e blo o d r e q uir e d f or 5’ n u cl e oti d as e will b e  c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y - 1, D a y 2, D a y
5, at E arl y T er mi n ati o n, at t h e w e e kl y s af et y f oll o w- u p visits, a n d at t h e Fi n al Visit.
( c) T h e bl o o d r e q uir e d f or e G F R will b e c oll e ct e d a s p art of t h e s af et y l a b or at or y s a m pl es at D a y - 1, D a y 2, D a y 5, a n d at t h e w e e kl y 
s af et y f oll o w- u p visits.

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d f or C o h orts 3 t o 5 i n a n y si n gl e d a y is a p pr o xi m at el y 
4 0  m L. T h e t ot al v ol u m e of bl o o d f or e a c h s u bj e ct i n C o h orts 3 t o 5 is a p pr o xi m at el y 2 4 5 m L. 
Dir e ct v e ni p u n ct ur e or i n d w elli n g c at h et er m a y b e us e d f or bl o o d c oll e cti o n.

T ot al bl o o d s a m pli n g v ol u m e f or a n i n di vi d u al s u bj e ct i n P art 2 is s h o w n i n  T a bl e 9. n.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 9 4 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 9. n  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 2 C o h o rts 1 t o 4

S a m pl e T y p e

S a m pl e 
V ol u m e 
( m L)

V ol u m e p e r S u bj e ct ( m L)

T ot al 
V ol u m e 

p e r 
S u bj e ct 

p e r 
C o h o rt 
( m L)

S c r e e ni
n g

D a y

Fi n al 
Dis c h a

r g e 
D a y 2 4  E T

F oll o w-
u p P e ri o d 

S af et y 
P K F/ u 
visits

D a y 
- 2 1- 3 5 7 8 1 4 1 5 2 1 2 2 2 3

S af et y 
l a b or at or y 
s a m pl es

2 0 m L at 
s cr e e ni n g
1 2 m L at 

ot h er 
visits

2 0 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 ( 8 4)( a) 2 1 2

5’ n u cl e oti d as
e ( a)

3. 5 ( b) ( b) ( b) ( b) ( b) ( b) ( b) ( b) 0

P K s a m pl es 4 4 4 4 1 6 1 6 3 6 4 4 4 4 ( 2 8) ( a) 1 5 2

e G F R 3. 5 ( c) ( c) ( c) ( c) ( c) ( c) 0

T ot al Bl o o d S a m pli n g V ol u m e 4 5 5

T h e t ot al bl o o d v ol u m e of 5 2 8. 5 ml will b e t a k e n o v er a p eri o d of 2. 5 m o nt hs
( a) T h e n u m b ers r e pr es e nt v ol u m e r e q uir e d p er visit a n d i n p ar e nt h esis, t h e v ol u m e r e q uir e d f or 7 visits ( D a ys 2 6, 2 9, 3 6, 4 3, 5 0, 5 7 , 
a n d 6 4).
( b) T h e blo o d r e q uir e d f or 5’ n u cl e oti d as e will b e  c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y - 2, D a y 7, D a y 
1 4, D a y 2 1, D a y 2 4, E arl y T er mi n ati o n, a n d at t h e w e e kl y s af et y f oll o w- u p visits.
( c) T h e bl o o d r e q uir e d f or e G F R will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at D a ys - 2, 7, 1 4, 2 1, a n d at t h e w e e kl y 
s af et y f oll o w- u p visits.

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d o n a n y si n gl e d a y is a p pr o x i m at el y 1 0 8. 5 m L. T h e t ot al 
v ol u m e of bl o o d t o b e c oll e ct e d fr o m e a c h s u bj e ct i n P art 2 C o h orts 1 t o 4 is a p pr o xi m at el y 
4 5 5  m L, a n d will b e t a k e n o v er a p eri o d of 2. 5 m o nt hs. Dir e ct v e ni p u n ct ur e or i n d w elli n g c at h et er 
m a y b e us e d f or bl o o d c oll e cti o n .

T ot al bl o o d s a m pli n g v ol u m e f or a n i n di vi d u al s u bj e ct i n P art 3 is s h o w n i n  T a bl e 9. o.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 9 5 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 9. o  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 3

S a m pl e 
T y p e

S a m pl e 
V ol u m e

N u m b e r of S a m pl es

T ot al 
V ol u m eS c r e e ni n g

D a y
- 1

D a y 
1

D a y 
2

D a y 
3

D a y 
4

D a y 
5

E T  F oll o w
- u p 

D a y 1 9

S af et y 
L a b or at or y 
S a m pl es

2 0 1 1 - - 1 - - 1 1 8 0

5’ 
n u cl e oti d as e

3. 5 ( b) ( b) ( b) ( b) 0

P K S a m pl es 4 - - 1 1 2 1 1 1 1 1 6 8

e G F R 3. 5 ( c) ( c) ( c) 0
T ot al Bl o o d S a m pli n g V ol u m e ( ml) 1 5 9

( a) T h e n u m b ers r e pr es e nt v ol u m e r e q uir e d p er visit.
( b) T h e bl o o d r e q uir e d f or 5’ n u cl e oti d as e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y - 1, E arl y 
T er mi n ati o n, a n d at t h e F oll o w- u p visit.
( c) T h e bl o o d r e q uir e d f or e G F R will b e c oll e ct e d as p art of t he s af et y l a b or at or y s a m pl es at D a y - 1, E T or F oll o w- u p visit.

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d f or a s u bj e ct i n P art 3 i n a n y si n gl e d a y is a p pr o xi m at el y 
5 5  m L. T h e t ot al v ol u m e of bl o o d f or e a c h s u bj e ct i n P art 3 is a p pr o xi m at el y 1 5 9  m L. Dir e ct 
v e ni p u n ct ur e or i n d w elli n g c at h et er m a y b e us e d f or bl o o d c oll e cti o n.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 9 6 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

T a bl e 9. p  A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 4

S a m pl e T y p e

S a m pl e 
V ol u m e 
( m L)

V ol u m e p e r S u bj e ct ( m L) T ot al 
V ol u m e 

p e r 
S u bj e ct 

p e r 
C o h o rt 
( m L)

S c r e e n-
i n g

D a y

Fi n al 
Dis c h a

r g e 
D a y 2 4  E T

F oll o w-
u p P e ri o d 

S af et y 
P K F/ u 
visits

D a y 
- 2 1- 3 5 7 8 1 4 1 5 2 1 2 2 2 3

S af et y 
l a b or at or y 
s a m pl es

2 0 m L at 
s cr e e ni n g
1 2 m L at 

ot h er 
visits

2 0 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 ( 8 4)( a) 2 1 2

5’ n u cl e oti d as
e ( a)

3. 5 ( b) ( b) ( b) ( b) ( b) ( b) ( b) ( b) 0

P K s a m pl es 4 4 4 4 1 6 1 6 3 6 4 4 4 4 ( 2 8) ( a) 1 5 2

e G F R 3. 5 ( c) ( c) ( c) ( c) ( c) ( c) 0

T ot al Bl o o d S a m pli n g V ol u m e 4 5 5

( a) T h e n u m b ers r e pr es e nt v ol u m e r e q uir e d p er visit a n d i n p ar e nt h esis, t h e v ol u m e r e q uir e d f or 7 visits ( D a ys 2 6, 2 9, 3 6, 4 3, 5 0, 5 7, 
a n d 6 4).
( b) T h e blo o d r e q uir e d f or 5’ n u cl e oti d as e will b e  c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at S cr e e ni n g, D a y - 2, D a y 7, D a y 
1 4, D a y 2 1, D a y 2 4, E arl y T er mi n ati o n, a n d at t h e w e e kl y s af et y f oll o w- u p visits.
( c) T h e bl o o d r e q uir e d f or e G F R will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es at D a ys - 2, 7, 1 4, 2 1, a n d at t h e w e e kl y 
s af et y f oll o w- u p visits.

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d o n a n y si n gl e d a y is a p pr o xi m at el y 1 0 8 m L. T h e t ot al 
v ol u m e of bl o o d t o b e c oll e ct e d fr o m e a c h s u bj e ct i n P art 4 is a p pr o xi m at el y 4 5 5  m L, a n d will b e 
t a k e n o v er a p eri o d of 2. 5 m o nt hs. Dir e ct v e ni p u n ct ur e or i n d w elli n g c at h et er m a y b e us e d f or 
bl o o d c oll e cti o n.
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 9 7 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

1 0. 0 P R E T R E A T M E N T E V E N T S A N D A D V E R S E E V E N T S

1 0. 1 D efi niti o ns

1 0. 1. 1 P T Es

A P T E i s d efi n e d as a n y u nt o w ar d m e d i c al o c c urr e n c e i n a cli ni c al i n v esti g ati on s u bj e ct w h o h as 
sig n e d i nf or m e d c o ns e nt t o p arti ci p at e i n a st u d y  b ut prior t o a d mi nistr ati o n of a n y st u d y  
m e di c at i on; i t d o es n ot n e c ess aril y h a v e t o h a v e a c a us al r el ati on s hi p wi t h st u d y p artici p at i on.

1 0. 1. 2 A Es

A n A E i s d efi n e d as a n y u nt o w ar d m e di c al o c c urr e n c e i n a cli ni c al i n v est i g ati on s u bj e ct 
a d mi nist er e d a dr u g or d u e t o a st u d y  pr o c e d ur e; it d o es n ot n e c ess aril y ha v e t o h a v e a c a us al 
r elat i ons hi p wit h t his tr e at m e nt.

A n A E c a n t h er ef or e b e a n y u nf a v or a bl e a n d u ni nt e n d e d si g n ( e g, a cli ni c all y si g nifi c a nt a b n or m al 
l a b or at or y fi n di n g), s y m pt o m, or dis e as e t e m p or all y ass o ci at e d wit h t h e us e of a st u d y dr u g or d u e 
t o a st u d y pr o c e d ur e, w h et h er or n ot it is c o nsi d er e d r el at e d t o t h e st u d y dr u g.

1 0. 1. 3 A d diti o n al P oi nts t o C o nsi d e r f o r P T Es a n d A Es

A n u nt o w ar d fi n di n g g e n er all y m a y:

 I n di c at e a n e w di a g n osis or u n e x p e ct e d w ors e ni n g of a pr e-e xist i n g c o n diti on. (I nt er mitt e nt 
e v e nts f or pr e -e xist i n g c o n diti ons u n d erl yi n g dis e as e s h o ul d n ot b e c o nsi d er e d P T Es or A Es.)

 N e c essit at e t h er a p e uti c i nt er v e nt i on.

 R e q ui r e a n i n v asi v e di a g n osti c pr o c e d ur e.

 R e q ui r e dis c o nti n u ati o n or a c h a n g e i n d os e of st u d y m e di c at i on or a c o n c o mit a nt m e di c at i on.

 B e c o nsi d er e d u nf a v or a bl e b y t h e i n v est i g at or f or a n y r e as o n. 

 P T Es/ A Es c a us e d b y a st u d y pr o c e d ur e ( e g, a br uis e aft er bl o o d dr a w) s h o ul d b e r e c or d e d as a 
P T E/ A E.

Di a g n os es vs si g ns a n d s y m pt o ms:

 E a c h e v e nt s h o ul d b e r e c or d e d t o r e pr es e nt a si n gl e  di a g n osis. A c c om p a n yi n g si g ns (i n cl u di n g 
a b n or m al  la b or at or y  v al u es or E C G fi n di n gs) or s ym pt o m s s h o uld N O T b e r e c or d e d as 
a d di tio n al  AE s. If  a dia g n osis is u n k n o w n, si g n(s) or s y m pt o m(s) s h o ul d b e r e c or d e d 
a p pr o pri at el y  as a P T E(s) or as a n A E(s).

L a b or at or y  val u es a n d E C G fi n di n gs:

 C h a n g es i n l a b or at or y v al u es or E C G p ar a m et ers ar e o nl y c o nsi d er e d t o b e P T Es or A Es if t h e y 
ar e j u d g e d t o b e cli ni c all y si g nifi c a nt (i e, if s o m e a cti o n or i nt er v e nt i on is r e q uir e d or if t h e 
i n v esti g at or j u d g es t h e c h a n g e t o b e b e yo n d t h e r a n g e of n or m al p h ysi o l ogi c fl u ct u ati o n). A 
l a b or at or y r e-t est a n d/ or c o nti n u ed m o ni t ori n g of a n a b n or m al v al u e ar e n ot c o nsi d er e d a n 
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i nter v e nt i on. I n a d dit i on, r e p e at e d or a d dit i on al n o ni n v asi v e t esti n g f or v erifi c at i on, e v al u ati o n 
or m o ni t ori n g of a n a b n or m ality is n ot c o nsi d er e d a n i nt er v e nt i on.

 If a b n or m al l a b or at or y v al u es or EC G fi n di n gs ar e t h e r es ult of p at h ol o g y f or w hi c h t h er e is a n 
o v er all di a g n osis ( e g, i n cr e as e d cr e at i ni n e i n r e n al f ail ur e), t h e di a g n osis o nl y s h o ul d b e 
r e p ort e d a p pr o pri at el y as a P T E or as a n A E.

Pr e -e xist i n g c o n diti ons:

 Pr e -e xist i n g c o n diti ons ( pr es e nt at  t h e ti m e of sig ni n g of i nf or m e d c o ns e nt) ar e c o nsi d er e d 
c o n c urr e nt m e di c al c o n dit i ons a n d s h o ul d N O T b e r e c or d e d as P T Es or A Es. B as eli n e 
e v al u at i on s ( e g, l a b or at or y  t e st s, E C G, X-r a ys et c.) s h o ul d N O T b e r e c or d e d as P T Es u nl ess 
r elat e d t o st u d y  pr o c e dur es. H o w e v er, if t h e s u bj e ct e x p eri e n c es a w ors e ni n g or c o m pli c ati o n 
of  s u c h a c o n c urr e nt c o n diti on, t h e w ors e ni n g or c o m pli c at i on s h o ul d b e r e c or d e d 
a p pr o pri at el y  as a P T E ( w ors e ni n g or c o m pli c ati on o c c urs b ef or e st art of st u d y m e di c at i on) or 
a n A E ( w ors e ni n g or c o m pli c at i on o c c urs aft er st art of st u d y m e di c at i on). I n v esti g at ors s h o ul d 
e ns ur e t h at t h e e v e nt t er m r e c or d e d c a pt ur es t h e c h a n g e i n t h e c o n dit i on ( e g, “ w ors e ni n g 
of … ”).

 If a s u bj e ct h as a pr e-e xist i n g e pis o di c c o n diti on ( e g, ast h m a, e pil e ps y) a n y o c c urr e n c e of a n 
e pis o d e s h o ul d o nl y b e c a pt ur e d as a P T E/ A E if t h e e pis o d es b e c o m e m o r e fr e q u e nt, s eri o us or 
s e v er e i n n at ur e, t h at is, i n v est i g at ors s h o ul d e ns ur e t h at t h e A E t er m r e c or d e d c a pt ur es t h e 
c h a n g e i n t h e c o n dit i on fr om B as eli n e ( e g “ w ors e ni n g of … ”).

 If a s u bj e ct h as a d e g e n er at i v e c o n c urr e nt c o n diti o n ( e g, c at ar a cts, r h e u m at oi d art hritis), 
w ors e ni n g of t h e c o n dit i on s h o ul d o nl y  be c a pt ur e d as a P T E/ A E if o c c urri n g t o a gr e at er 
e xt e nt t o t h at w hi c h w o ul d b e e x p e ct e d. A g ai n, i n v esti g at ors s h o u l d e ns ur e t h at t h e A E t er m 
r e c or d e d c a pt ur es t h e c h a n g e i n t h e c o n dit i on ( e g, “ w ors e ni n g o f … ”).

W o rs e ni n g of P T Es or A Es:

 If th e s u bj e ct e x p eri e n c es a w ors e ni n g or c o m pli c ati o n o f a P T E aft er st arti n g a d mi nistr ati o n of 
t he st u d y  me di c at i on, t h e w ors e ni n g o r c o mpli c at i o n s h o ul d b e r e c or d e d a p pr o pri at el y as a n 
A E. I n v est i g at ors s h o ul d e ns ur e t h at t he A E t er m r e c or d e d c a pt ur es t he c h a n g e i n t h e c o n dit i on 
( e g, “ w ors e ni n g of … ”).

 If t h e s u bj e ct e x p eri e n c es a w ors e ni n g or c o m pli c ati o n of a n A E aft er a n y c h a n g e i n st u d y 
m e di c at i on, t h e w ors e ni n g or c o m pli c at i on s h o ul d b e r e c or d e d as a n e w A E. I n v esti g at ors 
s h o uld e ns ur e t h at t h e A E t er m r e c or d e d c a pt ur es t h e c h a n g e i n t h e c o n dit i on ( e g, “ w ors e ni n g 
of … ”).

C h a n g es i n s e v erit y of  AE s / S eri o u s P T E s:

 If t h e s u bj e ct e x p eri e n c es c h a n g es i n s e v erity of  a n A E/ s erio us P T E, t h e e v e nt s h o ul d b e 
c a pt ur e d o n c e wit h t h e m a xi m u m s e v erit y r e c or d e d.
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Pr e pl a n n e d s ur g eri es or pr o c e d ur es:

! Pr e pl a n n e d pr o c e d ur es (s ur g eri es or t h er a pi es) t h at w er e s c h e d ul e d pri or t o si g ni n g of 
i nf or m e d c o ns e nt ar e n ot c o nsi d er e d P T Es or A Es. H o w e v er, if a pr e pl a n n e d pr o c e d ur e is 
p erf or m e d e arl y ( e g, as a n e m er g e n c y) d u e t o a w ors e ni n g of t h e pr e- e xisti n g c o n diti o n, t h e 
w ors e ni n g of t h e c o n diti o n s h o ul d b e c a pt ur e d a p pr o pri at el y as a P T E or a n A E. C o m pli c ati o n s 
r es ulti n g fr o m a n y pl a n n e d s ur g er y s h o ul d b e r ep ort e d as A Es.

El e cti v e s ur g eri es or pr o c e d ur es:

! El e cti v e pr o c e d ur es p erf or m e d w h er e t h er e is n o c h a n g e i n t h e s u bj e ct’s m e di c al c o n diti o n 
s h o ul d n ot b e r e c or d e d as P T Es or A Es, b ut s h o ul d 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 s. C o m pli c ati o ns r es ulti n g fr o m a n el e cti v e s ur g er y s h o ul d b e r e p ort e d as A Es.

O v er d os e:

! C as es of o v er d os e wit h a n y m e di c ati o n wit h o ut m a nif e st e d si d e eff e cts ar e N O T c o nsi d er e d 
P T Es or A Es, b ut i nst e a d will b e d o c u m e nt e d o n a n O v er d os e p a g e of t h e e C R F. A n y 
m a nif est e d si d e eff e cts will b e c o nsi d er e d P T Es  or A Es a n d will b e r e c or d e d o n t h e A E p a g e of 
t h e e C R F.

E v e nts d et e ct e d b y w e ar a bl e di git al d e vi c es:

1 0. 1. 4 S A Es

A n S A E is d efi n e d as a n y u nt o w ar d m e di c al o c c urr e n c e t h at at a n y d os e:

1.  R es ults i n D E A T H.

2. Is LI F E T H R E A T E NI N G.

! T h e t er m “lif e t hr e at e ni n g ” r ef ers t o a n e v e n t i n w hi c h t h e s u bj e ct w as at ris k of d e at h at t h e 
ti m e of t h e e v e nt; it d o es n ot r ef er t o a n e v e nt t h at h y p ot h eti c all y mi g ht h a v e c a us e d d e at h 
if it w er e m or e s e v er e.

3.  R e q uir es i n p ati e nt H O S PI T A LI Z A TI O N or pr ol o n g ati o n of e xisti n g h os pit ali z ati o n.

4.  R es ults i n p ersist e nt or si g nifi c a nt DI S A BI LI T Y/I N C A P A CI T Y.

5.  L e a ds t o a C O N G E NI T A L A N O M A L Y/ BI R T H D E F E C T.

6. Is a n I M P O R T A N T M E DI C A L E V E N T t h at s atisfi es a n y of t h e f oll o wi n g:

! M a y r e q uir e i nt er v e nti o n t o pr e v e nt it e ms 1 t hr o u g h 5 a b o v e.

! M a y e x p os e t h e s u bj e ct t o d a n g er, e v e n t h o u g h t h e e v e nt is n ot i m m e di at el y lif e 
t hr e at e ni n g or f at al or d o es n ot r es ult i n h os pit ali z ati o n.
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 I n cl u d es a n y e v e nt or s y n o n y m d es cri b e d i n t h e T a k e d a M e di c all y Si g nifi c a nt A E List 
(T a bl e 1 0. a ).

T a bl e 1 0. a  T a k e d a M e di c all y Si g nifi c a nt A E List

T e r m

A c ut e r es pir at or y f ail ur e/ a c ut e r es pir at or y distr ess 
s yn dr o m e

H e p ati c n e cr osis

T ors a d e d e p oi nt es/ v e ntri c ul ar fi brill ati o n / v e ntri c ul ar 
t a c h y c ar di a

A c ut e li v er f ail ur e

A n a p h y l a cti c s h o c k

M ali g n a nt h y p ert e nsi o n A c ut e r e n al f ail ur e

C o n v ulsi v e s ei z ur e P ul m o n ar y h y p ert e nsi o n

A gr a n ul o c yt osis P ul m o n ar y fi br osis

A pl asti c a n e mi a C o nfir m e d or s us p e ct e d e n d ot o xi n s h o c k

T o xi c e pi d er m al n e cr ol ysis/ St e v e ns -J o h ns o n s y n dr o m e C o nfir m e d or s us p e ct e d tr a ns missi o n of i nf e cti o us a g e nt b y a 
m e di ci n al pr o d u ct

N e ur ol e pti c m ali g n a nt s y n dr o m e/ m ali g n a nt h y p ert h er mi a

S p o nt a n e o us a b orti o n/still birt h a n d f et al d e at h

P T Es t h at f ulfill 1 or m or e of t h e s eri o us crit eri a a b o v e ar e als o t o b e c o nsi d er e d S A Es a n d s h o ul d 
b e r e p ort e d a n d f o ll ow e d u p i n t h e s a m e m a n n er (s e e S e cti o ns  1 0. 2. 2 a n d  1 0. 3 ).

1 0. 1. 5 S e v e rit y of P T Es a n d A Es

T h e diff er e nt c at e g ori es o f i nte nsit y (s e v erit y)  ar e c h ar a ct eriz e d a s f oll o w s:

Mil d: T h e e v e nt is tr a nsi e nt a n d e asil y t ol er at e d b y t h e s u bj e ct.

M o d er at e: T h e e v e nt c a us es t h e s u bj e ct dis c o mf ort a n d i nt err u pts t h e s u bj e ct’s us u al a cti viti es.

S e v er e: T h e e v e nt c a us es c o nsi d er a bl e i nt erf er e n c e wit h t h e s u bj e ct’s us u al a cti viti es.

1 0. 1. 6 C a us alit y of A Es

T h e r el at i ons hi p of e a c h A E t o st u d y  me di c ati o n(s) will b e ass ess e d usi n g t h e f o ll owi n g 
c at e g ori e s:

R el at e d: A n A E t h at 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 a dr u g (i n cl u di n g t h e 
c o ur s e aft er wit h dr a w al of t h e dr u g), or f or w hi c h p ossi bl e i n v ol v e m e nt of t h e dr u g c a n n ot b e 
r ul e d o ut, alt h o u g h f a ct ors ot h er t h a n t h e dr u g, s u c h as u n d erl yi n g dis e as es, c o m pli c ati o ns, 
c o n c o mit a nt dr u gs a n d c o n c urr e nt tr e at m e nts, m a y als o b e r es p o nsi bl e.

N ot R el at e d: A n A E t h at 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 nistr ati o n of a dr u g a n d/ o r 
t h at c a n r e as o n a bl y b e e x pl ai n e d b y ot h er f a ct ors, s u c h as u n d erl yi n g dis e as es, c o m pli c ati o ns, 
c o n c o mit a nt dr u gs a n d c o n c urr e nt tr e at m e nts.

1 0. 1. 7 R el ati o ns hi p t o St u d y P r o c e d u r es

R el ati o ns hi p ( c a us alit y)  t o st u d y pr o c e d ur es s h o ul d b e d et er mi n e d f or all P T Es a n d A Es.
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T h e r el ati o ns hi p s h o ul d b e ass ess e d as R el at e d if t h e i n v esti g at or c o nsi d ers t h at t h er e is r e as o n a bl e 
p ossi bilit y t h at a n e v e nt is d u e t o a st u d y pr o c e d ur e. Ot h er wis e, t h e r el ati o ns hi p s h o ul d b e ass ess e d 
as N ot R el at e d.

1 0. 1. 8 St a rt D at e

T h e st art d at e of t h e A E/ P T E is t h e d at e t h at t h e first si g ns/s y m pt o ms w er e n ot e d b y  t h e s u bj e ct 
a n d/ or p h ysi ci a n.

1 0. 1. 9 St o p D at e

T h e st o p d at e of  th e A E/ P T E is t h e d at e at w hi c h t h e s u bj e ct r e c o v er e d, t he e v e nt r es ol v e d b ut wit h 
or wi t ho ut s e q u el a e or t h e s u bj e ct di e d.

1 0. 1. 1 0 F r e q u e n c y

E pi s o di c A Es/ P T E ( e g, v o mit i n g) or t h os e w hi c h o c c ur r e p e at e dl y o v er a p eri o d of c o ns e c uti v e 
d a ys ar e i nt er mitt e nt. All ot h er e v e nts ar e c o nti n u o us .

1 0. 1. 1 1 A cti o n C o n c e r ni n g St u d y M e di c ati o n

 Dr u g wit h dr a w n – a st u d y  me di c at i on is st o p p e d d u e t o t h e p arti c ul ar A E.

 D os e n ot c h a n g e d – t he p arti c ul ar A E di d n ot r e q uir e st o p pi n g a st u d y  me di c at i on.

 U n k n o w n – o nl y  t o b e us e d if it h as n ot b e e n p ossi bl e t o d et er mi n e w h at a cti o n h as b e e n t a k e n.

 N ot A p pli c a bl e – a st u d y  me di c ati o n w as st o p p e d f or a r e as o n ot h er t h a n t h e p arti c ul ar A E 
e g, t he st u d y  has b e e n t er mi n at e d, t h e s u bj e ct di e d, d osi n g wit h st u d y  me di c at i on w as alr e a d y 
st o p p e d b ef or e t h e o ns et of t h e A E .

 D os e I nt err u pt e d – t he d os e w as i nt err u pt e d d u e t o t h e p arti c ul ar A E.

1 0. 1. 1 2 O ut c o m e

 R e c o v er e d/ R es ol v e d – S u bj e ct r et ur n e d t o first ass ess m e nt st at us wit h r es p e ct t o t h e A E/ P T E.

 R e c o v eri n g/ R es o l vi n g – t he i nt e nsit y is l ow er e d b y  o n e or mor e st a g es: t h e di a g n osis or 
sig n s/ s y m pt o m s h a s al m o st dis a p p e ar e d; t h e a b n or m al l a b or at or y v alu e i m pr o v e d, b ut h as n ot 
r et ur n e d t o t h e n or m al r a n g e or t o b as eli n e; t h e s u bj e ct di e d fr o m a c a us e ot h er t h a n t h e 
p arti c ul ar A E/ P T E wit h t h e c o n dit i on r e m ai ni n g “r e c o v eri n g/r es ol vi n g ”.

 N ot r e c o v er e d/ n ot r es ol v e d – t her e is n o c h a n g e i n t h e di a g n osis, si g ns or s y m pt o ms; t h e 
i nte nsi t y of t h e dia g n o si s, si g n s/ s y m pt o m s or l a b or at or y val u e o n t h e l ast d a y  of t h e o bs er v e d 
st u d y p erio d h as g ot w ors e t h a n w h e n it st art e d; is a n irr e v er si bl e c o n g e nit al a n o m al y; t h e 
s u bj e ct di e d fr o m a n ot h er c a us e wit h t h e p arti c ul ar A E/ P T E st at e r e m ai ni n g “ N ot 
r e c o v er e d/ n ot r es ol v e d ”.
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 R es o l v e d wit h s e q u el a e – t he s u bj e ct r e c o v er e d fr o m a n a c ut e A E/ P T E b ut w as l eft wit h 
p er m a n e nt/ si g nifi c a nt i m p air m e nt ( e g, r e c o v er e d fr o m a c ar di o v as c ul ar a c ci d e nt b ut wit h 
s o m e p ersisti n g p ar esis.

 F at al  – t he A Es/ P T Es t h at ar e c o nsi d er e d as t h e c a us e of d e at h.

 U n k n o w n – t he c o urs e of t h e A E/ P T E c a n n ot b e f oll o w e d u p d u e t o h os pit al c h a n g e or 
r e sid e n c e c h a n g e at t h e e n d of t he s u bj e ct’s p arti ci p ati o n i n t h e st u d y .

1 0. 2 P r o c e d u r es

1 0. 2. 1 C oll e cti o n a n d R e p o rti n g of A Es

1 0. 2. 1. 1 P T E a n d A E C oll e cti o n P eri o d

C oll e ct i on of P T Es will c o m m e n c e fr o m t h e ti m e t h e s u bj e ct si g ns t h e i nf or m e d c o ns e nt t o 
p arti ci p at e i n t h e st u d y  a n d c o nti n u e u ntil t h e s u bj ect i s first a d mi nist er e d st u d y me di c at i on 
( pr e d os e o n D a y 1) or u ntil s cr e e n f ail ur e. F or s u bj e cts w h o dis c o nti n u e pri or t o st u d y m e di c ati on 
a d mi nistr ati o n, P T Es ar e c oll e ct e d u nt il t h e s u bj e ct dis c o nti n u es st u d y p arti ci p ati o n.

C oll e ct i on of A Es will c o m m e n c e fr o m t he ti m e t h at t h e s u bj e ct is first a d mi nist er e d st u d y  
m e di c at i on ( D a y  1). R o uti n e c oll e cti on of A Es will c o nti n u e u nt il t h e F oll o w-u p Ass ess m e nt.

1 0. 2. 1. 2 P T E a n d A E R e p orti n g

At  e a c h st u d y vi sit, t h e i n v e stig at or will ass ess w h et h er a n y  s u bj e cti v e A Es h a ve o c c urr e d. A 
n e utr al  q u esti on, s u c h as “ H o w h a v e y o u b e e n f e eli n g si n c e y o ur l ast visit ? ” m a y b e as k e d. 
S u bj e cts m a y  r e p ort A E s o c c urrin g at a n y  ot h er ti m e d uri n g t h e st u d y. S u bj e cts e x p erie n ci n g a 
s erio u s P T E m ust b e m o nit or e d u ntil t h e s y m pt o ms s u bsi d e a n d a n y cli ni c all y r el e v a nt c h a n g es i n 
l a b or at or y val u es h a v e r et ur n e d t o b as eli n e or t h er e is a s at isf a ct or y e x pl a n atio n f or t h e c h a n g e. 
N o n -s erio u s P T E s, r el at e d or u nr el at e d t o t h e st u d y  pr o c e d ur e, n e e d n ot t o b e f oll o w e d-u p f or t h e 
p ur p os es of t h e pr ot o c ol .

All s u bj e cts e x p eri e n ci n g A Es, w h et h er c o nsi d er e d ass o ci at e d wit h t h e us e of t h e st u d y m e di c at i on 
or n ot, m u st b e m o ni t or e d u ntil t h e s y m pt o ms s u bsi d e a n d a n y cli ni c all y r el e v a nt c h a n g es i n 
l a b or at or y val u es h a v e r et ur n e d t o b as eli n e or u ntil t h er e i s a s at isf a ct or y e x pl a n ati on f or t h e 
c h a n g es o bs er v e d. All P T Es a n d A Es will b e d o c u m e nt e d i n t h e P T E/ A E p a g e of t h e e C R F, 
w h et h er or n ot t h e i n v est i g at or c o n cl u d es t h at t h e e v e nt is r el at e d t o t h e dr u g tr e at m e nt. T h e 
f oll owi n g i nf or m at i on will b e d o c u m e nt e d f or e a c h e v e nt:

1. E v e nt t er m .

2. St art a n d st o p d at e [ a n d ti m e].

3. Fr e q u e n c y.

4. S e v erit y.

5. I n v esti g at or’s o pi ni on of t h e c a us al r el at i ons hi p b et w e e n t h e e v e nt a n d a d mi nistr ati o n of st u d y 
m e di c at i on(s) as (r el at e d or n ot r el at e d) ( n ot c o m pl et e d f or P T Es).
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6. I n v esti gat or’s o pi ni o n of t h e c a us al r el at i on s hi p t o st u d y  pr o c e d ur e(s), i n cl u di n g t h e d et ails of 
t he s us p e ct e d pr o c e d ur e.

7. A ct i on t a k e n c o n c er ni n g st u d y  me di c at i on ( n ot a p pli c a bl e f or P T Es).

8. O ut c o m e of  e v e nt.

9. S eri o us n ess .

1 0. 2. 2 C oll e cti o n a n d R e p o rti n g of S A Es

W h e n a n S A E o c c urs t hr o u g h t h e A E c oll e cti o n p eri o d it s h o ul d b e r e p ort e d a c c or di n g t o t h e 
f oll owi n g pr o c e d ur e:

A T a k e d a S A E f or m m ust b e c o m p l et e d, i n E n glis h, a n d si g n e d b y t h e i n v esti g at or i m m e di at el y or 
wi t hi n 2 4 h o urs of first o ns et or n otifi c ati o n of t h e e v ent . T h e i nf or m ati on s h o ul d b e c o m p l et e d as 
f ull y as p ossi bl e b ut c o nt ai n, at a mi ni m u m:

 A s h ort d es cri pt i on of t h e e v e nt a n d t h e r e as o n w h y  t h e e v e nt is c at e g oriz e d as s eri o us.

 S u bj e ct i d e ntifi c at i on n u m b er.

 I n v esti g at or’s n a m e.

 N a m e of  t h e st u d y me di c at i on(s).

 C a us alit y ass ess m e nt.

T h e S A E f or m s h o ul d b e tr a ns mitt e d wit hi n 2 4 h o urs t o t h e att e nti o n of t h e c o nt a ct list e d i n 
S e cti o n  1. 0 .

A n y S A E s p o nt a n e o usl y r e p ort e d t o t h e i n v est i g at or f oll owi n g t h e A E c oll e ct i on p eri o d s h o ul d b e 
r e p ort e d t o t h e s p o ns or if c o nsi d er e d r el at e d t o st u d y p artici p at i on.

R e p orti n g of S eri o us P T Es will f o ll o w t h e pr o c e d ur e d es cri b e d f or S A Es.

1 0. 2. 3 R e p o rti n g of A b n o r m al Li v e r F u n cti o n T ests

If a s u bj e ct is n ot e d t o h a v e A L T, A S T, or A L P el e v at e d > 3 × U L N o n 2 c o ns e c ut i v e o c c asi o ns 
(ie, s c h e d ul e d visit, r e p e at t est 4 8 h o urs a p art), t h e a b n or m alit y s h o uld b e r e c or d e d as a n A E. I n 
a d di tio n, a n L F T I n cr e as es e C R F m ust b e c o m p l et e d pr o vi di n g a d dit i on al i nf or m at i on o n r el e v a nt 
r e c e nt hist or y, ris k f a ct ors, cli ni c al si g ns a n d s y m pt o ms a n d r es ults of a n y  a d ditio n al di a g n o sti c 
t ests p erf or m e d.

If a s u bj e ct is n ot e d t o h a v e A L T, A S T, A L P > 3 × U L N a n d t ot al bilir u bi n > 2 × U L N f or w hi c h a n 
a lter n at i v e eti ol og y  ha s n ot b e e n i d e nt ifi e d, t h e e v e nt s h o ul d b e r e c or d e d as a n S A E a n d r e p ort e d 
a s p er S e cti o n  1 0. 2. 2 . T h e i n v esti g at or m ust c o nt a ct t h e M e di c al M o nit or f or dis c ussi on of t h e 
r ele v a nt s u bj e ct d et ails a n d p ossi bl e alt er n ati v e eti ol o gi es, s u c h as a c ut e vir al h e p at itis A or B or 
ot h er a c ut e li v er dis e as e or m e di c al hist or y / c o n c urr e nt me di c al  c o n ditio n s. F o ll ow- u p l a b or at or y  
t ests as d es crib e d i n S e ct i on  9. 1. 9 m ust als o b e p erf or m e d. I n a d dit i on, a n L F T I n cr e as es e C R F 
m ust b e c o m pl et e d a n d tr a ns mitt e d wit h t h e T a k e d a S A E f or m ( as p er S e cti o n  1 0. 2. 2 ).
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1 0. 3 F oll o w -u p of S A Es

If i nf or m ati on is n ot a v ail a bl e at t h e ti m e of t he first r e p ort b e c o m es a v ail a bl e at a l at er d at e, t h e 
i n v esti gat or s h o ul d c o m pl et e a f oll o w -u p S A E f or m  or pr o vid e ot h er wri tt e n d o c u me nt ati o n a n d 
f a x it i m m e di at el y withi n 2 4 h o urs of r e c ei pt. C o pi es of a n y r el e v a nt d at a fr o m t h e h os pit al n ot es 
( e g, E C Gs, l a b or at or y t e st s, dis c h ar g e s u m m ar y, p ost m ort e m r es ults) s h o u l d b e s e nt t o t h e 
a d dr ess e e, if r e q u est e d.

All S A Es s h o ul d b e f o ll ow e d u p u nt il r es ol uti on o r p er m a n e nt o ut c o m e of t h e e v e nt. T h e ti m eli n es 
a n d pr o c e d ur e f or f oll o w -u p r e p orts ar e t h e s a m e as t h os e f or t h e i nit i al r e p ort.

1 0. 3. 1 S af et y R e p o rti n g t o I n v esti g at o rs, I R Bs o r I E Cs, a n d R e g ul at o r y A ut h o riti es 

T h e s p o ns or will b e r es p o nsi bl e f or r e p orti n g all 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 ct i ons 
( S U S A Rs) a n d a n y ot h er a p pli c a bl e S A Es t o r e g ul at or y a ut h orities, i n v est i g at ors a n d I R Bs as 
a p pli c a bl e, i n a c c or d a n c e wi t h n atio n al  r e g ul ati ons i n t h e c o u ntri es w h er e t h e st u d y  is c o n d u ct e d. 
R el ati v e t o t h e first a w ar e n ess o f t he e v e nt b y / or furt h er pr o visi o n t o t h e s p o ns or or s p o ns or’s 
d esi g n e e, S U S A Rs will b e s u b mitt e d t o t he r e g ul at or y a ut h oriti es as e x p e dit e d r e p ort wit hi n 7 d a ys 
f or f at al a n d lif e-t hr e at e ni n g e v e nts a n d 1 5 d a ys f or ot h er s eri o us e v e nts, u nl ess ot h er wis e r e q uir e d 
b y n ati o n al  r e g ul ati ons. T h e s p o ns or will als o pr e p ar e a n e x p e dit e d r e p ort f or ot h er s af et y iss u es 
w h er e t h es e mi g ht m at eri all y  alt er t h e curr e nt b e n efit -ris k ass ess m e nt of a n i n v esti g ati o n al 
m e di ci n al pr o d u ct or t h at w o ul d b e s uffi ci e nt t o c o nsi d er c h a n g es i n t h e i n v est i g ati on al m e di ci n al 
pr o d u cts a d mi nistr ati o n or i n t h e o v er all c o n d u ct of t h e tri al. T h e i n v est i g ati on al sit e al s o will 
f or w ar d a c o p y of all e x p e dit e d r e p orts t o his or h er I R B.
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1 1. 0 S T U D Y -S P E CI FI C C O M MI T T E E S

N o st e eri n g c o m mitt e e, d at a s af et y  mo ni t ori n g c o m mitt e e, or cli ni c al e n d p oi nt c o m mitt e e will b e 
u s e d i n t his st u d y .
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1 2. 0 D A T A H A N D LI N G A N D R E C O R D K E E PI N G

T h e f ull d et ails of pr o c e d ur es f or d at a h a n dli n g will b e d o c u m e nt e d i n t h e D at a M a n a g e m e nt Pl a n. 
A Es, P T Es, m e di c al hist or y, a n d c o n c urr e nt c o n dit i o ns will b e c o d e d usi n g t h e M e di c al Di cti on ar y 
f or R e g ulat or y  Acti vit i es ( M e d D R A). Dr u gs will b e c o d e d usi n g t h e W orl d H e alt h Or g a ni z ati on 
( W H O) Dr u g Di cti o n ar y.

1 2. 1 C R Fs ( El e ct r o ni c)

C o m pl et e d e C R Fs ar e r e q uir e d f or e a c h s u bj e ct w h o si g ns a n i nf or m e d c o ns e nt.

T h e s p o ns or or its d esi g n e e will s u p pl y i n v esti g ati v e sit es wit h a c c ess t o e C R Fs . T h e s p o ns or will 
m a k e arr a n g e m e nts t o tr ai n a p pr o pri at e sit e st aff i n t h e us e of t h e e C R F. T h es e f or ms ar e us e d t o 
tr a ns mit t h e i nf or m ati on c o ll e ct e d i n t h e p erf or m a n c e of t his st u d y t o t h e s p o ns or a n d r e g ul at or y 
a ut h ori ti es. e C R Fs m ust b e c o m pl et e d i n En glis h.

Aft er c o m pl et i on of t h e e ntr y pr o c ess, c o m p ut er l o gi c c h e c ks will b e r u n t o i d e ntif y it e ms, s u c h as 
i n c o nsist e nt d at es, missi n g d at a, a n d q u esti o n a bl e v al u es. Q u eri es m a y b e iss u e d b y T a k e d a 
p ers o n n el ( or d esi g n e es) a n d will b e a ns w er e d b y t h e sit e .

C orr e cti o ns t o e C R Fs ar e r e c or d e d i n a n a u dit tr ail t h at c a pt ur es t h e ol d i nf or m ati o n, t h e n e w 
i nf or mat i on, i d e nt ifi c ati on of t h e p ers o n m a ki n g t h e c orr e cti o n, t h e d at e t h e c orr e cti o n w as m a d e, 
a n d t h e r e as o n f or c h a n g e. R e as o ns f or si g nifi c a nt c orr e cti o n s s h o ul d a d di tio n all y b e i n cl u d e d.

T h e pri n ci p al i n v est i g at or m ust r e vi e w t h e e C R Fs f or c o m pl et e n ess a n d a c c ur a c y a n d m ust si g n 
a n d d at e t h e a p pr o pri at e e C R Fs as i n di c at e d. F urt h er m or e, t h e i n v esti g at or m ust r et ai n f ull 
r es p o nsi bility f or t h e a c cur a c y  a n d a ut h e nti city of  all d at a e nt er e d o n t h e e C R Fs.

Aft er t h e lo c k of t h e c li ni c al st u d y dat a b as e, a n y c h a n g e of, m o difi c at i on of, or a d dit i on t o t h e d at a 
o n t h e e C R Fs s h o uld b e m a d e b y  t h e i n v e stig at or wi t h us e of c h a n g e a n d m o difi c ati on r e c or ds of 
th e e C R Fs. T h e pri n ci p al i n v esti g at or m ust r e vi e w t h e d at a c h a n g e f or c o m pl et e n ess a n d a c c ur a c y, 
a n d m ust si g n a n d d at e.

T h e e C R Fs will b e r e vi e w e d f or c o m pl et e n ess a n d a c c e pt a bilit y at t h e st u d y  sit e d uri n g p erio di c 
visit s b y st u d y mo ni t or s. T h e s p o n s or or its d esi g n e e will b e p er mitt e d t o r e vi e w t h e s u bj e ct’s 
m e di c al a n d h os pit al r e c or ds p erti n e nt t o t h e st u d y  t o e ns ur e a c c ur a c y of t h e e C R Fs. T h e 
c o m pl et e d e C R Fs ar e t h e s ol e pr o p ert y  of t h e s p o ns or a n d s h o ul d n ot b e m a d e a v ail a bl e i n a n y 
f or m t o t hir d p arti es, e x c e pt f or a ut h ori z e d r e pr es e nt ati v es of a p pr o pri at e g o v er n m e nt al h e alt h or 
r e g ulat or y  a ut h oriti e s, wit ho ut wri tt e n p er missi on of t h e s p o ns or.

1 2. 2 R e c o r d R et e nti o n

T h e i n v est i g at or a gr e es t o k e e p t h e r e c or ds sti p ul at e d i n S e cti o n 1 2. 1 a n d t h os e d o c u m e nts t h at 
i n cl u d e ( b ut ar e n ot li mit e d t o) t h e st u d y-s p e cifi c d o c u m e nts, t h e i d e nt ifi c ati on l og of  all 
p arti ci p at i n g s u bj e cts, m e di c al r e c or ds, t e m p or ar y me di a s u c h as t h er m al s e nsit i v e p a p er, s o ur c e 
w or ks h e ets, all ori gi n al si g n e d a n d d at e d i nf or m e d c o ns e nt f or ms, s u bj e ct a ut h ori z at i on f or ms 
r e g ar di n g t h e us e of p ers o n al h e alth i nf or m ati o n (if s e p ar at e fr o m t h e i nf or m e d c o ns e nt f or ms), 
q u er y  r es p o ns es/ ele c tr o nic c o p y  of e C R Fs, i n cl u di n g t h e a u dit tr ail, a n d d et ail e d r e c or ds of dr u g 
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di s p o sitio n t o e n a bl e e v al u at i ons or a u dits fr o m r e g ul at or y a ut h oriti es, t h e s p o ns or or its d esi g n e es. 
A n y s o ur c e d o c u m e nt ati o n pri nt e d o n d e gr a d a bl e t h er m al s e nsit i v e p a p er s h o ul d b e p h ot o c o pi e d 
b y t h e sit e a n d fil e d wit h t h e ori gi n al i n t h e s u bj e ct’s c h art t o e ns ur e l o n g -t er m le gi bili t y. 
F urt h er m or e, I n t er n atio n al C o nf er e n c e o n H ar m o nis ati o n (I C H) E 6 S e cti o n 4. 9. 5 r e q uir es t h e 
i n v esti g at or t o r et ai n ess e nti al d oc u m e nts s p e cifi e d i n I C H E 6 ( S e cti o n 8) u ntil at l e ast 2 y e ars aft er 
t he l ast a p pr o v al of a m ar k eti n g a p pli c ati o n f or a s p e cifi e d dr u g i n di c at i on b ei n g i n v est i g at e d or, if 
a n a p pli c at i on is n ot a p pr o v e d, u ntil at l e ast 2 y e ar s aft er t h e i n v est i g ati on is dis c o nti n u e d a n d 
r eg ul at or y  a ut h oriti es ar e n otifi e d. I n a d diti on, I C H E 6 S e cti o n 4. 9. 5 st at es t h at t h e st u d y  r e c or d s 
s h o uld b e r et ai n e d u nt il a n a m o u nt of ti m e s p e cifi e d b y a p pli c a bl e r e g ul at or y r e q uir e m e nts or f or a 
ti m e s p e cifi e d i n t h e Cli ni c al St u d y Sit e A gr e e m e nt b et w ee n t h e i n v esti g at or a n d s p o ns or.

R ef er t o t h e P h as e 1 Sit e S p e cifi c at i ons d o c u m e nt f or t h e s p o ns or’s r e q uir e m e nts o n r e c or d 
r et e ntio n. T h e i n v est i g at or s h o ul d c o nt a ct a n d r e c ei v e writt e n a p pr o v al fr om t he s p o ns or b ef or e 
di s p osi n g of a n y s u c h d o c u m e nts.
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1 3. 0 S T A TI S TI C A L M E T H O D S

1 3. 1 St atisti c al a n d A n al yti c al Pl a ns

A st atisti c al a n al ysis pl a n ( S A P) will b e pr e p ar e d a n d fi n ali z e d pri or t o u n bli n di n g of s u bj e ct’s 
tr e at m e nt a s si g n m e nt. 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.

1 3. 1. 1  A n al ysis S ets 

T h e a n al ysis s ets will b e d efi n e d s e p ar at el y f or e a c h p art of t h e st u d y.

S af et y S et

T h e s af et y a n al ysis s et will c o nsist of all s u bj e cts w h o ar e e nr oll e d a n d r e c ei v e d 1 d os e of st u d y 
dr u g. S u b j e cts i n t his a n al ysis s et will b e us e d f or d e m o gr a p hi c, b as eli n e c h ar a ct eristi cs, a n d s af et y 
s u m m ari es.

P K S et

T h e P K s et will c o nsist of all s u bj e cts w h o r e c ei v e st u d y dr u g a n d h a v e at l e a st 1 m e as ur a bl e 
pl as m a c o n c e ntr ati o n or a m o u nt of dr u g i n t h e uri n e.

If a n y s u bj e cts ar e f o u n d t o b e n o n c o m pli a nt i n d osi n g s c h e d ul e or wit h i n c o m pl et e d at a, a 
d e cisi o n will b e m a d e o n a c as e- b y- c as e b asis as t o t h eir i n cl usi o n i n t h e a n al ysis b ut will b e 
pr es e nt e d i n t h e s u bj e ct listi n gs.

P D S et

1 3. 1. 2  A n al ysis of D e m o g r a p hi cs a n d Ot h e r B as eli n e C h a r a ct e risti cs

F or e a c h p art of t h e st u d y, d es cri pti v e st atisti cs  ( N,  m e a n, S D, m e di a n, mi ni m u m, a n d m a xi m u m) 
will b e g e n er at e d f or c o nti n u o us d e m o gr a p hi c v ari a bl es a n d b as eli n e c h ar a ct eristi c s v ari a bl es ( a g e, 
h ei g ht, w ei g ht, a n d B MI) f or p o ol e d pl a c e b o, e a c h T A K- 0 4 1 d os e l e v el, T A K- 0 4 1 o v er all, a n d 
o v er all t ot al. F or e a c h P art, t h e n u m b er a n d p er c e nt a g e of s u bj e cts i n e a c h cl ass of t h e c at e g ori c al 
d e m o gr a p hi c v ari a bl es a n d b as eli n e c h ar a ct eristi cs v ari a bl es (s e x, et h ni cit y, a n d r a c e) will b e 
t a b ul at e d f or p o ol e d pl a c e b o gr o u p, e a c h T A K- 0 4 1 d os e l e v el, T A K- 0 4 1 o v er all, a n d o v er all t ot al. 
Pl a c e b o d at a will b e p o ol e d a cr oss t h e c o h orts wit hi n e a c h p art.

F or e a c h P art, d e m o gr a p hi c v ari a bl es of s cr e e n f ail ur e s u bj e cts a n d r e as o ns f or s cr e e n f ail ur es will 
b e s u m m ari z e d o v er all f or s u bj e cts w h o ar e s cr e e n e d b ut n ot e nr oll e d i n t h e st u d y. I n di vi d u al 
d e m o gr a p hi c c h ar a ct eristi c s, d at e of i nf or m e d c o ns e nt, a n d r e as o n f or s cr e e n f ail ur e will b e list e d.

1 3. 1. 3  P h a r m a c o ki n e ti c A n al ysis

C o n c e ntr ati o ns of T A K- 0 4 1 i n pl as m a will b e s u m m ari z e d b y d os e o v er e a c h s c h e d ul e d s a m pli n g 
ti m e usi n g d es cri pti v e st atisti cs f or e a c h st u d y p art. A m o u nt of T A K- 0 4 1 e x cr et e d i n uri n e will b e 
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s u m m ari z e d b y d os e o v er e a c h s c h e d ul e d s a m pli n g i n t er v al usi n g d es cri pti v e st atisti c s f or e a c h 
st u d y p art. I n di vi d u al P K d at a will b e pr es e nt e d i n a d at a listi n g. P K p ar a m et ers of T A K- 0 4 1 will 
b e s u m m ari z e d b y d os e usi n g d es cri pti v e st atisti cs f or e a c h st u d y p art. D os e pr o p orti o n alit y will b e 
ass ess e d gr a p hi c all y  ( d o s e- n or mali z e d C m a x a n d A U C v ers us d os e) i n P art 1 a n d P art 2. T o ass ess 
d os e pr o p orti o n alit y of si n gl e d osi n g ( P art 1), a p o w er m o d el will b e us e d. T h e m o d el will i n cl u d e 
t h e n at ur al l o g-tr a n sf or m e d A U C a n d Cm a x a s r es p o ns e v ari a bl e a n d t h e n at ur al l o g-tr a nsf or m e d 
d os e [l n( d os e)] as a c o nti n u o us c o v ari at e. N o f or m al st atist i c al c o m p aris o ns will b e c o n d u ct e d. F or 
P art 2, d os e pr o p orti o n alit y will b e ass ess e d usi n g a n a n al ysis of v ari a n c e ( A N O V A) m o d el 
s e p ar at el y f or d os e- n or m ali z e d A U C a n d C m a x o n D a y 2 2 wit h tr e at m e nt ( as a c at e g ori c al v ari a bl e) 
as a fi x e d eff e ct. T h e d os e- n or m ali z e d p ar a m et ers will b e n at ur al l o g-tr a nsf or m e d pri or t o t h e 
a n al ysis. All tr e at m e nt diff er e n c es a n d c orr es p o n di n g t w o- si d e d 9 0 % CIs will b e e xtr a ct e d fr o m 
t h e m o d el, b a c k-tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os.

T h e eff e ct of f o o d o n T A K- 0 4 1 e x p os ur e will b e e v al u at e d i n P art 3 usi n g a n A N O V A o n t h e 
n at ur al l o g-tr a nsf or m e d T A K- 0 4 1 C ma x a n d  A U C 9 6 wit h r e gi m e n ( hi g h-f at vs. f ast e d) as a fi x e d 
eff e ct. T h e L S m e a n diff er e n c e b et w e e n r e gi m e ns a n d t h e c orr es p o n di n g t w o- si d e d 9 0 % CI will b e 
e xtr a ct e d fr o m t h e m o d el, b a c k-tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os of T A K- 0 4 1 
e x p os ur e aft er t h e hi g h-f at m e al v ers us t h e f ast e d st at e. 

T h e r el ati v e bi o a v ail a bilit y of T A K- 0 4 1 a d mi nist er e d as a 4 0 m g i m m e di at e r el e as e t a bl et 
f or m ul ati o n c o m p ar e d t o t h e 4 0 m g or al s us p e nsi o n f or m ul ati o n i n t h e f ast e d st at e will als o b e 
ass ess e d usi n g a n A N O V A m o d el. S u bj e cts a d mi nist er e d t h e 4 0 m g or al s us p e nsi o n i n P art 1 a n d 
P art 2 ( D a y 1 d at a o nl y) will b e p o ol e d t o g et h er a n d tr e at e d as t h e r ef er e n c e r e gi m e n f or t his 
a n al ysis; s u bj e cts tr e at e d wit h t h e T A K- 0 4 1 4 0 m g t a bl et f or m ul ati o n u n d er t h e f ast e d c o n diti o n i n 
P art 3  will b e t h e t est r e gi m e n. T h e A N O V A will b e p erf or m e d o n t h e n at ur al l o g-tr a n sf or m e d D a y 
1 T A K- 0 4 1 C m a x a n d  A U C 9 6 wit h r e gi m e n as a fi x e d eff e ct. T h e L S m e a n diff er e n c e b et w e e n 
r e gi m e ns a n d t h e c orr es p o n di n g t w o- si d e d 9 0 % CI will b e e xtr a ct e d fr o m t h e m o d el, 
b a c k-tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os.

1 3. 1. 4  E x pl o r at o r y A n al ys es
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1 3. 1. 5 S af et y A n al ysis

S af et y d at a will b e pr es e nt e d b y T A K- 0 4 1 d os e a n d pl a c e b o f or e a c h p art.

T E A Es will b e s u m m ari z e d b y pl a c e b o, e a c h T A K- 0 4 1 d os e l e v el, a n d T A K- 0 4 1 o v er all f or e a c h 
st u d y p art.

Cli ni c al l a b or at or y v ari a bl es, vit al si g ns, a n d E C G p ar a m et ers will b e s u m m ari z e d wit h 
d es cri pti v e st atisti cs f or b as eli n e, p ost d os e, a n d c h a n g e fr o m b as eli n e t o p ost d os e v al u es b y d os e 
a n d s c h e d ul e d ti m e p oi nt f or e a c h st u d y p art. I n P art 2, c o nti n u o us H olt er E C G m o nit ori n g 
p ar a m et ers will b e e xtr a ct e d i n tri pli c at e a n d t h e a v er a g e of t h e 3 v al u es at e a c h ti m e p oi nt will b e 
c al c ul at e d a n d us e d f or all st atist i c al a n al ys es a n d s um m ari es. U n c orr e ct e d a n d c orr e ct e d Q T 
i nt er v als, P R, a n d Q R S i nt er v als a n d h e art r at e, as w ell as t h eir c h a n g es fr o m b as eli n e will b e 
s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt.

P ot e nti al Q T pr ol o n g ati o n will b e ass ess e d usi n g t h e H olt er E C G m e as ur e m e nts i n P art 2. A li n e ar 
mi x e d eff e ct m o d el f or r e p e at e d m e as ur es will b e us e d. T h e r es p o ns e v ari a bl e i n t h e m o d el will b e 
t h e c h a n g e fr o m t h e ti m e- m at c h e d b as eli n e i n t h e a v er a g e of t h e tri pli c at e c orr e ct e d Q T i nt er v als 
( Q T c). T h e ti m e- m at c h e d b as eli n es will c o m e fr o m t h e E C Gs t a k e n o n D a y - 1 ( 2 3, 2 2, 2 0, 1 6, a n d 
1 2 h o urs b ef or e d osi n g). T h e  m o d el will i n cl u d e tr e at m e nt, ti m e ( as a c at e g ori c al v ari a bl e), a n d t h e 
tr e at m e nt- b y-ti m e i nt er a cti o n as fi x e d eff e cts, s u bj e ct as a r a n d o m eff e ct, b as eli n e as a c o v ari at e, 
a n d t h e b as eli n e- b y-ti m e i nt er a cti o n as a n a d diti o n al fi x e d eff e ct. T h e L S m e a n c h a n g e fr o m 
ti m e- m at c h e d b as eli n e f or e a c h tr e at m e nt a n d t h e ass o ci at e d st a n d ar d err or a n d t w o- si d e d 9 5 % CI Pr
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will b e e xtr a ct e d f or e a c h tr e at m e nt at e a c h ti m e p oi nt, as w ell as diff er e n c es fr o m pl a c e b o a n d 
a s s o ci at e d st a n d ar d err ors, t w o -si d e d 9 5 % CIs, a n d p - val u es.

A s e p ar at e li n e ar mi x e d eff e cts m o d el will b e us e d t o ass ess t h e r el at i ons hi p b et w e e n t h e c h a n g e 
fr om t i m e-m at c h e d b as eli n e i n Q T c a n d T A K -0 4 1 e x p os ur e i n P art 2. T h e r es p o ns e v ari a bl e i n t h e 
m o d el  will b e t h e c h a n g e fr o m ti m e-m at c h e d b as eli n e i n Q T c. T h e m o d el  will i n cl u d e T A K- 0 4 1 
pl as m a c o n c e ntr ati o n ( as a c o nti n u o us v ari a bl e) as a fi x e d eff e ct a n d s u bj e ct as a r a n d o m eff e ct. 
Pl a c e b o s u bj e cts will b e i n cl u d e d i n t h e a n al ysis wit h a pl as m a c o n c e ntr ati o n of 0. T h e esti m at e d 
r e gr essi o n li n e a n d t h e 9 0% c o nfi d e n c e b a n d f or t h e r e gr essi o n li n e will b e e xtr a ct e d fr o m t h e 
m o d el . T h e r elat i ons hi p b et w e e n t h e c h a n g e fr o m ti m e-m at c h e d b as eli n e i n Q T c a n d T A K - 0 4 1 
pl as m a c o n c e ntr ati o n will als o b e e x a mi n e d gr a p hi c all y usi n g a s c att er pl ot. T h e r e gr essi o n li n e 
a n d 9 0 % c o nfi d e n c e b a n d f or t h e r e gr essi o n li n e esti m at e d fr o m t h e m o d el will b e o v erl ai d o nt o 
t he s c att er pl ot.

T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h p ost d os e v al u es m e eti n g T a k e d a’s crit eri a f or 
m ar k e dl y  a b n or mal v al u es f or cli ni c al l a b or at or y  v aria bl e s, vit al si g n s, a n d E C G p ar a met ers will 
b e pr es e nt e d b y d os e. N e ur ol o gi c al ass ess m e nts will b e j u d g e d n or m al, a b n or m al, C S or N C S. All 
s u m m ari es will b e p erf or m e d b y p o ole d pl a c e b o wit hi n c o h ort a n d T A K- 0 4 1 d o s e l e v el. P h ysi c al 
e x a mi n at i on fi n di n gs will b e pr es e nt e d i n d at a list i n gs. I n di vi d u al r es ults of B L-V A S a n d t h e 
C- S S R S will b e list e d.

All A Es will b e c o d e d usi n g M e d D R A. D at a will b e s u m m ari z e d usi n g pr ef err e d t er m a n d pri m ar y 
s y st e m or g a n class.

1 3. 2 I nt e ri m A n al ysis a n d C rit e ri a f o r E a rl y T e r mi n ati o n

S e cti o n  6. 1. 6 d es cri b es s af et y,  t oler a bili t y, a n d P K r e vi e ws t h at will t a k e pl a c e aft er c o m pl eti on of 
e a c h c o h ort/ p eri o d a n d pri or t o t h e n e xt d os e e s c al ati o n st a g e i n t h e st u d y. St u d y-s p e cifi c d os e 
es c al at i on a n d st o p pi n g r ul es ar e d es cri b e d i n S e cti o n  6. 3. 2.

A n u n bli n d e d i nt eri m a n al ysis m a y b e p erf or m e d i n P art 4. T h e p ur p os e of  th e a n al ysis w o ul d b e t o 
ass ess s af et y a n d effi c a c y of T A K -0 4 1 i n t h e c as e of sl o w er t ha n a nt i ci p at e d e nr oll m e nt of  s u bj e cts 
wi t h s c hi z o p hr e ni a.

1 3. 3 D et e r mi n ati o n of S a m pl e Si z e

T h e s a m pl e si z e c h os e n of 8 s u bj e cts p er c o h o rt ( 6 a cti v e: 2 pl a c e b o) i n P art 1 C o h orts 1-5 a n d P art 
2 C o h orts 1 -4 is b as e d u p o n pr e c e d e nts of ot h er first -i n-h u m a n tri als r at h er t h a n a f or m al 
ass ess m e nt of st atisti c al p o w er. T his s a m pl e si z e is c o nsi d er e d s uffi ci e nt f or i n v est i g ati n g t h e 
o bj e ct i v es of t he st u d y  a n d c h ar a ct eri zi n g a n y p ot e nti al eff e cts o n s af et y p ar a m et ers.

F or P art 3, wit h a s a m pl e si z e of 1 6 s u bj e cts ( 8 p er r e gi m e n), ass u mi n g a c o effi ci e nt of v ari at i on 
( %) f or t h e Cm a x of  T A K-0 4 1 of 1 3. 8 %, a t w o -si d e d 9 0 % c o nfi d e n c e i nt er v al f or t h e diff er e n c e i n 
l og- tr a n sf or me d C m a x b et w e e n f e d a n d f ast e d will e xt e n d n o m or e t h a n 0. 1 3 fr o m t he o bs er v e d 
m e a n diff er e n c e. As a n e x a m pl e, if t h e o bs er v e d r ati o b et w e e n t h e t w o r e gi m e ns is 1. 5, 
r e pr es e nti n g a 5 0 % i n cr e as e i n e x p os ur e d u e t o f o o d, t h e n t h e co nfi d e n c e i nt er v al f or t h e tr u e r ati o 
will e xt e n d fr o m 1. 3 2 t o 1. 7 1. Si mil arl y, if t h e o bs er v e d r ati o is 1. 0, r e pr es e nt i n g n o eff e ct of f o o d, 
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t h e n t h e c o nfi d e n c e i nt er v al f or t h e tr u e r ati o will e xt e n d fr o m 0. 8 8 t o 1. 1 4. T h e e x p e ct e d 
v ari a bilit y i n t h e A U C 9 6 of T A K- 0 4 1 i s l ar g er t h a n i n C m a x . I n a w orst- c as e s c e n ari o, ass u mi n g a 
c o effi ci e nt of v ari ati o n ( %) f or A U C 9 6 of 2 6. 8 %, t h e c o nfi d e n c e i nt er v al will e xt e n d n o m or e t h a n 
0. 2 5 fr o m t h e o bs er v e d m e a n diff er e n c e. If t h e o bs er v e d r ati o b et w e e n t h e t w o r e gi m e ns is 1. 5, 
r e pr es e nti n g a 5 0 % i n cr e as e i n e x p os ur e d u e t o f o o d, t h e n t h e c o nfi d e n c e i nt er v al f or t h e A U C 9 6 

r ati o will e xt e n d fr o m 1. 1 7 t o 1. 9 3. If t h e o bs er v e d r ati o is 1. 0, r e pr es e nti n g n o eff e ct of f o o d, t h e n 
t h e c o nfi d e n c e i nt er v al will e xt e n d fr o m 0. 7 8 t o 1. 2 8. T a k e n t o g et h er, t h es e r es ults ar e c o nsi d er e d 
t o r e pr es e nt a d e q u at e pr e cisi o n f or t h e esti m at e d f o o d eff e ct. T h e ass u m e d v ari a bilit y i n Cm a x a n d 
A U C 9 6 ar e esti m at es fr o m t h e c o m pl et e d c o h orts i n P art 1 of t his st u d y. T o a c c o u nt f or p ot e nti al
dis c o nti n u ati o ns, 1 8 s u bj e cts ( 9 p er r e gi m e n) will b e e nr oll e d.

S u bj e cts w h o dr o p o ut f or n o n- s af et y r e as o ns m a y b e r e pl a c e d o n a c as e- b y- c as e b asis at t h e 
dis cr eti o n of t h e s p o ns or i n c o ns ult ati o n wit h t h e i n v esti g at or. S u bj e cts w h o r e pl a c e dr o p o uts will 
b e all o c at e d t o t h e s a m e C o h ort as t h e s u bj e ct t h e y r e pl a c e. S u bj e cts w h o dr o p o ut f or s af et y 
r e as o ns will n ot b e r e pl a c e d.
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1 4. 0 Q U A LI T Y C O N T R O L A N D Q U A LI T Y A S S U R A N C E

1 4. 1 St u d y -Sit e M o nit o ri n g Visits

M o ni t ori n g visits t o t h e st u d y sit e will be m a d e p eri o di c all y  d uri n g t h e st u d y t o e ns ur e t h at all 
as p e cts of t h e pr ot o c ol ar e f o ll ow e d. S o ur c e d o c u m e nts will b e r e vi e w e d f or v erifi c at i on of d at a 
r e c or d e d o n t h e e C R Fs. S o ur c e d o c u m e nts ar e d efi n e d as ori gi n al d o c u m e nts, d at a, a n d r e c or ds. 
T h e i n v est i g at or a n d i nstitut i on g u ar a nt e e a c c ess t o s o ur c e d o c u m e nts b y  t h e s p o n s or or it s 
d esi g n e e ( C R O) a n d b y  t h e I R B or I E C.

All as p e cts of t h e st u d y a n d its d o c u m e nt ati o n will b e s u bj e ct t o r e vi e w b y t h e s p o ns or or d e sig n e e 
( a s lo n g as bli n di n g is n ot j e o p ar di z e d), i n cl u di n g b ut n ot li mit e d t o t h e I n v est i g at or’s Bi n d er, 
st u d y me di c at i on, s u bj e ct m e di c al r e c or ds, i nf or m e d c o ns e nt d o c u m e nt ati o n, d o c u m e nt ati o n of 
s u bj e ct a ut h ori z at i on t o us e p ers o n al h e alt h i nf or m ati o n (if s e p ar at e fr o m t he i nf or m e d c o ns e nt 
f or ms), a n d r e vi e w o f e C R Fs a n d ass o ci at e d s o ur c e d o c u m e nts. It is i m p ort a nt t hat t he i n v est i g at or 
a n d ot h er st u d y  p ers o n n el ar e a v ail a bl e d uri n g t h e m onit ori n g visits a n d t h at s uffi ci e nt ti m e is 
d e v ot e d t o t h e pr o c ess.

1 4. 2 P r ot o c ol D e vi ati o ns

T h e i n v est i g at or s h o ul d n ot d e vi at e fr om t he pr ot o c ol , e x c e pt w h er e n e c ess ar y t o eli mi n at e a n 
i m m e di at e h a z ar d t o st u d y s u bj e cts. S h o ul d ot h er u n e x p e ct e d cir c u mst a n c es aris e t h at will r e q uir e 
d e vi at i on fr om pr ot o c ol -s p e cifi e d pr o c e d ur e s, t h e i n v esti g at or s h o ul d c o ns ult wit h t h e s p o ns or or 
d esi g n e e ( a n d I R B or I E C, as r e q uir e d) t o d et er mi n e t h e a p pr o pri at e c o urs e of  a cti o n. T h er e will b e 
n o e x e m pt i ons ( a pr os p e cti v el y a p pr o v e d d e vi at i on) fr o m t h e i n cl usi o n or e x cl usi o n cri t eria.

T h e sit e s h o uld d o c u m e nt all pr ot o c ol d e vi at i ons i n t h e s u bj e ct’s s o ur c e d o c u m e nts. I n t h e e v e nt of 
a si g nifi c a nt d e vi at i on, t h e si t e s h o uld n otif y  t h e s p o n s or or it s d e sig n e e ( a n d I R B or I E C, as 
r e q uir e d). Sig nifi c a nt d e vi at i ons i n cl u d e, b ut ar e n ot li mit e d t o, t h os e t h at i n v o l v e fr a u d or 
mis c o n d u ct, i n cr e as e t h e h e alt h ris k t o t h e s u bj e ct, or c o nf o u n d i nt er pr et ati o n of pri m ar y st u d y 
ass ess m e nt. T h e Si g nifi c a nt Pr ot o c ol D e vi at i on e C R F is t o b e c o m pl et e d f or d e vi at i ons t h at ar e 
i d e ntifi e d as si g nifi c a nt b y t h e s p o ns or.

E v er y  att e mpt will b e m a d e t o c oll e ct e a c h p h ar m a c o ki n et i c bl o o d s a m pl e at t h e d esi g n at e d ti m e 
p oi nt, a n d t h e a ct u al t i m e of e a c h bl o o d s a m pl e will b e r e c or d e d o n t h e s o ur c e d o c u m e nt a n d 
e C R F.

1 4. 3 Q u alit y Ass u r a n c e A u dits a n d R e g ul at o r y A g e n c y I ns p e cti o ns

T h e st u d y  sit e al s o ma y b e s u bj e ct t o q u alit y a s s ur a n c e a u di t s b y t h e s p o n s or or d e sig n e es. I n t his 
ci r c u mst a n c e, t h e s p o ns or-d esi g n at e d a u di t or will c o nt a ct t h e sit e i n a d v a n c e t o arr a n g e a n 
a u di tin g visit. T h e a u dit or m a y as k t o visit t h e f a cilit i es w h er e l a b or at or y s a m pl es ar e c oll e ct e d, 
w h er e t h e m e di c ati o n is st or e d a n d pr e p ar e d, a n d a n y ot h er f a cilit y us e d d uri n g t h e st u d y . I n 
a d di tio n, t h er e is t h e p ossi bilit y t h at t his st u d y m a y b e i ns p e ct e d b y r e g ul at or y a g e n ci es, i n cl u di n g 
t hos e of f or ei g n g o v er n m e nts ( e g, t h e F D A, t h e U nit e d Ki n g d o m M e di ci n es a n d H e alt h c ar e 
pr o d u cts R e g ul at or y  A g e n c y, t h e P h ar m a c e uti cals a n d M e di c al D e vi c es A g e n c y o f J a p a n). If t h e 
st u d y sit e is c o nt a ct e d f or a n i ns p e cti on b y a r e g ul at or y  b o d y, t h e s p o ns or s h o ul d b e n otifi e d 
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i m m edi at el y . T h e i n v esti g at or a n d i nstitut i on g u ar a nt e e a c c ess f or q u alit y a ss ur a n c e a u dit ors t o all 
st u d y d o c u me nts as d es cri b e d i n S e cti o n  1 4. 1 .
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1 5. 0 E T HI C A L A S P E C T S O F T H E S T U D Y

T hi s st u d y  will b e c o n d u ct e d wit h t h e hi g h est r es p e ct f or t h e i n di vi d u al p arti ci p a nts (i e, s u bj e cts) 
a c c or di n g t o t he pr ot o c ol, t h e et hi c al pri n ci pl es t h at h a v e t h eir ori gi n i n t h e D e cl ar at i on o f H elsi n ki, 
a n d t h e I C H H ar m o nis e d Tri p arti t e G uid eli n e f or G C P. E a c h i n v est i g at or will c o n d u ct t h e st u d y 
a c c or di n g t o a p pli c a bl e l o c al or r e gi o n al r e g ul at or y r e q uir e m e nts a n d ali g n his or h er c o n d u ct i n 
a c c or d a n c e wit h t h e “ R es p o nsi bilit i es of t h e I n v esti g at or ” t h at ar e list e d i n A p p e n di x F . T h e 
pri n ci pl es of H elsi n ki ar e a d dr ess e d t hr o u g h t h e pr ot o c ol a n d t hr o u g h a p p e n di c es c o nt ai ni n g 
r e q uir e m e nts f or i nf or m e d c o ns e nt a n d i n v esti g at or r es p o nsi biliti es.

1 5. 1 I R B a n d/ o r I E C A p p r o v al

I R Bs a n d I E Cs m ust b e c o nstit ut e d a c c or di n g t o t he a p pli c a bl e st at e a n d f e d er al/l o c al r e q uir e m e nts 
of  t h e p arti ci p ati n g r e gi on. T h e s p o ns or or d esi g n e e will r e q uir e d o c u m e nt ati o n n oti n g all n a m es 
a n d tit l es of m e m b ers w h o m a k e u p t h e r es p e cti v e I R B or I E C. If a n y m e m b er of t h e I R B or I E C 
h a s di r e ct p artici p at i on i n this st u d y , writt e n n otifi c ati o n r e g ar di n g his or h er a bsti n e n c e fr om 
v oti n g m ust als o b e o bt ai n e d. T h os e A m eri c as sit es u n willi n g t o pr o vi d e n a m es a n d tit l es of all 
m e m b ers d u e t o pri v a c y  a n d c o nfli ct of i nt er est c o n c er ns s h o ul d i nst e a d pr o vi d e a F e d er al Wi d e 
Ass ur a n c e N u m b er or c o m p ar a bl e n u m b er assi g n e d b y t h e D e p art m e nt of H e alt h a n d H u m a n 
S er vi c es.

T h e s p o ns or or d esi g n e e will s u p pl y r el e v a nt d o c u m e nts f or s u b missi o n t o t h e r es p e cti v e I R B or 
I E C f or t h e pr ot o c ol’s r e vi e w a n d a p pr o v al. T his pr ot o c ol, t h e I n v esti g at or’s Br o c h ur e, a c o p y of 
t he i nf or m e d c o ns e nt f or m, a n d, if a p pli c a bl e, s u bj e ct r e cr uit m e nt  mat eri als a n d/ or a d v ertis e m e nts 
a n d ot h er d o c u m e nts r e q uir e d b y all a p pli c a bl e l a ws a n d r e g ul ati o ns, m ust b e s u b mitt e d t o a 
c e ntr al  or lo c al  I R B or I E C for a p pr o v al. T h e I R B’s or I E C’s writt e n a p pr o v al of t h e pr ot o c ol a n d 
s u bj e ct i nf or m e d c o ns e nt m ust b e o bt ai n e d a n d s u b mitt e d t o t h e s p o ns or or d esi g n e e b ef or e 
c o m m e n c e m e nt of t h e st u d y  (ie, b ef or e s hi p m e nt of t h e s p o ns or -s u p pli e d dr u g or st u d y s p e cifi c 
s cr e e ni n g a cti vit y). T h e I R B or I E C a p pr o v al m ust r ef er t o t h e st u d y  b y e x a ct pr ot o c ol titl e, 
n u m b er, a n d v ersi o n d at e; i d e nt if y v ersi o ns of ot h er d o c u m e nts ( e g, i nf or m e d c o ns e nt f or m) 
r e vi e w e d; a n d st at e t h e a p pr o v al d at e. T h e s p o ns or will s hi p dr u g a n d n otif y sit e o n c e t h e s p o ns or 
h as c o nfir m e d t h e a d e q u a c y  of sit e r e g ulat or y  d o c u m e nt atio n a n d, w h e n a p pli c a bl e, t h e s p o ns or 
h as r e c ei v e d p er missi o n fr om c o m p et e nt a ut h orit y t o b e gi n t h e tri al.

Si t e s must a d h er e t o all r e q uir e m e nts sti p ul at e d b y  t hei r r es p e cti v e I R B or I E C. T his m a y i n cl u d e 
n otifi c ati o n t o t h e I R B or I E C r e g ar di n g pr ot o c ol a m e n d m e nts, u p d at es t o t h e i nf or m e d c o ns e nt 
f or m, r e cr uit me nt m at eri als i nt e n d e d f or vi e wi n g b y  s u bj e ct s, lo c al  s af et y r e p ortin g r e q uir e m e nts, 
r e p orts a n d u p d at es r e g ar di n g t h e o n g oi n g r e vi e w of t h e st u d y  at i nt er v als s p e cifi e d b y t h e 
r es p e cti v e I R B or I E C, a n d s u b missi on of t h e i n v esti g at or’s fi n al st at us r e p ort t o I R B or I E C. All 
I R B a n d I E C a p pr o v als a n d r el e v a nt d o c u m e nt ati o n f or t h es e it e ms m ust b e pr o vi d e d t o t h e 
s p o ns or o r its d esi g n e e.

S u bj e ct i n c e nti v es s h o ul d n ot e x ert u n d u e i nfl u e n c e f or p arti ci p at i on. P a y m e nts t o s u bj e cts m ust 
b e a p pr o v e d b y t h e I R B or I E C a n d s p o ns or.Pr
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1 5. 2 S u bj e ct I nf o r m ati o n, I nf o r m e d C o ns e nt, a n d S u bj e ct A ut h o ri z ati o n

Wr itt e n c o ns e nt d o c u m e nts will e m b od y  t h e el e m e nts of i nf or m e d c o ns e nt as d es cri b e d i n t h e 
D e cl ar ati o n of H elsi n ki a n d t h e I C H G ui d eli n es f or G C P a n d will b e i n a c c or d a n c e wit h all 
a p pli c a bl e l a ws a n d r e g ul ati o ns. T h e i nf or m e d c o ns e nt f or m, s u bj e ct a ut h ori z at i on f or m (if 
a p pli c a bl e), a n d s u bj e ct i nf or m at i on s h e et (if a p pli c a bl e) d es cri b e t h e pl a n n e d a n d p er mitt e d us es, 
tr a nsf ers, a n d dis cl os ur es of t h e s u bj e ct’s p ers o n al a n d p ers o n al h e alt h i nf or m at i on f or p ur p os es of 
c o n d u cti n g t h e st u d y. T h e i nf or m e d c o ns e nt f or m a n d t h e s u bj e ct i nf or m at i on s h e et (if a p pli c a bl e) 
f urt h er e x pl ai n t h e n at ur e of  th e st u d y, its o bj e ct i v es, a n d p ot e nti al ris ks a n d b e n efits, as w ell as t h e 
d at e i nf or m e d c o ns e nt is gi v e n. T h e i nf or m e d c o ns e nt f or m will d et ail t h e r e q uir e m e nts of t h e 
p arti ci p a nt a n d t h e f a ct t h at h e or s h e is fr e e t o wit h dr a w at a n y  ti m e wit ho ut gi vi n g a r e as o n a n d 
wi t ho ut pr ej u di c e t o hi s or h er f urt h er me di c al c ar e.

T h e i n v est i g at or is r es p o nsi bl e f or t h e pr e p ar ati o n, c o nt e nt, a n d I R B or I E C a p pr o v al of t h e 
i nf or me d c o ns e nt f or m  a n d if a p pli c a bl e, t he s u bj e ct a ut h ori z ati o n f or m. T h e i nf or m e d c o ns e nt 
f or m, s u bj e ct a ut h ori z ati on f or m (if a p pli c a bl e), a n d s u bj e ct i nf or m ati o n s h e et (if a p pli c a bl e) m ust 
b e a p pr o v e d b y b ot h t h e I R B or I E C a n d t h e s p o ns or pri or t o us e.

T h e i nf or m e d c o ns e nt f or m, s u bj e ct a u t hori z at i on f or m (if a p pli c a bl e), a n d s u bj e ct i nf or m ati on 
s h e et (if a p pli c a bl e) m ust b e writt e n i n a l a n g u a g e f ull y c o m pr e h e nsi bl e t o t h e pr os p e cti v e s u bj e ct. 
It is t h e r es p o nsi bilit y of  t h e i n v esti g at or t o e x pl ai n t h e d et ail e d el e m e nts of t h e i nf or m e d c o ns e nt 
f or m, s u bj e ct a ut h ori z ati on f o r m (if a p pli c a bl e), a n d s u bj e ct i nf or m ati on s h e et (if a p pli c a bl e) t o t he 
s u bj e ct. I nf or m ati o n s h o ul d b e gi v e n i n b ot h or al a n d writt e n f or m w h e n e v er p ossi bl e a n d i n t h e 
m a n n er d e e m e d a p pr o pri at e b y t h e I R B or I E C. I n t h e e v e nt t h e s u bj e ct is n ot c a p a bl e of r e n d eri n g 
a d e q u at e writt e n i nf or m e d c o ns e nt, t h e n t h e s u bj e ct’s l e g all y  a c c e pt a bl e r e pr es e nt ati v e m a y 
pr o vi d e s u c h c o ns e nt f or t h e s u bj e ct i n a c c or d a n c e wit h a p pli c a bl e l a ws a n d r e g ul at i ons.

T h e s u bj e ct, or t he s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e, m ust b e gi v e n a m pl e o p p ort u nity t o : 
( 1) i n q uir e a b o ut d et ails of t h e st u d y a n d ( 2) d e ci d e w h et h er or n ot t o p arti ci p at e i n t h e st u d y. If t h e 
s u bj e ct, or t h e s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e, d et er mi n es h e or sh e will p art i ci p at e i n 
t he st u d y , t h e n t h e i nf or m e d c o ns e nt f or m a n d s u bj e ct a ut h ori z ati on f or m (if a p pli c a bl e) must b e 
sig n e d a n d d at e d b y  t h e s u bj e ct, or t h e s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e, at t h e ti m e of 
c o ns e nt a n d pri or t o t h e s u bj e ct e nt eri n g i nt o t h e st u d y . T h e s u bj e ct or t h e s u bj e ct’s l e g all y 
a c c e pt a bl e r e pr es e nt ati v e s h o ul d b e i nstr u ct e d t o si g n usi n g t h eir l e g al n a m es, n ot ni c k n a m es, 
usi n g bl u e or bl a c k b all p o i nt i n k. T h e i n v esti g at or m ust als o si g n a n d d at e t h e i nf or m e d c o ns e nt 
f or m a n d s u bj e ct a ut h ori z at i on (if a p pli c a bl e) at t h e ti m e of c o ns e nt a n d pri or t o s u bj e ct e nt eri n g 
i nto t h e st u d y; h o w e v er, t h e s p o ns or m a y  allo w a d esi g n e e of t h e i n v est i g at or t o si g n t o t h e e xt e nt 
p er mitt e d b y  a p pli c a bl e l a w.

O n c e si g n e d, t h e ori gi n al i nf or m e d c o ns e nt f or m , s u bj e ct a ut h oriz ati o n f or m  (if a p pli c a bl e), a n d 
s u bj e ct i nf or m at i on s h e et (if a p pli c a bl e) will b e st or e d i n t h e i n v est i g at or’s sit e fil e. T h e 
i n v esti g at or m ust d o c u m e nt t h e d at e t h e s u bj e ct si g ns t h e i nf or m e d c o ns e nt i n t h e s u bj e ct’s 
m e di c al r e c or d. C o pi es of t h e si g n e d i nf or m e d c o ns e nt f or m, t h e si g n e d s u bj e ct a ut h ori z ati o n f or m 
(if a p pli c a bl e), a n d s u bj e ct i nf or m at i on s h e et (if a p pli c a bl e) s h all b e gi v e n t o t h e s u bj e ct.Pr
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All r e vis e d i nf or m e d c o ns e nt f or ms m ust b e r e vi e w e d a n d si g n e d b y r el e v a nt s u bj e cts or t h e 
r ele v a nt s u bj e ct’s l e g all y  a c c e pt a bl e r e pr es e nt ati v e i n t h e s a m e m a n n er as t h e ori gi n al i nf or m e d 
c o ns e nt. T h e d at e t h e r e vis e d c o ns e nt w as o b t ai n e d s h o uld b e r e c or d e d i n t h e s u bj e ct’s m e di c al 
r e c or d, a n d t h e s u bj e ct s h o ul d r e c ei v e a co p y  of t h e r e vis e d i nf or m e d c o ns e nt f or m.

S u bj e cts w h o c o ns e nt e d a n d pr o vi d e d a p h ar m a c o g e n o mi c s a m pl e f or D N A a n d R N A a n al ysis c a n 
wi t hdr a w t h eir c o ns e nt a n d r e q u est dis p os al of a st or e d s a m pl e at a n y ti m e pri or t o a n al ysis. N otif y 
s p o ns or of c o ns e nt wit hdr a w al.

1 5. 3 S u bj e ct C o nfi d e nti alit y

T h e s p o ns or a n d d esi g n e es affir m a n d u p h ol d t h e pri n ci pl e of t h e s u bj e ct’s ri g ht t o pr ot e cti o n 
a g ai nst i n v asi o n of pri v a c y. T hr o u g h o ut t his st u d y , a s u bj e ct’s s o ur c e d at a will o nl y b e li n k e d t o 
t he s p o ns or’s cli ni c al st u d y  dat a b as e or d o c u m e nt ati o n vi a a u ni q u e i d e nt ifi c ati on n u m b er. As 
p er mitt e d b y all a p pli c a bl e l a ws a n d r e g ul at i ons, li mit e d s u bj e ct attri b ut es, s u c h as s e x, a g e, or d at e 
of  birt h, a n d s u bj e ct i niti als m a y b e us e d t o v erif y t h e s u bj e ct a n d a c c ur a c y of th e s u b j e ct’s u ni q u e 
i d e ntifi c ati on n u m b er.

T o c o m pl y wit h I C H G ui d eli n es f or G C P a n d t o v erif y c o m p li a n c e wit h t his pr ot o c ol, t h e s p o ns or 
r e q uir es t h e i n v esti g at or t o p er mit its m o nit or or d esi g n e e’s m o nit or, r e pr es e nt ati v es fr o m a n y  
r e g ulat or y  a ut h orit y ( e g, F DA, M e di ci n es a n d H e alt h c ar e pr o d u cts R e g ul at or y  Ag e n c y, 
P h ar m a c e ut i c als a n d M e di c al D e vi c es A g e n c y), t h e s p o ns or’s d esi g n at e d a u dit ors, a n d t h e 
a p pr o pri at e I R Bs a n d I E Cs t o r e vi e w t h e s u bj e ct’s ori gi n al m e di c al r e c or ds (s o ur c e d at a or 
d o c u m e nts), i n cl u di n g , b ut n ot li mit e d t o, l a b or at or y t e st r e s ult r e p orts, E C G r e p orts, a d missi on 
a n d dis c h ar g e s u m m ari es f or h os pit al a d missi o ns o c c urri n g d uri n g a s u bj e ct’s st u d y p arti ci p ati o n, 
a n d a ut o ps y  r e p orts. A c c ess t o a s u bj e ct’s ori gi n al m e di c al r e c or ds r e q uir es t h e s p e cifi c 
a ut h ori z at i on of t h e s u bj e ct as p art of t h e i nf or m e d c o ns e nt pr o c ess (s e e S e cti o n  1 5. 2 ).

C o pi e s of  a n y s u bj e ct s o ur c e d o c u m e nts t h at ar e pr o vi d e d t o t h e s p o ns or m ust h a v e c ert ai n 
p ers o n all y i d e nt ifi a bl e i nf or m ati on r e m o v e d (i e, s u bj e ct n a m e, a d dr ess, a n d ot h er i d e nt ifi er fi el ds 
n ot c oll e ct e d o n t h e s u bj e ct’s e C R F).

S u bj e cts w h o d e cli n e t o p arti ci p at e i n t his w e ar a bl e d e vi c e o pti o n al c o m p o n e nt, or w h o c o ns e nt e d 
a n d l at er wit h dr a w fr o m t his p art of t h e st u d y , ma y c o nti n u e t o p arti ci p at e i n t h e r e m ai n d er of t h e 
st u d y. 

1 5. 4 P u bli c ati o n, Dis cl os u r e, a n d Cli ni c al T ri al R e gist r ati o n P oli c y

1 5. 4. 1 P u bli c ati o n a n d Dis cl os u r e

T h e i n v esti g at or is o bli g e d t o pr o vi d e t h e s p o ns or wi t h c o m pl et e t est r es ults a n d all d at a d eri v e d b y 
t he i n v est i g at or fr o m t h e st u d y. D uri n g a n d aft er t h e st u d y, o nl y t h e s p o n s or ma y m a k e st u d y  
i nf or mat i on a v ail a bl e t o ot h er st u d y in v est i g at ors or t o r e g ul at or y a g e n ci es, e x c e pt as r e q uir e d b y 
l a w or r e g ulat i on. E x c e pt as ot h er wis e all o w a bl e i n t h e cli ni c al st u d y  sit e a gr e e m e nt, a n y p u bli c 
di s clos ur e (i n cl u di n g p u bli cl y a c c essi bl e w e bsit es) r el at e d t o t h e pr ot o c ol or st u d y r e s ult s, ot h er 
t ha n st u d y  r e cr uit me nt m at eri als a n d/ or a d v ertis e m e nts, is t h e s ol e r es p o nsi bilit y of t h e s p o ns or.
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T h e s p o ns or m a y p u blis h a n y d at a a n d i nf or m at i on fr o m t h e st u d y (i n cl u di n g d at a a n d i nf or m ati o n 
g e n er at e d b y  t h e i n v esti g at or) wit h o ut th e c o ns e nt of t h e i n v est i g at or. M a n us cri pt a ut h ors hi p f or 
a n y p e er -r e vi e w e d p u bli c ati on will a p pr o pri at el y r efl e ct c o ntri b ut i ons t o t h e pr o d u cti o n a n d 
r e vi e w of t h e d o c u m e nt. All p u bli c at i ons a n d pr es e nt ati o ns m ust b e pr e p ar e d i n a c c or d a n c e wit h 
t his s e ctio n a n d t h e Cli ni c al St u d y  Sit e A gr e e m e nt. I n t h e e v e nt of a n y dis cr e p a n c y bet w e e n t h e 
pr ot o c ol  a n d t h e Cli ni c al St u d y Sit e A gr e e m e nt, t h e Cli ni c al St u d y Sit e A gr e e m e nt will pr e v ail.

T h e s p o ns or m a y p u blis h a n y d at a a n d i nf or m at i on fr o m t h e st u d y (i n cl u di n g d at a a n d i nf or m ati o n 
g e n er at e d b y  t h e i n v esti g at or) wit h o ut t h e c o ns e nt of t h e i n v esti g at or.

1 5. 4. 2 Cli ni c al T ri al R e gist r ati o n

I n or d er t o e ns ur e t h at i nf or m at i on o n cli ni c al tri als r e a c h es t h e p u bli c i n a ti m el y m a n n er a n d t o 
c o m pl y  wit h a p pli c a bl e l a ws, r e g ulat i ons, a n d g ui d a n c e, T a k e d a will, at a mi ni m u m r e gist er 
i nter v e nt i on al cli ni c al tri als it s p o ns ors a n y w h er e i n t h e w orl d o n Cli ni c al Tri als. g o v or ot h er 
p u bli cl y  a c c essi bl e w e bsit es b ef or e st art of st u d y, as d efi n e d i n T a k e d a P oli c y/ St a n d ar d. T a k e d a 
c o nt a c t i nf or m ati on, al o n g wit h i n v est i g at or’s city,  st at e (f or A m eri c a n i n v esti g at ors), c o u ntr y, a n d 
r e cr uiti n g st at us will b e r e gist er e d a n d a v ail a bl e f or p u bli c vi e wi n g. F or s o m e r e gistri es, T a k e d a 
will assist c all ers i n l o c ati n g tri al sit es cl os est t o t h eir h o m e s b y pr o vi di n g t h e i n v est i g at or n a m e, 
a d dr ess, a n d p h o n e n u m b er t o t h e c all ers r e q u est i n g tri al i nf or m ati on. O n c e s u bj e cts r e c ei v e 
i n v esti g at or c o nt a ct i nf or m ati o n, t h e y ma y c all  t h e sit e r e q u esti n g e nr oll m e nt i nt o t h e tri al. T h e 
i n v esti g ati v e sit es are e n c o ur a g e d t o h a n dl e t h e tri al i n q uiri es a c c or di n g t o t hei r est a blis h e d s u bj e ct 
s cr e e ni n g pr o c ess. If t h e c all er as ks a d dit i on al q u esti o ns b e y o n d t h e t o pi c of tri al e nr oll m e nt, t h e y 
s h o uld b e r ef err e d t o t h e s p o ns or. A n y  in v est i g at or w h o o bj e cts t o T a k e da pr o vi di n g t his 
i nf or mat i on t o c all ers m ust pr o vi d e T a k e d a wit h a writt e n n oti c e r e q u est i n g t h at t h eir i nf or m ati on 
n ot b e list e d o n t h e r e gistr y  sit e.

1 5. 4. 3 Cli ni c al T ri al R es ults Dis cl os u r e

T a k e d a will p ost t h e r es ults of cli ni c al tri al s o n Cli ni c al Tri als. g o v or ot h er p u bli cl y  a c c essi bl e 
w e bsit es, as r e q uir e d b y T a k e d a P oli c y/ St a n d ar d, a p pli c a bl e l a ws a n d/ or r e g ul at i ons.

1 5. 5 I ns u r a n c e a n d C o m p e ns ati o n f o r I nj u r y

E a c h s u bj e ct i n t h e st u d y  must b e i ns ur e d i n a c c or d a n c e wit h t h e r e g ul ati o ns a p pli c a bl e t o t h e sit e 
w h er e t h e s u bj e ct is p arti ci p at i n g. If a l o c al u n d er writ er is r e q uir e d, t h e n t h e s p o ns or or s p o ns or’s 
d esi g n e e will o bt ai n cli ni c al st u d y  ins ur a n c e a g ai nst t h e ris k o f i nj ur y t o cli ni c al st u d y s u bj e cts. 
R ef er t o t h e Cli ni c al St u d y  Sit e A gr e e m e nt r e g ar di n g t h e s p o ns or’s p oli c y o n s u bj e ct 
c o m p e ns at i on a n d tr e at m e nt f or i nj ur y. If t h e i n v esti g at or h as q u esti o ns r e g ar di n g t his p o li c y, h e or 
s h e s h o ul d c o nt a ct t h e s p o ns or or s p o ns or’s d esi g n e e.
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1 6. 0 R E F E R E N C E S

1. S hi F, S h e n J K, C h e n D, F o g K, T hirstr u p K, H e nt z er M, et al. Dis c o v er y a n d S A R o f a S eri es 
of  A g o nists at Or p h a n G Pr ot ei n-C o u pl e d R e c e pt or 1 3 9. A C S M e d C h e m L ett 
2 0 1 1; 2( 4): 3 0 3 - 6.

2. M ats u o A, M ats u m ot o S, N a g a n o M, M as u m ot o K H, T a k as a ki J, M ats u m ot o M, et al. 
M ol e c ul ar cl o ni n g a n d c h ar a ct eri z a tio n of  a n o v el G q-c o u pl e d or p h a n r e c e pt or G P R g 1 
e x cl usi v el y  e x pr ess e d i n t h e c e ntr al n er v o us s yst e m. Bi o c h e m Bi o p h ys R es C om m u n 
2 0 0 5; 3 3 1( 1): 3 6 3 - 9.

3. G ui d a n c e f or I n d ustr y : F o o d-Eff e ct Bi o a v ail a bilit y a n d F e d Bi o e q ui v al e n c e St u di es. U S D e pt 
of  H e alt h a n d H u m a n S er vi c es, F o o d a n d Dr u g A d mi nistr ati o n, C e nt er f or Dr u g E v al u at i on 
a n d R es e ar c h. D e c e m b er 2 0 0 2.

4. Cl a m or A , Li n c ol n T M, T h a y er J F, K o e ni g J. R esti n g v a g al a cti vity i n s c hi z o p hr e ni a: 
m et a -a n al ysis o f h e art r at e v ari a bilit y a s a p ot e nti al e n d o p h e n ot y p e. Br J P s y c hi atr y  
2 0 1 6; 2 0 8( 1): 9 - 1 6.

5. B ar a b asi A L, G ul b a h c e N, L os c al z o J. N et w or k m e di ci n e: a n et w or k -b as e d a p pr o a c h t o h u m an 
di s e as e. N at R e v G e n et 2 0 1 1; 1 2( 1): 5 6 -6 8.

6. Ni el s e n J. S y st e m s biol o g y  of met a b o lis m: a dri v er f or d e v el o pi n g p ers o n ali z e d a n d pr e cisi o n 
m e di ci n e. C ell M et a b 2 0 1 7; 2 5( 3): 5 7 2 - 9.

7. S c h n ei d er H C, Kl a b u n d e T. U n d erst a n di n g dr u gs a n d dis e as es b y s yst e ms bi o l og y ? Bi o or g 
M e d C h e m L ett 2 0 1 3; 2 3( 5): 1 1 6 8 -7 6.

8. B uffi n gt o n S A, Di Pris c o G V, A u c ht u n g T A, Aj a mi NJ, P etr osi n o J F, C ost a- M atti o li M. 
Mi cr o bi al r e c o nst ituti o n r e v ers es m at er n al di et -i n d u c e d s o ci al a n d s y n a pti c d efi cits i n 
offs pri n g. C ell 2 0 1 6; 1 6 5( 7): 1 7 6 2 - 7 5.

9. Br a v o J A, F ors y t he P, C h e w M V, Es c ar a v a g e E, S a vi g n a c H M, Di n a n T G, et al. I n g est i on of 
L a ct o b a cill us str ai n r e g ul at es e m oti o n al b e h a vi or a n d c e ntr al G A B A r e c e pt or e x pr essi o n i n a 
m o us e vi a t h e v a g us n er v e. Pr o c N atl A c a d S ci U S A 2 0 1 1; 1 0 8( 3 8): 1 6 0 5 0 - 5.

1 0. Cl a y t o n T A, B a k er D, Li n d o n J C, E v er ett J R, Ni c h ols o n J K. P h ar m a c o m et a b o n o mi c 
i d e ntifi c ati on of a si g nifi c a nt h ost -mi cr o bi o m e m et a b o li c i nter a cti o n aff e ct i n g h u m a n dr u g 
m et a b o lis m. Pr o c N atl A c a d S ci U S A 2 0 0 9; 1 0 6( 3 4): 1 4 7 2 8- 3 3.

1 1. G o o dri c h J K, W at ers J L, P o ol e A C, S utt er J L, K or e n O, Bl e k h m a n R, et al. H u m a n g e n et i cs 
s h a p e t h e g ut mi cr o bi o m e. C ell 2 0 1 4; 1 5 9( 4): 7 8 9- 9 9.

1 2. V et i z ou M, Pi tt J M, D aill er e R, L e p a g e P, W al ds c h mitt N, Fl a m e nt C, et al. A nti c a n c er 
i m m u n ot h er a p y b y C T L A-4 bl o c k a d e r eli es o n t h e g ut mi cr o bi ot a. S ci e n c e 
2 0 1 5; 3 5 0( 6 2 6 4): 1 0 7 9 - 8 4.

1 3. B o n d A, L a d er M. T h e us e of a n al o g u e s c al es i n r ati n g s u bj e ct i v e f e eli n gs. Br J M e d Ps y c h o l 
1 9 7 4; 4 7: 2 1 1 -8.Pr
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1 4. P os n er K, Br o w n G K, St a nl e y B, Br e nt D A, Y ers h o v a K V, O q u e n d o M A, et al. T h e 
C ol u m bi a -S ui ci d e S e v erit y R at i n g S c al e: i niti al v ali dity a n d i nt er n al c o nsist e n c y fi n di n gs fr o m 
t hr e e mul tisit e st u die s wi t h a d oles c e nts a n d a d ul t s. A m J P s y c hi atr y 2 0 1 1; 1 6 8( 1 2): 1 2 6 6- 7 7.

1 5. K a y S R, O pl er L A, Fis b ei n A. P osit i v e a n d N e g ati v e S y n dr om e S c al e M a n u al. N ort h 
T o n a w a n d a, N Y: M ult i-H e al t h S y st e ms; 1 9 9 4.

1 6. O pl ar L A, K a y S S R, Li n d e n m a y er J P, Fis z b ei n A. Str u ct ur e d Cli ni c al I nt er vi e w f o r t h e 
P o si tiv e a n d N e g at i v e S y n dr om e S c al e ( S CI -P A N S S). T or o nt o: M ult i-H e al t h S yst e ms; 1 9 9 2.

1 7. P er ki ns D O, Str o u p T S, Li e b er m a n J A. Ps y c h oti c dis or d ers m e as ur es. I n: H a n d b o o k of 
P s y c hi atri c M e as ur es. W as hi n gt o n, D C: A m eri c a n Ps y c hi atri c A s s o ci at i on; 2 0 0 0 , p. 4 8 5-5 1 3.

1 8. K e ef e R S, G ol d b er g T E, H ar v e y P D, G ol d J M, P o e M P, C o u g h e n o ur L. T h e Bri ef Ass ess m e nt 
of  C o g nitio n i n S c hi z o p hr e ni a: r eli a bilit y,  s e n sitivit y , a n d c o mp ari s o n wi t h a st a n d ar d 
n e ur o c o g nit i v e b att er y. S c hi z o p hr R es 2 0 0 4; 6 8( 2-3): 2 8 3 - 9 7.

1 9. At ki ns A S, Ts e n g T, V a u g h a n A, T w a ml e y E W, H ar v e y P, P att ers o n T, et al. V ali d ati o n of t h e 
t a blet -a d mi nist er e d Bri ef Ass ess m e nt of C o g nit i on ( B A C A p p). S c hi z o p hr R es 
2 0 1 7; 1 8 1: 1 0 0 - 6.

2 0. L e cr u bi er Y, S h e e h a n D V, W eill er E, A m ori m P, B o n or a I, S h e e h a n K H, et al. T h e 
Mi ni -I nt er n atio n al N e ur o p s y c hi atri c I nt er vi e w ( MI NI). A s h ort di a g n osti c str u ct ur e d 
i nter vi e w: r eli a bilit y a n d v ali di t y a c c or di n g t o t h e CI DI. E ur o p e a n Ps yc hi at 1 9 9 7( 1 2): 2 2 4 - 3 1.

2 1. S h e e h a n D V, L e cr u bi er Y, S h e e h a n K H, J a n a vs J, W eill er E, K es ki n e r A, et al. T h e v ali dity o f 
t he Mi ni I nt er n at i on al N e ur o ps y c hi atri c I nt er vi e w ( MI NI) a c c or di n g t o t h e S CI D -P a n d its 
r eli a bility. E ur Ps y c hi atr y  1 9 9 7; 1 2: 2 3 2- 4 1.

2 2. S h e e h a n D V, L e cr u bi er Y, S h e e h a n K H, A m ori m P, J a n a vs J, W eill er E, et al. T h e 
Mi ni -I nt er n atio n al N e ur o ps y c hi atri c I nt er vi e w ( M.I. N.I.): t h e d e v el o p m e nt a n d v ali d at i on of a 
str u ct ur e d di a g n ost i c ps y c hi atri c i nt er vi e w f or D S M-I V a n d I C D-1 0. J Cli n Ps y c hi atr y  
1 9 9 8; 5 9 S u p pl 2 0: 2 2 -3 3; q ui z 4 - 5 7.

2 3. Kir k p atri c k B, Str a uss G P, N g u y e n L, Fis c h er B A, D a ni el D G, Ci e nf u e g os A, et al. T h e bri ef 
n e g at i v e s y m pt o m s c al e: ps y c h om et ric pr o p erti es. S c hi z o p hr B ull 2 0 1 1; 3 7( 2): 3 0 0 - 5.

2 4. G u y  W. Cli ni c al Gl ob al I m pr essi o n ( C GI), E C D E U V ersi o n. I n: E C D E U Ass ess m e nt M a n u al 
f or P s yc h o p h ar m a c o l og y . R e vis e d e d. R o c k vill e, M D: U. S. D e pt. of H e alt h, E d u c ati o n, a n d 
W elf ar e; 1 9 7 6; D H E W p u bli c at i on n o. ( A D M) 7 6 -3 3 8, p. 2 1 8 -2 2.

2 5. G ar d D E, G ar d M G, Kri n g A M, J o h n O P. A nti ci p at or y a n d c o ns u m m at or y c o m p o n e nts of t h e 
e x p eri e n c e o f pl e as ur e: A s c al e d e v el o p m e nt st u d y. J o ur n al of R e s e ar c h i n P ers o n alit y 
2 0 0 6; 4 0( 6): 1 0 8 6 - 1 0 2.
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 1 2 1 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x A S c h e d ul e of St u d y P r o c e d u r es P a rt 1

P r o c e d u r e S c r e e ni n g

C o h o rt 1 T r e at m e nt P e ri o ds 1 a n d 2
C o h o rt 2 T r e at m e nt P e ri o ds 1 a n d 2

C o h o rts 3 t o 5

E T ( b)

F oll o w -u p P e ri o d Fi n al Visit

St u d y D a y
D a ys

-2 1 t o - 2
C h e c k -i n 
D a y - 1 D a y 1 D a y 2 D a y 3  D a y 4 

D a y 5
( Dis c h a r g e)

W e e kl y S af et y P K 
F oll o w -u p Visits ( a) St u d y C o m pl eti o n

I nf or m e d c o ns e nt X
I n cl usi o n/ e x cl usi o n 
crit eri a

X X

D e m o gr a p hi cs 
(i n cl u di n g s m o ki n g 
st at us) a n d m e di c al 
hist or y

X

M e di c ati o n hist or y X
P h y si c al e x a mi n ati o n 
a n d n e ur ol o gi c al 
e x a mi n ati o n ( c)

X X X X X X X

Vit al si g ns ( d) X X X X X X X X X X
H ei g ht, w ei g ht, a n d 
B MI ( e)

X X X X X

C o n c o mit a nt 
m e di c ati o ns 

X X X X X X X X X

C o n c urr e nt m e di c al 
c o n diti o n s

X X

1 2 -l e a d E C G (f) X X X X X X
S af et y l a b or at or y 
c oll e cti o ns ( g) 

X X X X X X X

e G F R ( h) X X X X
Ur i n e, c oti ni n e, a n d 
dr u g s cr e e n

X X

S er u m pr e g n a n c y t est 
( h C G)(i)

X X X (i) X X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 2 2 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x A S c h e d ul e of St u d y P r o c e d u r es  P a rt 1 ( c o nti n u e d)

P r o c e d u r es S c r e e ni n g

C o h o rt 1 T r e at m e nt P e ri o ds 1 a n d 2
C o h o rt 2 T r e at m e nt P e ri o ds 1 a n d 2

C o h o rts 3 t o 5

E T 
( b)

F oll o w- u p 
P e ri o d Fi n al Visit

St u d y D a ys
D a ys

- 2 1 t o - 2
C h e c k-i n 
D a y - 1  D a y 1  D a y 2  D a y 3  D a y 4 

D a y 5
( Dis c h a r g e)

W e e kl y 
S af et y P K 
F oll o w- u p 
Visits ( a) St u d y C o m pl eti o n

F S H (j) X
H e p atitis p a n el ( k)  X

P K bl o o d c oll e cti o n 
( n) 

X X X X  X  X  X

P K uri n e c oll e cti o n 
( o)

X X X X X  X  X

T A K- 0 4 1/ m at c hi n g 
pl a c e b o d osi n g ( p)

X

C o nfi n e m e nt ( q) X  X  X  X  X X
P T E ass ess m e nt X X  X
A E ass ess m e nt (r) X  X  X  X X  X  X
C- S S R S (s) X X  X X  X  X
B o n d- L a d er V A S (t) X  X  X X  X

F o ot n ot es ar e o n t h e f oll o wi n g p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 2 3 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A E = a d v ers e e v e nt, B MI = b o d y m ass i n d e x, 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 N A = d e o x yri b o n u cl ei c a ci d, e G F R = esti m at e d  gl o m er ul ar 
filtr ati o n r at e, E T = E arl y T er mi n ati o n, 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 C G = h u m a n c h ori o ni c g o n a d otr o p i n, P K = p h ar m a c o ki n eti cs, 

, P T E = pr etr e at m e nt e v e nt, R N A = ri b o n u cl ei c a ci d, V A S = vis u al a n al o g u e s c al e.
( a) W e e kl y s af et y a n d P K F oll o w- u p Visits will o c c ur st arti n g fr o m 7 d a ys aft er d osi n g ( D a y 8 ± 2 d a ys) i n e a c h C o h ort’s l ast t r e at m e nt p eri o d u ntil t h e 
c o n c e ntr ati o n of T A K- 0 4 1 i n pl as m a is n ot q u a ntifi a bl e i n e a c h s u bj e ct ( C o h orts 1 a n d 2) or 6 w e e ks aft er t h e d os e ( C o h orts 3 t o 5) t o ass ess s af et y a n d P K a n d 
w h et h er a n y c o n c o mit a nt m e di c ati o ns w er e us e d si n c e Dis c h ar g e o n D a y 5. If a b n or m al, cli ni c all y si g nifi c a nt fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y 
b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al u ati o n p er i n v esti g at or’s dis cr eti o n.
( b) W h e n e arl y t er mi n ati o n o c c urs o n a n o n- P K bl o o d c oll e cti o n d a y, P K bl o o d a n d uri n e s a m pl es s h o ul d b e c oll e ct e d.
( c) P h ysi c al a n d n e ur ol o gi c al e x a mi n ati o ns will b e m a d e at S cr e e ni n g, D a y 1, D a y 1, D a y 2, at Dis c h ar g e o n D a y 5 or E arl y T er mi nati o n, at e a c h w e e kl y s af et y a n d 
P K F oll o w- u p Visit, a n d at t h e Fi n al Visit.
( d) Vit al si g ns will i n cl u d e or al b o d y t e m p er at ur e m e as ur e m e nt, bl o o d pr ess ur e, r es pir ati o n r at e, a n d p uls e ( b e ats p er mi n ut e). P uls e a n d bl o o d pr ess ur e will b e 
m e as ur e d aft er 5 mi n ut es s u pi n e a n d a g ai n at 1 a n d 3 mi n ut es aft er st a n di n g f or all s c h e d ul e d ti m e p oi nts. Vit al si g ns will b e r e c or d e d at S cr e e ni n g, C h e c k-i n 
( D a y - 1), D a y 1 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 1, 2, 4, 8, 1 2, 2 4, 4 8, 7 2, a n d 9 6 h o urs p ost d os e or E arl y T er mi n ati o n, a n d at e a c h w e e kl y s af et y 
a n d P K F oll o w- u p Visit, a n d at t h e Fi n al Visit.
( e) H ei g ht a n d B MI will b e m e as ur e d at s cr e e ni n g o nl y. 
(f) F or  C o h orts 1 a n d 2, st a n d ar d 1 2-l e a d E C Gs will b e r e c or d e d at S cr e e ni n g, C h e c k-i n ( D a y - 1), D a y 1 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 1, 2, 
4, 8, 1 2, 2 4, 4 8, 7 2, a n d 9 6 h o urs p ost d os e or E arl y T er mi n ati o n, a n d at e a c h w e e kl y s af et y a n d P K F oll o w- u p Visit. F or C o h orts  3 t o 5, st a n d ar d 1 2-l e a d E C Gs will 
b e r e c or d e d at S cr e e ni n g, D a y 1 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 2, 2 4, a n d 9 6 h o urs p ost d os e, a n d at E arl y T er mi n ati o n. Si n gl e E C Gs will b e 
t a k e n at t h es e ti m e p oi nts.
( g)  C oll e cti o ns f or h e m at ol o g y, s er u m c h e mistr y, a n d uri n al ysis p ar a m et ers will o c c ur u p o n risi n g aft er a f ast of at l e ast 8 h o ur s at S cr e e ni n g, C he c k-i n ( D a y - 1), 
D a y 2, at Dis c h ar g e o n D a y 5, E arl y T er mi n ati o n, at e a c h w e e kl y s af et y a n d P K F oll o w- u p Visit, a n d at t h e Fi n al Visit.
( h) e G F R: F or C o h orts 1 a n d 2, t h e bl o o d r e q uir e d f or t h e D a y - 1 e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y  s a m pl es o n D a y - 1. F or C o h orts 1 
a n d 2, o n D a y 1, 3. 5 m L of bl o o d will b e dr a w n 6 ( ± 2) h o urs p ost d os e. F or C o h orts 3 t o 5, t h e bl o o d r e q uir e d f or t h e D a y - 1 e G F R s a m pl e will b e c oll e ct e d as p art 
of t h e s af et y l a b or at or y s a m pl es o n D a y - 1, D a y 2, D a y 5, a n d at e a c h w e e kl y s af et y a n d P K f oll o w- u p visit.
(i) S er u m pr e g n a n c y t ests f or f e m al e s u bj e cts o nl y will b e d o n e at S cr e e ni n g, D a y - 1 ( C h e c k i n), a n d o n Dis c h ar g e o n D a y 5 (f or C o h orts 1 a n d 2 o nl y), E arl y 
T er mi n ati o n, a n d at t h e Fi n al Visit.
(j) A n F S H l e v el will b e o bt ai n e d f or p ost m e n o p a us al w o m e n ( d efi n e d as c o nti n u o us a m e n orr h e a of at l e ast 2 y e ars).
( k) H e p atitis p a n el, i n cl u di n g H Bs A g a n d a nti- H C V.
(l)  

( m)  

( n) P K bl o o d s a m pl es f or t h e d et er mi n ati o n of T A K- 0 4 1 pl as m a c o n c e ntr ati o ns will b e c oll e ct e d o n D a y 1 ( pr e d os e [ wit hi n 6 0 mi n u t es pri or t o d os e]) a n d at 0. 2 5, 
0. 5, 1, 1. 5, 2, 3, 4, 8, 1 2, 2 4, 3 6, 4 8, 7 2, a n d 9 6 h o urs p ost d os e, a n d at e a c h  w e e kl y s af et y a n d P K F oll o w- U p Visit ( u ntil t h e c o n c e ntr ati o n of T A K- 0 4 1 i n pl as m a is 
n ot q u a ntifi a bl e i n e a c h s u bj e ct f or P eri o d 2 i n P art 1 C o h orts 1 a n d 2, a n d D a ys 8, 1 5, 2 2, 2 9, 3 6, a n d 4 3 f or P art 1 C o h orts 3 t hr o u g h 5).
( o) Uri n e s a m pl es f or t h e d et er mi nati o n of T A K- 0 4 1 c o n c e ntr ati o ns i n uri n e will b e c oll e ct e d pr e d os e o n D a y - 1 t hr o u g h D a y 1 t o j ust b ef or e d osi n g (- 1 2 t o 0 h o urs) 
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 2 4 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

a n d at ( 0 t o 6), ( 6 t o 1 2), ( 1 2 t o 2 4), ( 2 4 t o 4 8), ( 4 8 t o 7 2), a n d ( 7 2 t o 9 6) h o ur i nt er v als p ost d os e. 
( p) S u bj e cts will b e a d mi nist er e d t h e T A K- 0 4 1 or m at c hi n g pl a c e b o at a p pr o xi m at el y 0 8 0 0 h o urs f oll o wi n g a 8- h o ur f ast a n d will c o nti n u e t o f ast f or a n a d diti o n al 
4 h o urs p ost d os e. S u bj e cts m a y c o ns u m e w at er a d li bit u m wit h t h e e x c e pti o n of 1 h o ur b ef or e a n d 1 h o ur aft er dr u g a d mi nistr ati o n.
( q) F or e a c h tr e at m e nt p eri o d, s u bj e cts will b e c o nfi n e d t o t h e st u d y u nit fr o m D a y - 1 u ntil dis c h ar g e o n D a y 5.
(r) A Es will b e c a pt ur e d fr o m t h e first d os e of st u d y dr u g a n d will c o nti n u e u ntil t h e Fi n al Visit.
(s) C- S S R S: T h e S cr e e ni n g/ B a s eli n e C- S S R S will b e a d mi nist er e d at S cr e e ni n g a n d t h e Si n c e L ast Visit C- S S R S will b e a d mi nist er e d at C h e c k-i n o n D a y - 1, 
Dis c h ar g e o n D a y 5 or E arl y T er mi n ati o n, a n d F oll o w- u p Visits as a p pr o pri at e (if cli ni c all y si g nifi c a nt at Dis c h ar g e).
(t) B o n d- L a d er V A S will b e a d mi nist er e d i n o n D a y - 1, D a y 1 at 1, 3, 8, a n d 2 4 h o urs p ost d os e ( D a y 2), D a y 5, a n d (if a p pli c a bl e) at E arl y T er mi n ati o n.
( u) 

 

( v) O pti o n al f or s u bj e cts i n P art 1, C o h orts 1 a n d 2: T h e si n gl e l e a d E C G d e vi c e will b e us e d d uri n g t h e d osi n g p eri o ds a n d f or  a p pr o xi m at el y t h e first 3 d a ys of t h e 
w as h o ut p eri o d. T h e s u bj e cts will b e as k e d t o bri n g t h e d e vi c e t o t h e u nit f or t h e n e xt d osi n g p eri o d.  

.
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 1 2 5 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x B S c h e d ul e of St u d y P r o c e d u r es P a rt 2 C o h o rts 1 t o 4 ( h e alt h y s u bj e cts o nl y)

P r o c e d u r es
S c r e e n

i n g T r e at m e nt P e ri o d

E T 
( a)

F oll o w -
u p 

P e ri o d
Fi n al 
Visit

St u d y D a y
D a ys

-2 1 t o - 3

C h e c k 
-i n

D a y - 2
D a y
- 1

D a y 
1

D a ys 
2- 3

D a y 
5

C h e c k
-i n
D a y

7
D a y 

8
D a ys 
9- 1 0

C h e c k
-i n
D a y
1 4

D a y 
1 5

D a ys 
1 6- 1 7

C h e c k
-i n
D a y
2 1

D a y 
2 2

D a y 
2 3

D a y 
2 4

D a y
2 6

S af et y 
P K 

F oll o w -
u p Visits 

( b)

St u d y 
C o m p -
l eti o n

I nf or m e d c o ns e nt X

I ncl usi o n/ e x cl usi o n 
crit eri a

X X

D e m o gr a p hi cs 
(i n cl u di n g s m o ki n g 
st at us) a n d m e di c al 
hist or y

X

M e di c ati o n hist or y X

P h ysi c al 
e x a mi n ati o n a n d 
n e ur ol o gi c al 
e x a mi n ati o n ( c)

X X X X X X X X X X

Vit al si g ns ( d) X X X X X X X X X X X X X X X X

H ei g ht, w ei g ht, a n d 
B MI ( e)

X X X X X X

C o n c o mit a nt 
m e di c ati o ns 

X X X X X X X X X X X X X X X X X X X X

C o n c urr e nt m e di c al 
c o n diti o ns

X X X

1 2 -l e a d E C G(f) X X X X X X X X X X X X

H olt er E C G 
m o nit ori n g (f)

X X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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A p p e n di x B S c h e d ul e of St u d y P r o c e d u r es P a rt 2  C o h o rts 1 t o 4 ( h e alt h y s u bj e cts o nl y) ( c o nti n u e d)

P r o c e d u r es
S c r e e n

i n g  T r e at m e nt P e ri o d

E T 
( a)

F oll o w-
u p 

P e ri o d
Fi n al 
Visit

St u d y D a y

D a ys
- 2 1 
t o - 3

C h e c k-
i n

D a y - 2
D a y
- 1  D a y 1

D a ys 
2- 3  D a y 5

C h e c k-
i n

D a y
7  D a y 8

D a ys 
9- 1 0

C h e c k-i n
D a y
1 4

D a y 
1 5

D a ys 
1 6- 1 7

C h e c k
-i n
D a y
2 1

D a y 
2 2

D a y 
2 3

D a y
2 4

D a y 
2 6

S af et y 
P K 

F oll o w-
u p Visits 

( b)

St u d y 
C o m p
-l eti o n

S af et y l a b or at or y 
c oll e cti o ns ( g) 

X X  X X  X  X X  X X  X X X X X

e G F R ( h) X X X X X X

Uri n e, c oti ni n e, 
a n d dr u g s cr e e n (i)

X X

S er u m pr e g n a n c y 
t est ( h C G) (j)

X X X X X X  X

F S H ( k) X

H e p atitis p a n el (l)  X

F e c al c oll e cti o n f o r
mi cr o bi o m e 
a n al ysis ( p)

X X X X X

P K bl o o d 
c oll e cti o n (r)

X X X  X X  X X X X X X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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A p p e n di x B S c h e d ul e of St u d y P r o c e d u r es P a rt 2 C o h o rts 1 t o 4 ( h e alt h y s u bj e cts o nl y) ( c o nti n u e d)

P r o c e d u r es S c r e e ni n g

T r e at m e nt P e ri o d

E T 
( a)

F oll o w- u
p P e ri o d

Fi n al 
Visit

St u d y D a y
D a ys

- 2 1 t o - 3

C h e c k 
-i n

D a y - 2
D a y
- 1  D a y 1

D a ys 
2- 3  D a y 5

C h e c k-
i n

D a y
7  D a y 8

D a ys 
9- 1 0

C h e c k-i
n

D a y 1 4
D a y 
1 5

D a ys 
1 6- 1 7

C h e c k-
i n

D a y
2 1

D a y 
2 2

D a y 
2 3

D a y 
2 4

D a y
2 6

S af et y 
P K 

F oll o w-
u p Visits 

( b)

St u d y 
C o m p-l
eti o n

P K uri n e c oll e cti o n 
( s)

X X  X X  X X X  X  X

T A K- 0 4 1/ pl a c e b o 
d osi n g (t)

X X X X

C o nfi n e m e nt ( u) X  X  X  X X  X  X  X  X  X  X  X  X  X  X

P T E ass ess m e nt  X  X  X

A E ass ess m e nt ( v) X X X X X X  X X X  X X X X  X X  X  X

C- S S R S ( w)  X  X X  X  X X  X X  X X  X  X  X

B o n d- L a d er V A S 
( x)

X X X X X  X  X  X

A p pli c ati o n of 
si n gl e l e a d E C G 
d e vi c e ( y)

X X

R e m o v al of si n gl e 
l e a d E C G d e vi c e 
( y)

X X X

F o ot n ot es ar e o n t h e f oll o wi n g p a g e.
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A E = a d v ers e e v e nt, B MI = b o d y m ass i n d e x, 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 N A = d e o x yri b o n u cl ei c a ci d, e G F R = esti m at e d gl o m er ul ar filtr ati o n r at e, E T = E arl y 
T er mi n ati o n, 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 C G = h u m a n c h ori o ni c g o n a d otr o pi n, P K = p h ar m a c o ki n eti cs,
P T E = pr etr e at m e nt e v e nt, R N A = ri b o n u cl ei c a ci d, V A S = vis u al a n al o g u e s c al e.
( a)  

( b) S af et y a n d P K F oll o w- u p Visits will o c c ur st arti n g fr o m 4 d a ys aft er d osi n g ( D a y 2 6 ± 2 D a ys, 2 9 ± 2 d a ys, 3 6 ± 2 d a ys, 4 3 ± 2 d a ys, 5 0 ± 2 d a ys, 5 7 ± 2 d a ys, a n d 6 4 ± 2 d a ys) f or 
e a c h c o h ort u ntil 6 w e e ks aft er t h e l ast d os e t o ass ess s af et y a n d P K a n d w h et h er a n y c o n c o mit a nt m e di c ati o ns w er e us e d si n c e di s c h ar g e o n D a y 2 4. If a b n or m al, cli ni c all y si g nifi c a nt 
fi n di n gs ar e o bs er v e d u p o n dis c h ar g e, s u bj e cts m a y b e br o u g ht b a c k t o t h e st u d y u nit f or r e- e v al u ati o n p er i n v esti g at or’s dis cr eti o n.
( c) P h ysi c al e x a mi n ati o ns a n d n e ur ol o gi c al e x a mi n ati o ns will b e m a d e at S cr e e ni n g, D a y 1, D a ys 8, 1 5, a n d 2 2 ( pr e d os e [ wit hi n 6 0  mi n ut es pri or t o d osi n g]) a n d at St u d y E xit 
( D a y 2 4) or E arl y T er mi n ati o n, at e a c h s af et y a n d P K F oll o w- u p Visit, a n d at t h e Fi n al Visit.
( d) Vit al si g ns will i n cl u d e or al b o d y t e m p er at ur e m e as ur e m e nt, bl o o d pr ess ur e, r es pir ati o n r at e, a n d p uls e ( b e ats p er mi n ut e). P uls e a n d bl o o d pr ess ur e will b e m e as ur e d aft er 5 
mi n ut es s u pi n e a n d a g ai n at 1 a n d 3 mi n ut es aft er st a n di n g f or all s c h e d ul e d ti m e p oi nts. Vit al si g ns will b e r e c or d e d at S cr e e ni n g, C h e c k-i n ( D a y - 2), D a y - 1, D a y 1 ( pr e d os e [ wit hi n 
6 0 mi n ut es pri or t o d osi n g]), a n d at 2, 8, 2 4, 3 6, a n d 4 8 h o urs p ost d os e), a n d D a ys 8, 1 5, a n d 2 2 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 2, 8, 2 4, 3 6, a n d 4 8 h o urs 
p ost d os e), at E arl y T er mi n ati o n, at e a c h s af et y a n d P K F oll o w- u p Visit, a n d at t h e Fi n al Visit.
( e) H ei g ht a n d B MI will b e m e as ur e d at S cr e e ni n g o nl y.
(f) St a n d ar d 1 2-l e a d E C Gs will b e r e c or d e d at S cr e e ni n g, C h e c k-i n ( D a y - 2); D a y 1 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 2, 2 4, a n d 4 8 h o urs p os t d os e), a n d D a ys 8, 1 5, 
a n d 2 2 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d at 2, 2 4, a n d 4 8 h o urs p ost d os e); a n d at E arl y T er mi n ati o n. Si n gl e E C Gs will b e t a k e n at t h es e ti m e p oi nts. C o nti n u o us H olt er 
E C G m o nit ori n g will b e c o n d u ct e d fr o m D a y - 1 u ntil 2 4 h o urs p ost d os e o n D a y 1. Tri pli c at e 1 2-l e a d E C Gs will b e e xtr a ct e d fr o m t h e H- 1 2 fl as h c ar d a p pr o xi m at el y 1 mi n ut e a p art 
fr o m o n e a n ot h er (f or e a c h ti m e p oi nt, tri pli c at e E C Gs wit h 1 0 s e c. e xtr a cti o n) at t h e f oll o wi n g ti m e p oi nts: D a y - 1 ( 2 3, 2 2, 20, 1 6, 1 2 h o ur b ef or e d osi n g), a n d D a y 1 i m m e di at el y 
b ef or e d osi n g [ 0 hr, wit hi n 4 5 mi n of d osi n g], a n d at 1, 2, 4, 8, 1 2, a n d 2 4 h o urs p ost d os e. A wi n d o w of ± 1 0 mi n ut es ar o u n d e a c h  s c h e d ul e d ti m e p oi nt c a n b e utili z e d i n or d er f or t h e 
c e ntr al r e a d er t o o bt ai n t h e n e c ess ar y E C Gs.
( g) C oll e cti o ns f or h e m at ol o g y, s er u m c h e mistr y, a n d uri n al ysis t ests will o c c ur u p o n risi n g aft er a n a p pr o xi m at e 8- h o ur o v er ni g ht f ast at S cr e e ni n g, C h e c k-i n ( D a y - 2, 7, 1 4, a n d 2 1), 
D a ys 1, 8, 1 5, a n d 2 2 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]), a n d D a y 2 4 ( St u d y E xit), or E arl y T er mi n ati o n, at e a c h w e e kl y s af et y a n d P K F oll o w- u p Visit, a n d at t h e Fi n al 
Visit.
( h) e G F R: T h e bl o o d r e q uir e d f or t h e e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es o n D a ys - 2, 1, 7, 1 4, 2 1, a n d at e a c h s af et y a n d P K F oll o w- u p Visit.
(i) Uri n e c oti ni n e a n d dr u g s cr e e ns m a y b e r e p e at e d as n e e d e d at t h e i n v esti g at or’s dis cr eti o n.
(j) S er u m pr e g n a n c y t ests f or f e m al e s u bj e cts o nl y will b e d o n e at S cr e e ni n g, D a y - 2 a n d o n D a y 2 4 ( St u d y E xit), or E arl y T er mi n ati o n, a n d at t h e Fi n al Visit.
( k) A n F S H l e v el will b e o bt ai n e d f or p ost m e n o p a us al w o m e n ( d efi n e d as c o nti n u o us a m e n orr h e a of at l e ast 2 y e ars).
(l) H e p atitis p a n el, i n cl u di n g H Bs A g a n d a nti- H C V.
( m)  

( n) T w o 2. 5 m L w h ol e bl o o d s a m pl es will b e c oll e ct e d f or R N A p h ar m a c o g e n o mi c a n al ysis at e a c h of t h es e ti m e p oi nts: o n D a y 1 pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), at 2 4 
h o urs p ost d os e, a n d o n  D a y 2 2 ( a p pr o xi m at el y 8 h o urs p ost d os e) fr o m e a c h s u bj e ct i n C o h orts 1- 4.
( o)  

 

( p) F e c es will c oll e ct e d fr o m s u bj e cts i n P art 2 C o h orts 1- 4 a n d f or e x pl or at or y a n al ysis of g ut mi cr o bi o m e a p pr o xi m at el y 1 w e e k pri or t o A d missi o n, o n D a y - 1, D a y 9 ( o n e d a y aft er 
D a y 8 d osi n g), D a y 2 3 ( o n e d a y aft er D a y 2 2 d osi n g), a n d at E arl y T er mi n ati o n if t his o c c urs pri or t o D a y 2 2. S u bj e cts will b e pr o vi d e d wit h a f e c al s a m pl e c oll e cti o n kit a n d 
i nstr u cti o ns at t h e S cr e e ni n g Visit, s a m pl e t o b e c oll e ct e d a p pr o xi m at el y 1 w e e k pri or t o a d missi o n t o t h e u nit a n d t o b e r et urn e d w h e n a d mitt e d t o t h e u n it o n D a y - 1. F or t h e s a m pl e 
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c oll e cti o ns s c h e d ul e d d uri n g c o nfi n e m e nt ( D a ys - 1, 9, a n d 2 3) a ± 1 d a y wi n d o w is p er mitt e d i n or d er t o c oi n ci d e wit h t h e s u bj e c t’s n or m al p att er n of b o w el m o v e m e nts or if t h er e is 
a c o nfli ct wit h ot h er st u d y pr o c e d ur es. T h e d at e a n d a p pr o xi m at e ti m e of a ct u al s a m pl e c oll e cti o n s h o ul d b e r e c or d e d. As s u bj e c ts’ b o w el m o v e m e nt p att er ns s h o w si g nifi c a nt 
i nt er-s u bj e ct v ari a bilit y a n d m a y b e f urt h er alt er e d b y c h a n g es i n di et a n d / or p h ysi c al a cti vit y d uri n g t h e r esi d e nti al st a y, if a s u bj e ct w h o h as c o ns e nt e d t o t his pr o c e d ur e d o es n ot 
pr o vi d e a s a m pl e t his will n ot b e c o nsi d er e d t o b e a pr ot o c ol d e vi ati o n. T h e r e as o n f or missi n g t h e s a m pl e s h o ul d b e n ot e d. F ul l d et ails of s a m pl e c oll e cti o n will b e pr o vi d e d i n t h e 
L a b or at or y M a n u al. P arti ci p ati o n i n t h e c oll e cti o n f or f e c al s a m pl es f or e x pl or at or y mi cr o bi o m e a n al ysis is v ol u nt ar y a n d is s u bj e ct t o s e p ar at e i nf or m e d c o ns e nt.
( q)  

 
 
 
 

(r) P K bl o o d s a m pl es f or t h e d et er mi n ati o n of T A K- 0 4 1 c o n c e ntr ati o ns i n pl as m a will b e c oll e ct e d o n D a y 1 pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d os e) a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, 1 2, 
2 4, 4 8, a n d 9 6 h o urs p ost d os e ( o n D a y 5), D a ys 8 a n d 1 5 pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d osi n g), 1, 2, a n d 4 h o ur p ost d os e,  a n d D a y 2 2 pr e d os e ( wit hi n 6 0 mi n ut es pri or t o d os e) 
a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, 1 2, 2 4, a n d 4 8 h o urs p ost d os e, a n d at e a c h s af et y a n d P K F oll o w- U p Visit ( D a ys 2 6, 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4).
(s) Uri n e s a m pl es f or t h e d et er mi n ati o n of T A K- 0 4 1 c o n c e ntr ati o ns i n uri n e will b e c oll e ct e d pr e d os e o n D a y - 1 t hr o u g h D a y 3 t o  j ust b ef or e d osi n g (- 1 2 t o 0 h o urs) a n d p ost d os e at 
( 0 t o 6 h o urs), ( 6 t o 1 2 h o urs), ( 1 2 t o 2 4 h o urs), ( 2 4 t o 4 8 h o urs) i nt er v als a n d D a y 2 2 pr e d os e (- 1 2 t o 0 h o urs) a n d p ost d os e at ( 0 t o 6 h o urs), ( 6 t o 1 2 h o urs), ( 1 2 t o 2 4 h o urs), a n d ( 2 4 
t o 4 8 h o urs) i nt er v als. T e n- millilit er ali q u ots s h o ul d b e t a k e n fr o m t h e uri n e c oll e cti o ns o n D a ys 1 a n d 2 2 ( pr e d os e a n d 1 2- 2 4 h o urs p ost d os e) f or m e as ur e m e nt of 
6 β - h y dr o x y c ortis ol/ c ortis ol r ati o t o ass ess C Y P 3 A 4 i n d u cti o n.
(t) S u bj e cts will b e a d mi nist er e d T A K- 0 4 1/ m at c hi n g pl a c e b o at a p pr o xi m at el y 0 8 0 0 h o urs f oll o wi n g a f ast of at l e ast 8 h o ur a n d will c o nti n u e t o f ast f or a n a d diti o n al 4 h o urs 
p ost d os e. S u bj e cts m a y c o ns u m e w at er a d li bit u m wit h t h e e x c e pti o n of 1 h o ur b ef or e a n d 1 h o ur aft er dr u g a d mi nistr ati o n. 
( u) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3, fr o m D a y 7 t o D a y 1 0, fr o m D a y 1 4 t o D a y 1 7, a n d fr o m D a y 2 1 t o D a y 2 4 (f or at l e ast 4 8 h o urs aft er 
e a c h d os e) f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e.
( v) A Es will b e c a pt ur e d fr o m t h e first d os e of st u d y dr u g u ntil t h e Fi n al Visit.
( w) C- S S R S: T h e S cr e e ni n g/ B as eli n e C- S S R S will b e a d mi nist er e d at S cr e e ni n g a n d t h e Si n c e L ast Visit C- S S R S will b e a d mi nist er e d at C h e c k-i n o n D a y - 2; D a ys 3 ( Dis c h ar g e), 5, 
7 ( C h e c k-i n), 1 0 ( Dis c h ar g e), 1 4 ( C h e c k-i n), 1 7 ( Dis c h ar g e), 2 1 ( C h e c k-i n) a n d 2 4 ( Fi n al Dis c h ar g e),  E arl y T er mi n ati o n, a n d F oll o w- u p Visits as a p pr o pri at e (if cli ni c all y si g nifi c a nt 
at Dis c h ar g e).
( x) B o n d- L a d er V A S will b e a d mi nist er e d o n D a y - 1; D a ys 1, 8, 1 5, a n d 2 2 at 1, 3, 8, a n d 2 4 h o urs p ost d os e; D a y 2 4, a n d (if a p p li c a bl e) at E arl y T er mi n ati o n.
( y) O pti o n al f or s u bj e cts i n P art 2, C o h orts 3 a n d 4: T h e si n gl e l e a d E C G d e vi c e will b e w or n c o nti n u o usl y fr o m D a y - 1 t o D a y 8. T h e d e vi c es will b e r e- a p pli e d o n D a y 2 1 of t h e st u d y 
a n d will b e w or n c o nti n u o usl y u ntil s u bj e cts r et ur n t o t h e u nit f or t h e first f oll o w- u p visit. D e vi c es will b e r e m o v e d if s u bj e cts t er mi n at e t h e st u d y e arl y.
( z)  
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1, 2, a n d 42, a n d

Visit ( D a ysit ( D a y
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(-1 2 t o 0 h2 t o 
n D a ys 1 aD a ys

0 h o urs f olurs f o
ef or e a n d 1or e a n

fr o m D a yr o m D

Visit.Visit.
S cr e e ni n gcr e e ni n

h e c ke c k --i n) a ni n)

, 8, 1 5, a n8, 1 5, a
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h e u nit f ornit f o
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 1 3 0 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x C S c h e d ul e of St u d y P r o c e d u r es P a rt 3 ( T a bl et F o r m ul ati o n – R el ati v e Bi o a v ail a bilit y a n d F o o d Eff e ct)

S c r e e ni n g T r e at m e nt P e ri o d
E a rl y 

T e r mi n ati o n 
( a)

F oll o w - u
p ( b )

St u d y D a y -2 8 t o -2 -1 1 t o 5 1 9 ( ± 2)

S c h e d ul e d Ti m e ( h) P r e -d o
s e D a y 

1

0 0. 2 5 0. 5 1 1. 5 2 3 4 6 8 1 2 2 4 3 6 4 8 7 2 9 6

A d mi nist r ati v e P r o c e d u r es

I nf or m e d C o ns e nt X

I ncl usi o n/ E x cl usi o n 
Crit eri a

X  X  X

M e di c al 
Hist or y/ D e m o gr a p hi c
s

X

Pri or a n d 
C o n c o mit a nt 
M e di c ati o n R e vi e w

X X
--------------------------------------------C o nti n u o us R e vi e w -----------------------------------------------------

Cli ni c P r o c e d u r es/ Ass ess m e nts

F ull P h ysi c al 
E x a mi n ati o n ( c)

X X( c ) X( c) X X  X  X

B o d y M ass I n d e x ( d) X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 1 3 1 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x C S c h e d ul e of St u d y P r o c e d u r es P a rt 3 ( T a bl et F o r m ul ati o n – R el ati v e Bi o a v ail a bilit y a n d F o o d Eff e ct) ( c o nti n u e d)

S c r e e ni n g T r e at m e nt P e ri o d
E a rl y 

T e r mi n ati o n 
( b)

F oll o w - u
p ( a)

St u d y D a y -2 8 t o -2 -1 1 t o 5 1 9 ( ± 2)

S c h e d ul e d Ti m e P r e -d o
s e D a y 

1

0 0. 2 5 0. 5 1 1. 5 2 3 4 6 8 1 2 2 4 3 6 4 8 7 2 9 6

T A K -0 4 1 A d mi nistr ati
o n ( e)

X

S e mi -r e c u m b e nt Vit al 
Si g ns ( H R, S B P a n d 
D B P) (f)

X X X  X X X X  X

Vit al Si g ns 
(r es pir at or y r at e a n d 
t e m p er at ur e) (f)

X X X  X X X X  X

St a n d ar d 1 2 -l e a d 
E C Gs ( g)

X  X  X X X X  X

C -S S R S ( h) X X X X X X X

A d v ers e E v e nts 
M o nit ori n g (i)

X  X  X ----------------------------C o nti n u o us M o nit ori n g ----------------------------------------------------- X X  X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 3 2 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x C S c h e d ul e of St u d y P r o c e d u r es P a rt 3 ( T a bl et F o r m ul ati o n –  R el ati v e Bi o a v ail a bilit y a n d F o o d Eff e ct) ( c o nti n u e d)

S c r e e ni n g T r e at m e nt P e ri o d
E a rl y 

T e r mi n ati o n
F oll o w- u

p

St u d y D a y - 2 8 t o - 2 - 1 1 t o 5 1 9 ( ± 2)

S c h e d ul e d Ti m e 
( H o u rs)

P r e- d o
s e D a y 

1

0 0. 2 5 0. 5 1 1. 5 2 3 4 6 8 1 2 2 4 3 6 4 8 7 2 9 6

L a b o r at o r y P r o c e d u r es/ Ass ess m e nts

H e m at ol o g y (j)  X  X(j) X X X

Uri n al ysis (j) X  X(j) X X X

S er u m C h e mistr y (j)  X  X(j) X X X

Uri n e Dr u g S cr e e n 
( k)

X X( k)
X

H e p atitis S cr e e n (l)  X

H u m a n 
i m m u n o d efi ci e n c y 
vir us ( HI V) S cr e e n 

X

β h C G ( pr e g n a n c y) 
( m)

X
X

X

S er u m F S H ( n)  X X X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 3 3 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x C S c h e d ul e of St u d y P r o c e d u r es P a rt 3 ( T a bl et F o r m ul ati o n –  R el ati v e Bi o a v ail a bilit y a n d F o o d Eff e ct) ( c o nti n u e d) 

S c r e e ni n g T r e at m e nt P e ri o d E a rl y 
T e r mi n ati o n

F oll o w- u
p

St u d y D a y - 2 8 t o - 2 - 1 1 t o 5 1 9 ( ± 2)

S c h e d ul e d Ti m e
H o u rs

P r e- d o
s e D a y 

1

0 0. 2 5 0. 5 1 1. 5 2 3 4 6 8 1 2 2 4 3 6 4 8 7 2 9 6

P h a r m a c o ki n eti cs E v al u ati o ns

Bl o o d S a m pl e f or P K 
T A K- 0 4 1 ( p)

X  X  X X X  X X X  X X X  X X X X  X X  X

Ot h e r

C o nfi n e m e nt ( q)   X                                                                                                                                                      X

A E = a d v ers e e v e nt, B MI = b o d y m ass i n d e x, 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 N A = d e o x yri b o n u cl ei c a ci d, e G F R = esti m at e d gl o m er ul ar filtr ati o n r at e, E T = E arl y 
T er mi n ati o n, 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 C G = h u m a n c h ori o ni c g o n a d otr o pi n, P K = p h ar m a c o ki n eti cs, , 
P T E = pr etr e at m e nt e v e nt, R N A = ri b o n u cl ei c a ci d, V A S = vis u al a n al o g u e s c al e.
( a) W h e n e arl y t er mi n ati o n o c c urs, P K bl o o d s a m pl es s h o ul d b e c oll e ct e d.
( b) A S af et y a n d P K F oll o w- u p Visit will 2 w e e ks d a ys aft er dis c h ar g e t o ass ess s af et y a n d P K a n d w h et h er a n y c o n c o mit a nt m e di c at i o ns w er e us e d.  T his will b e t h e fi n al s c h e d ul e d 
st u d y visit.
( c) P h ysi c al a n d n e ur ol o gi c al e x a mi n ati o ns will b e t h or o u g h, a n d su bs e q u e nt e x a mi n ati o ns l o o ki n g f or a b n or m al c h a n g e fr o m S cr e e ni n g. Pr e d os e e x a mi n ati o ns o n D a y 1 m a y b e d o n e 
o n D a y - 1.
( d) H ei g ht a n d B MI will b e m e as ur e d at S cr e e ni n g o nl y.
( e) S u bj e cts will b e a d mi nist er e d a si n gl e T A K- 0 4 1 4 0 m g i m m e di at e r el e as e t a bl et at a p pr o xi m at el y 0 8 0 0 h o urs, f oll o wi n g eit h er  a 1 0- h o ur f ast or 3 0 mi n aft er st arti n g i n g esti o n of 
a hi g h c al ori e a n d hi g h f at m e al. S u bj e cts will c o nti n u e t o f ast f or a n a d diti o n al 4 h o urs p ost d os e a n d m a y c o ns u m e w at er a d li bit u m wit h t h e e x c e pti o n of 1 h o ur b ef or e a n d 1 h o ur 
aft er dr u g a d mi nistr ati o n. St a n d ar d m e als will b e a d mi nist er e d at a p pr o xi m at el y H o ur 4 (l u n c h), H o ur 7 (s n a c k), H o ur 1 0 ( di n n er) a n d H o ur 1 3 (s n a c k) h o urs p ost d os e.
(f) Vit al si g ns will i n cl u d e or al b o d y t e m p er at ur e m e as ur e m e nt, bl o o d pr ess ur e, r es pir ati o n r at e, a n d p uls e ( b e ats p er mi n ut e). P uls e a n d bl o o d pr ess ur e will b e m e as ur e d aft er 5 
mi n ut es s u pi n e a n d a g ai n at 1 a n d 3 mi n ut es aft er st a n di n g f or all s c h e d ul e d ti m e p oi nts.
( g) St a n d ar d 1 2-l e a d E C Gs will b e o n  D a y 1 ( pr e d os e [ wit hi n 6 0 mi n ut es pri or t o d osi n g]). 
( h) C- S S R S: T h e S cr e e ni n g/ B as eli n e C- S S R S will b e a d mi nist er e d at S cr e e ni n g a n d t h e Si n c e L ast Visit  C- S S R S will b e a d mi nist er e d  o n all ot h er visits.
(i) A Es will b e c a pt ur e d fr o m t h e first d os e of st u d y dr u g a n d will c o nti n u e u ntil t h e Fi n al Visit.
(j) C oll e cti o ns f or h e m at ol o g y, s er u m c h e mistr y, a n d uri n al ysis p ar a m et ers will o c c ur u p o n risi n g aft er a f ast of at l e ast 8 h ours.  C oll e cti o n o n D a y 1 pri or t o d osi n g c a n b e p erf or m e d 
alt er n ati v el y o n D a y - 1.
( k) Uri n e c oti ni n e a n d dr u g s cr e e n m a y b e r e p e at e d at t h e j u d g e m e nt of t h e i n v esti g at or.
(l) H e p atitis p a n el i n cl u d es H Bs A g a n d a nti- H C V 
( m) Bl o o d will b e c oll e ct e d fr o m f e m al e s u bj e cts o nl y f or pr e g n a n c y t ests.
( n) A n F S H l e v el will b e o bt ai n e d f or p ost m e n o p a us al w o m e n ( d efi n e d as c o nti n u o us a m e n orr h e a of at l e ast 2 y e ars).
( o)  
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 3 4 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

 
( p) P K bl o o d s a m pl es f or t h e d et er mi n ati o n of T A K- 0 4 1 pl as m a c o n c e ntr ati o ns will b e c oll e ct e d o n D a y 1 ( pr e d os e [ wit hi n 6 0 mi n u t es pri or t o d os e]) a n d at ot h er s c h e d ul e d ti m es.
( q) S u bj e cts will b e c o nfi n e d t o t h e st u d y u nit fr o m D a y - 1 u ntil 4 8 h o urs aft er d osi n g.  O n D a y 1, s u bj e cts r a n d o mi z e d f e d will st art t o i n g est a hi g h-f at hi g h c al ori e br e a kf ast wit hi n 
3 0 mi n pri or t o d osi n g, a n d s u bj e cts r a n d o mi z e d f asti n g will c o nti n u e t h eir mi ni m u m 1 0 h o ur o v er ni g ht f ast u ntil d os e a d mi nistr ati o n. All s u bj e cts will h a v e n o f o o d, dri n k ( ot h er t h a n 
w at er) a n d n o m e di c ati o n aft er d os e a d mi nistr ati o n u ntil l u n c h 4 h o urs l at er.
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T A K -0 4 1
St u d y N o. T A K -0 4 1 -1 0 0 1 P a g e 1 3 5 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x D S c h e d ul e of St u d y P r o c e d u r es P a rt 4 S c r e e ni n g T h r o u g h D a y 2 4/ E T 

P r o c e d u r es S c r e e ni n g E T 

St u d y D a y
D a ys

- 3 5 t o - 3

C h e c k 
-i n

D a y - 2
D a y
- 1 D a y 1

D a ys 
2 - 3 D a y 5

C h e c k -
i n

D a y
7 D a y 8

D a ys 
9- 1 0

C h e c k -
i n

D a y
1 4

D a y 
1 5

D a ys 
1 6- 1 7

C h e c k -
i n

D a y
2 1

D a y 
2 2

D a y
2 3- 2 4 E T ( a)

I nf or m e d c o ns e nt X

I ncl usi o n/ e x cl usi o n 
crit eri a

X X

D e m o gr a p hi cs 
(i n cl u di n g s m o ki n g 
st at us) a n d m e di c al 
hist or y

X

M e di c ati o n hist or y X

P h ysi c al e x a mi n ati o n 
a n d n e ur ol o gi c al 
ass ess m e nts ( b)

X X X X X X X

Vit al si g ns ( c) X X X X X X X X X X X X

H ei g ht, w ei g ht, a n d 
B MI ( d)

X X X

C o n c o mit a nt 
m e di c ati o ns 

X X X X X X X X X X X X X X X X

C o n c urr e nt m e di c al 
c o n diti o ns

X X

1 2 -l e a d E C G( e) X X X X X X X X X X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 3 6 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x D S c h e d ul e of St u d y P r o c e d u r es P a rt 4 : S c r e e ni n g T h r o u g h D a y 2 4/ E T ( c o nti n u e d)

P r o c e d u r es
S c r e e n

i n g

St u d y D a y

D a ys
- 3 5
t o - 3

C h e c k 
-i n

D a y - 2
D a y
- 1  D a y 1

D a ys 
2- 3  D a y 5

C h e c k-
i n

D a y 7  D a y 8
D a ys 
9- 1 0

C h e c k-
i n

D a y 1 4
D a y 
1 5

D a ys 
1 6- 1 7

C h e c k-
i n

D a y 2 1
D a y 
2 2  D a y 2 3- 2 4 E T ( a)

S af et y l a b or at or y 
c oll e cti o ns (f)

X X X  X X X X X X X X

A nti ps y c h oti c m e di c ati o n 
l e v el

X X

e G F R ( g) X X X X X

Uri n e, a n d dr u g s cr e e n ( h) X X X X X X

S er u m a nti ps y c h oti c 
m e di c ati o n l e v el

X X

S er u m pr e g n a n c y t est ( h C G) 
(i)

X X X X

F S H (j) X

H e p atitis p a n el ( k) X

F e c al c oll e cti o n f or 
mi cr o bi o m e a n al ysis ( o)

X X X X X

Uri n e c oll e cti o n f or 
6 β h y dr o x y c ortis ol / 
c ortis ol r ati o ( q)

X ( q) X( q)

P K bl o o d c oll e cti o n (r) X (r)  X (r)  X (r) X (r) X (r) X (r)  X (r)  X

F o ot n ot es ar e o n l ast t a bl e p a g e.
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T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 3 7 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A p p e n di x  D S c h e d ul e of St u d y P r o c e d u r es P a rt 4: S cr e e ni n g T hr o u g h D a y 2 4/ E T ( c o nti n u e d)

P r o c e d u r es
S c r e e ni n

g

St u d y D a y
D a ys

- 3 5 t o - 3

C h e c k 
-i n

D a y - 2
D a y
- 1

D a y 
1

D a ys 
2- 3

D a y 
5

C h e c k-
i n

D a y
7

D a y 
8

D a ys 
9- 1 0

C h e c k-
i n

D a y 1 4
D a y 
1 5

D a ys 
1 6- 1 7

C h e c k-
i n

D a y
2 1

D a y 
2 2

D a y 
2 3- 2 4

E T ( a)

T A K- 0 4 1/ pl a c e b o 
d osi n g (s)

X X X X

C o nfi n e m e nt (t) X  X  X  X X  X  X  X  X  X  X  X  X

P T E ass ess m e nt X  X  X

A E ass ess m e nt ( u) X  X  X  X  X  X  X  X  X  X  X  X  X 

MI NI X

P A N S S X X X X X

C- S S R S ( v) X  X X  X  X X  X X  X X  X 

B o n d- L a d er V A S ( w) X X ( w)

F o ot n ot es ar e o n t h e f oll o wi n g p a g e.
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A E = a d v ers e e v e nt, , B MI = b o d y m ass i n d e x, 
– S e v erit y, 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 N A = d e o x yri b o n u cl ei c a ci d, e G F R = esti m at e d gl o m er ul ar 

filtr ati o n r at e, E T = E arl y T er mi n ati o n, 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 C G = h u m a n c h ori o ni c g o n a d otr o p i n, MI NI = Mi ni I nt er n ati o n al 
N e ur o ps y c hi atri c I nt er vi e w, P A N S S = P ositi v e a n d N e g ati v e S y n dr o m e S c al e, P K = p h ar m a c o ki n eti cs, ), P T E = pr etr e at m e nt e v e nt, R N A = ri bo n u cl ei c a ci d, 

, V A S = vis u al a n al o g u e s c al e.
( a) W h e n e arl y t er mi n ati o n o c c urs o n a n o n- P K bl o o d c oll e cti o n d a y, P K bl o o d a n d uri n e s a m pl es s h o ul d b e c oll e ct e d. If e arl y t er mi n ati o n o c c urs o n t h e d a y of a s c h e d ul e d 
e x pl or at or y bi o m ar k er s a m pl e ( bl o o d, uri n e, st o ol) t h e s a m pl e s h o ul d b e c oll e ct e d
( b) S cr e e ni n g p h ysi c al a n d n e ur ol o gi c al e x a mi n ati o ns will b e t h or o u g h. S u bj e cts wit h e vi d e n c e of cli ni c all y si g nifi c a nt e xtr a p yr a mi d al s y m pt o ms as m e as ur e d b y a S A S s c or e > 6, or 
e vi d e n c e of d e pr essi o n as m e as ur e d b y a C D S S s c or e > 9 will b e e x cl u d e d fr o m t h e st u d y. P h ysi c al a n d n e ur ol o gi c al pr e d os e e x a mi n ati o ns pr e d os e e x a mi n ati o ns will b e c o n d u ct e d 
wit hi n 6 0 mi n ut es pri or t o d osi n g o n all d osi n g d a ys, a n d s u bs e q u e nt e x a mi n ati o ns l o o ki n g f or a b n or m al c h a n g e fr o m S cr e e ni n g.
( c) Vit al si g ns will i n cl u d e or al b o d y t e m p er at ur e m e as ur e m e nt, bl o o d pr ess ur e, r es pir ati o n r at e, a n d p uls e ( b e ats p er mi n ut e). P uls e a n d bl o o d pr ess ur e will b e m e as ur e d aft er 5 
mi n ut es s u pi n e a n d a g ai n at 1 a n d 3 mi n ut es aft er st a n di n g f or all s c h e d ul e d ti m e p oi nts. Vit al si g ns will b e r e c or d e d o n all d o si n g d a ys wit hi n 6 0 mi n ut es pri or t o d osi n g, a n d at 2, 8, 
2 4, 3 6, a n d 4 8 h o urs p ost d os e.
( d) H ei g ht a n d b o d y w ei g ht a n d B MI will b e m e as ur e d at S cr e e ni n g o nl y. All ot h er ass ess m e nts will b e b o d y w ei g ht o nl y.
( e) St a n d ar d 1 2-l e a d E C Gs will b e r e c or d e d o n all d osi n g d a ys wit hi n 6 0 mi n ut es pri or t o d osi n g a n d at 2, 2 4, a n d 4 8 h o urs p ost d o s e. Si n gl e E C Gs will b e t a k e n at t h es e ti m e p oi nts. 
(f) C oll e cti o ns f or h e m at ol o g y, s er u m c h e mistr y, a n d uri n al ysis t ests will o c c ur u p o n risi n g aft er a n a p pr o xi m at e 8- h o ur o v er ni g ht f ast wit hi n 6 0 mi n ut es pri or t o d osi n g o n all d osi n g 
d a ys.
( g) e G F R: T h e bl o o d r e q uir e d f or t h e e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es 
( h) Uri n e dr u g s cr e e ns m a y b e r e p e at e d as n e e d e d at t h e i n v esti g at or’s dis cr eti o n.
(i)  .
(j) A n F S H l e v el will b e o bt ai n e d f or p ost m e n o p a us al w o m e n ( d efi n e d as c o nti n u o us a m e n orr h e a of at l e ast 2 y e ars).
( k) H e p atitis p a n el, i n cl u di n g H Bs A g a n d a nti- H C V.
(l)  

( m)  

( n)  
 
 

.
( o) F e c es will b e c oll e ct e d fr o m s u bj e cts i n P art 2 C o h orts 1- 4 f or e x pl or at or y a n al ysis of g ut. S u bj e cts will b e pr o vi d e d wit h  a f e c al s a m pl e c oll e cti o n kit a n d i nstr u cti o ns at t h e 
S cr e e ni n g Visit, s a m pl e t o b e c oll e ct e d a p pr o xi m at el y 1 w e e k pri or t o a d missi o n t o t h e u nit a n d t o b e r et ur n e d w h e n a d mitt e d t o  t h e u nit o n D a y - 1. F or t h e s a m pl e c oll e cti o ns 
s c h e d ul e d d uri n g c o nfi n e m e nt ( D a ys - 1, 9, a n d 2 3) a ± 1 d a y wi n d o w is p er mitt e d i n or d er t o c oi n ci d e wit h t h e s u bj e ct’s n or m al p a tt er n of b o w el m o v e m e nts or if t h er e is a c o nfli ct 
wit h ot h er st u d y pr o c e d ur es. T h e d at e a n d a p pr o xi m at e ti m e of a ct u al s a m pl e c oll e cti o n s h o ul d b e r e c or d e d. As s u bj e cts’ b o w el  m o v e m e nt p att er ns s h o w si g nifi c a nt i nt er-s u bj e ct 
v ari a bilit y a n d m a y b e f urt h er alt er e d b y c h a n g es i n di et a n d / or p h ysi c al a cti vit y d uri n g t h e r esi d e nti al st a y, if a s u bj e ct  w h o h as c o ns e nt e d t o t his pr o c e d ur e d o es n ot pr o vi d e a s a m pl e 
t his will n ot b e c o nsi d er e d t o b e a pr ot o c ol d e vi ati o n. T h e r e as o n f or missi n g t h e s a m pl e s h o ul d b e n ot e d. F ull d et ails of s a m pl e c oll e cti o n will b e pr o vi d e d i n t h e L a b or at or y M a n u al. 
P arti ci p ati o n i n t h e c oll e cti o n f or f e c al s a m pl es f or e x pl or at or y mi cr o bi o m e a n al ysis is v ol u nt ar y a n d is s u bj e ct t o s e p ar at e i n f or m e d c o ns e nt.
( p)  

 
 

C o h ortsC o h ort
i m at el y 1 m at el y 

a n d 2 3) a ±a n d 2 3) 
d a p pr o xi ma p pr o x

b y c h a n g esb y c h a n
r ot o c ol d eo c ol d
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( q) Uri n e s a m pl es will b e c oll e ct e d o n D a y 1 a n d D a y 2 2 ( pr e d os e a n d 1 2- 2 4 h o urs p ost d os e) f or m e as ur e m e nt of 6 β  h y dr o x y c ortis ol / c ortis ol r ati o t o ass ess C Y P 3 A 4 i n d u cti o n. 
T e n- millilit er ali q u ots s h o ul d b e t a k e n fr o m t h e uri n e c oll e cti o ns.
(r) P K bl o o d s a m pl es f or t h e d et er mi n ati o n of T A K- 0 4 1 c o n c e ntr ati o ns i n pl as m a will b e c oll e ct e d wit hi n 6 0 mi n ut es pri or t o d os e o n all d osi n g d a ys a n d o n D a y 1 at 0. 5, 1, 1. 5, 2, 
3, 4, 8, 1 2, 2 4, 4 8, a n d 9 6 h o urs p ost d os e ( o n D a y 5), at 1, 2, a n d 4 h o urs p ost d os e o n D a ys 8 a n d 1 5, a n d 0. 5, 1, 1. 5, 2, 3, 4,  8, 1 2, 2 4, a n d 4 8 h o urs p ost d os e o n D a y 2 2, a n d o n all 
F oll o w- u p visits.
( s) S u bj e cts will b e a d mi nist er e d T A K- 0 4 1/ m at c hi n g pl a c e b o at a p pr o xi m at el y 0 8 0 0 h o urs f oll o wi n g a f ast of at l e ast 8 h o urs a n d will c o nti n u e t o f ast f or a n a d diti o n al 4 h o urs 
p ost d os e. S u bj e cts  m a y c o ns u m e w at er a d li bit u m wit h t h e e x c e pti o n of 1 h o ur b ef or e a n d 1 h o ur aft er dr u g a d mi nistr ati o n. 
(t) S u bj e cts will b e r e q uir e d t o r e m ai n i n t h e st u d y u nit fr o m D a y - 2 t o D a y 3, fr o m D a y 7 t o D a y 1 0, fr o m D a y 1 4 t o D a y 1 7, a nd fr o m D a y 2 1 t o D a y 2 4 (f or at l e ast 4 8 h o urs aft er 
e a c h d os e) f or s af et y, P K, a n d all st u d y ass ess m e nts b ef or e dis c h ar g e.
( u) A Es will b e c a pt ur e d fr o m t h e first d os e of st u d y dr u g u ntil t h e Fi n al Visit.
( v) C- S S R S: T h e S cr e e ni n g/ B as eli n e C- S S R S will b e a d mi nist er e d at S cr e e ni n g a n d t h e Si n c e L ast Visit C- S S R S will b e a d mi nist er ed at C h e c k-i n o n D a y - 2; D a ys 3 ( Dis c h ar g e), 7 
( C h e c k-i n), 1 0 ( Dis c h ar g e), 1 4 ( C h e c k-i n), 1 7 ( Dis c h ar g e), 2 1 ( C h e c k-i n), a n d 2 4 ( Fi n al Dis c h ar g e), E arl y T er mi n ati o n, a n d F oll o w- u p Visits as a p pr o pri at e (if cli ni c all y si g nifi c a nt 
at Dis c h ar g e).
( w)  V A S is ass ess e d o n 1, 8, 1 5 a n d 2 4 h o urs fr o m d osi n g o n D a y 1 5.
( x)  
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A p p e n di x E S c h e d ul e of St u d y P r o c e d u r es P a rt 4: F oll o w- U p a n d Fi n al Visit

P r o c e d u r es F oll o w- U p P e ri o d Fi n al Visit
St u d y C o m pl eti o n

St u d y D a y D a y 2 6  D a y 2 9  D a y 3 6
± 2

D a y 4 3
± 2

D a y 5 0
± 2

D a y 5 7
± 2

D a y 6 4
± 2

D a y 7 0
± 2

C o n c o mit a nt m e di c ati o ns X  X X X X X X  X

P h ysi c al e x a mi n ati o n a n d n e ur ol o gi c al 
ass ess m e nts ( a)

X

1 2-l e a d E C G X

S af et y l a b or at or y c oll e cti o ns X  X X X X X X  X

S er u m a nti ps y c h oti c m e di c ati o n l e v el X

e G F R ( b) X X

Uri n e, a n d dr u g s cr e e n ( c) X X

S er u m pr e g n a n c y t est ( h C G) X

F e c al c oll e cti o n f or mi cr o bi o m e a n al ysis (f) X

P K bl o o d c oll e cti o n X  X X X X X X  X  

A E  asse ssm e n t X X X X X X X  X

P A N S S X X X

C -S S R S  (h ) X X X X X X X  X

B o n d- L a d er V A S X

Pr
o p

ert
y 
of 

T a
k 

 F
 

m
m eeX m e
eee

XXm
m

X
FFFFF

l y
 a

n d
 s

u b
j e

ct 
t o
 t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e

l e

pli

D a y 5 7D a y
± 2

a

oo to to
t t

oooo

bj
e

u bsssss
n da

l y

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 4 1 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

A E = a d v ers e e v e nt, , , 
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, e G F R = esti m at e d gl o m er ul ar filtr ati o n r at e, E C G = el e ctr o c ar di o gr a m, h C G = h u m a n c h or i o ni c g o n a d otr o pi n, P A N S S = P ositi v e a n d 
N e g ati v e S y n dr o m e S c al e, P K = p h ar m a c o ki n eti c, , , V A S = vis u al a n al o g u e s c al e.
( a) T h es e p h ysi c al a n d n e ur ol o gi c al e x a mi n ati o ns will l o o k f or a b n or m al c h a n g e fr o m S cr e e ni n g.
( b) e G F R: T h e blo o d r e q uir e d f or t h e e G F R s a m pl e will b e c oll e ct e d as p art of t h e s af et y l a b or at or y s a m pl es.
( c) Uri n e dr u g s cr e e ns m a y b e r e p e at e d as n e e d e d at t h e i n v esti g at or’s dis cr eti o n.
( d) T w o 2. 5 m L w h ol e bl o o d s a m pl es will b e c oll e ct e d f or R N A p h ar m a c o g e n o mi c a n al ysis fr o m e a c h s u bj e ct.
( e)  

.
(f) If a s u bj e ct w h o h as c o ns e nt e d t o t his pr o c e d ur e d o es n ot pr o vi d e a f e c al s a m pl e t his will n ot b e c o nsi d er e d t o b e a pr ot o c ol d e vi ati o n. T h e r e as o n f or missi n g t h e s a m pl e s h o ul d b e 
n ot e d. F ull d et ails of s a m pl e c oll e cti o n will b e pr o vi d e d i n t h e L a b or at or y M a n u al. P arti ci p ati o n i n t h e c oll e cti o n f or f e c al s a m pl es f or e x pl or at or y mi cr o bi o m e a n al ysis is v ol u nt ar y 
a n d is s u bj e ct t o s e p ar at e i nf or m e d c o ns e nt.
( g)  

( h) C- S S R S: T h e Si n c e L ast Visit C- S S R S will b e a d mi nist er e d at F oll o w- u p Visits as a p pr o pri at e (if cli ni c all y si g nifi c a nt at Dis c h ar g e).
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A p p e n di x F R es p o nsi biliti es of t h e I n v esti g at o r

Cli ni c al r es e ar c h st u di es s p o ns or e d b y  t h e s p o ns or ar e s u bj e ct t o I C H G C P a n d all t h e a p pli c a bl e 
l oc al l a ws a n d r e g ul at i on s. T h e r es p o nsi bilit i es i m p os e d b y t h e F D A ar e s u m m ari z e d i n t h e 
“ St at e m e nt of  I n v esti g at or ” ( F or m F D A 1 5 7 2), w hi c h m ust b e c o m pl et e d a n d si g n e d b ef or e t h e 
i n v esti g at or m a y p artici p at e i n t his st u d y .

T h e i n v est i g at or a gr e es t o ass u m e t h e f oll owi n g r es p o nsi bilit i es b y si g ni n g a F or m F D A 1 5 7 2:

1. C o n d u ct t h e st u d y  in a c c or d a n c e wit h t h e pr ot o c ol.

2. P ers o n all y c o n d u ct or s u p er vis e t h e st aff w h o will assist i n t h e pr ot o c ol.

3. E ns ur e t h at st u d y  r el at e d pr o c e d ur es, i n cl u di n g st u d y s p e cifi c ( n o nr o utin e/ n o nst a n d ar d p a n el) 
s cr e e ni n g ass ess m e nts ar e N O T p erf or m e d o n p ot e nt i al s u bj e cts, pri or t o t h e r e c ei pt of writt e n 
a p pr o v al  fr o m r ele v a nt g o v er ni n g b o di es/ a ut h orit i es.

4. E ns ur e t h at all c o ll e a g u es a n d e m pl oy e es assist i n g i n t h e c o n d u ct of t h e st u d y ar e i nf or m e d of 
t hes e o bli g at i ons.

5. S e c ur e pri or a p pr o v al o f th e st u d y a n d a n y c h a n g es b y a n a p pr o pri at e I R B/I E C t hat c o nf or m t o 
2 1 C F R P art 5 6, I C H, a n d l o c al r e g ul at or y  r e q uir e m e nts.

6. E ns ur e t h at t he I R B/I E C will b e r es p o nsi bl e f or i nit i al r e vi e w, c o nti n ui n g r e vi e w, a n d a p pr o v al 
of  t he pr ot o c ol. Pr o m ptl y r e p ort t o t h e I R B/I E C all c h a n g es i n r es e ar c h a ct i vity a n d all 
a nt i ci p at e d ris ks t o s u bj e cts. M a k e at l e ast ye arl y r e p orts o n t h e pr o gr ess of t h e st u d y  t o t h e 
I R B/I E C, a n d iss u e a fi n al r e p ort wit hi n 3 m o nt hs of st u d y c o mpl et i on.

7. E ns ur e t h at r e q uir e m e nts f or i nf or m e d c o ns e nt, as o utli n e d i n 2 1 C F R P art 5 0, I C H, a n d l o c al 
r e g ulat i ons, ar e m et.

8. O bt ai n v ali d i nf or m e d c o ns e nt fr o m e a c h s u bj e ct w h o p arti ci p at es i n t h e st u d y , a n d d o c u me nt 
t he d at e of c o ns e nt i n t h e s u bj e ct’s m e di c al c h art. V a li d i nf or m e d c o ns e nt is t h e m ost c urr e nt 
v ersi o n a p pr o v e d b y t h e I R B/I E C. E a c h i nf or m e d c o ns e nt f or m s h o ul d c o nt ai n a s u bj e ct 
a ut h ori z at i on s e ct i on t h at d es cri b es t h e us es a n d dis cl os ur es of a s u bj e ct’s p ers o n al 
i nf or mat i on ( i n cl u di n g p ers o n al h e alth i nf or m at i on) t h at will t a k e pl a c e i n c o n n e ct i on wit h t h e 
st u d y. If a n i nf or m e d c o ns e nt f or m d o es n ot i n cl u d e s u c h a s u bj e ct a ut h ori z ati o n, t h e n t h e 
i n v esti g at or m ust o bt ai n a s e p ar at e s u bj e ct a ut h ori z ati o n f or m fr o m e a c h s u bj e ct or t h e 
s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e.

9. Pr e p ar e a n d m ai nt ai n a d e q u at e c as e hist ori es of all p ers o ns e nt er e d i nt o t h e st u d y , i n clu di n g 
e C R Fs, h os pit al r e c or ds, l a b or at or y  r e s ult s, et c, a n d m ai nt ai n t h es e d at a f or a mi ni m u m of 
2 y e ars f o ll owi n g n otifi c at i on b y t h e s p o ns or t h at all i n v esti g ati ons h a v e b e e n dis c o nt i n u e d or 
t hat t h e r e g ul at or y  a ut h orit y has a p pr o v e d t h e m ar k eti n g a p pli c at i on. T h e i n v est i g at or s h o ul d 
c o nt a ct a n d r e c ei v e writt e n a p pr o v al fr o m t he s p o ns or b ef or e dis p osi n g o f a n y s u c h 
d o c u m e nts.

1 0. All o w p ossi bl e i ns p e cti o n a n d c o p yi n g b y t h e r e g ul at or y  a ut h orit y of G C P-s p e cifi e d ess e nt i al 
d o c u m e nts.
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1 1. M ai nt ai n c urr e nt r e c or ds of t h e r e c ei pt, a d mi nistr ati o n, a n d dis p osit i on of s p o ns or -s u p pli e d 
dr u gs, a n d r et ur n all u n us e d s p o ns or -s u p pli e d dr u gs t o t h e s p o ns or. 

1 2. R e p ort a d v ers e r e a cti o ns t o t h e s p o ns or pr o m pt l y. I n t h e e v e nt of a n S A E, n otif y t h e s p o ns or 
wi t hi n 2 4 h o urs. 
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A p p e n di x G El e m e nts of t h e S u bj e ct I nf o r m e d C o ns e nt

I n s e e ki n g i nf or m e d c o ns e nt, t h e f o ll owi n g i nf or m ati o n s h all b e pr o vi d e d t o e a c h s u bj e ct:

1. A st at e m e nt t h at t h e st u d y  in v o l v es r es e ar c h.

2. A n e x pl a n at i on of t h e p ur p os es of t h e r es e ar c h.

3. T h e e x p e ct e d d ur ati o n of t h e s u bj e ct’s p arti ci p at i on.

4. A d es cri pt i on of t h e pr o c e d ur es t o b e f o ll ow e d, i n cl u di n g i n v asi v e pr o c e d ur es.

5. T h e i d e nt ifi c atio n of  a n y pr o c e d ur es t h at ar e e x p eri m e nt al.

6. T h e est i m at e d n u m b er of s u bj e cts i n v ol v e d i n t h e st u d y.

7. A d es cri pt i on of t h e s u bj e ct’s r es p o nsi bilit i es.

8. A d es cri pt i on of t h e c o n d u ct of t h e st u d y .

9. A st at e m e nt d es cri bi n g t h e tr e at m e nt(s) a n d t h e pr o b a bilit y f or r a n d o m assi g n m e nt t o e a c h 
tr e at me nt.

1 0. A d es cri pt i on of t h e p ossi bl e si d e eff e cts of t h e tr e at m e nt t h at t h e s u bj e ct m a y r e c ei v e.

1 1. A d es cri pt i on of a n y  r e a s o n a bl y for e s e e a bl e ri s k s or dis c o mforts t o t h e s u bj e ct a n d, w h e n 
a p pli c a bl e, t o a n e m br y o, f et u s, or n ursi n g i nf a nt.

1 2. A d es cri pt i on of a n y  be n efi ts t o t h e s u bj e ct or t o ot h ers t h at r e as o n a bl y ma y b e e x p e ct e d fr o m  
t he r es e ar c h. W h e n t h er e is n o i nt e n d e d cli ni c al b e n efit t o t h e s u bj e ct, t h e s u bj e ct s h o ul d b e 
m a d e a w ar e of t his.

1 3. Di s clos ur es o f a p pr o pri at e alt er n ati v e pr o c e d ur es or c o urs es of tr e at m e nt, if a n y, t h at mi g ht b e 
a d v a nt a g e o us t o t h e s u bj e ct a n d t h eir i m p ort a nt p ot e nt i al ris ks a n d b e n efits.

1 4. A st at e m e nt d es cri bi n g t h e e xt e nt t o w hi c h c o nfi d e nt i ality of  r e c or d s id e ntif yi n g t h e s u bj e ct 
will b e m ai nt ai n e d , a n d a n ot e of t h e p ossi bility t h at r e g ulat or y  a g e n ci es, a u dit or(s), I R B/I E C, 
a n d t h e m o nit or m a y i ns p e ct t h e r e c or ds. B y  si g ni n g a writt e n i nf or m e d c o ns e nt f or m, t h e 
s u bj e ct or t h e s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e is a ut h ori zi n g s u c h a c c ess.

1 5. F or r es e ar c h i n v ol vi n g m or e t ha n mi ni m al ris k, a n e x pl a n at i on as t o w h et h er a n y c o m p e ns ati o n 
a n d a n e x pl a n at i on as t o w h et h er a n y m e di c al tr e at m e nts ar e a v ail a bl e if i nj ur y o c c urs a n d, if s o, 
w h at t h e y  c o nsist of or w h er e f urt h er i nf or m ati on m a y b e o bt ai n e d.

1 6. T h e a nt i ci p at e d pr or at e d p a y m e nt(s), if a n y, t o t h e s u bj e ct f or p arti ci p ati n g i n t h e st u d y.

1 7. T h e a nt i ci p at e d e x p e ns es, if a n y, t o t h e s u bj e ct f or p artici p at i n g i n t h e st u d y.

1 8. A n e x pl a n at i on of w h o m t o c o nt a ct f or a ns w ers t o p erti n e nt q u esti o ns a b o ut t h e r es e ar c h 
(in v est i g at or), s u bj e ct’s ri g hts, a n d I R B/I E C a n d w h om t o c o nt a ct in t h e e v e nt of a 
r es e ar c h-r elat e d i nj ur y t o t h e s u bj e ct.

1 9. A st at e m e nt t h at p arti ci p ati o n is v o l unt ar y , t h at r ef us al t o p arti ci p at e will i n v ol v e n o p e n alty o r 
l oss of b e n efits t o w hi c h t h e s u bj e ct ot h er wis e is e ntit l e d, a n d t h at t h e s u bj e ct m a y dis c o nti n u e 
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p arti ci p at i on at a n y  ti m e wit ho ut p e n al t y or loss of b e n efits t o w hi c h t h e s u bj e ct is ot h er wis e 
e nt itl e d.

2 0. T h e c o ns e q u e n c es of a s u bj e ct’s d e cisi o n t o wi t hdr a w fr o m  t h e r es e ar c h a n d pr o c e d ur es f or 
or d erl y t er mi n at i on of p art i ci p ati on b y t h e s u bj e ct.

2 1. A st at e m e nt t h at t h e s u bj e ct or t h e s u bj e ct’s l e g all y a c c e pt a bl e r e pr es e nt ati v e will b e i nf or m e d 
i n a ti m el y  ma n n er if i nf or m at i on b e c o m es a v ail a bl e t h at m a y b e r el e v a nt t o t h e s u bj e ct’s 
wi lli n g n ess t o c o nti n u e p arti ci p ati on i n t h e st u d y.

2 2. A st at e m e nt t h at r es ults of p h ar m a c o g e n o mi c a n al ysis will n ot b e dis cl os e d t o a n i n di vi d u al, 
u nl ess pr e v aili n g l a ws r e q uir e t h e s p o ns or t o d o s o.

2 3. T h e f or es e e a bl e cir c u mst a n c es or r e as o ns u n d er w hi c h t h e s u b j e ct’s p arti ci p ati on i n t h e st u d y 
m a y b e t er mi n at e d.

2 4. A wr itt e n s u bj e ct a ut h ori z ati o n ( eith er c o nt ai n e d wit hi n t h e i nf or m e d c o ns e nt f or m or pr o vi d e d 
as a s e p ar at e d o c u m e nt) d es cri bi n g t o t h e s u bj e ct t h e c o nt e m pl at e d a n d p er missi bl e us es a n d 
di s clos ur es of t h e s u bj e ct’s p ers o n al i nf or m ati o n (i n cl u di n g p ers o n al h e alt h i nf or m at i on) f or 
p ur p os es of c o n d u ct i n g t h e st u d y. T h e s u bj e ct a ut h ori z ati on m u st c o nt ai n t h e f o ll owi n g 
st at e m e nts r e g ar di n g t h e us es a n d dis cl os ur es of t h e s u bj e ct’s p ers o n al i nf or m at i on:

a) t hat p ers o n al i nf or m at i on ( i n cl u di n g p ers o n al h e alth i nf or m ati o n) m a y b e pr o c ess e d b y 
or tr a nsf err e d t o ot h er p arti es i n ot h er c o u ntri es f or cli ni c al r es e ar c h a n d s af et y 
r e p orti n g p ur p os es, i n cl u di n g, wit h o ut li mit at i on, t o t h e f o ll owi n g: ( 1) T a k e d a, its 
affili a t es, a n d li c e nsi n g p art n ers; ( 2) b usi n ess p art n ers assisti n g T a k e d a, its affili at es, 
a n d li c e nsi n g p art n ers; ( 3) r e g ul at or y  a g e n ci es a n d ot h er h e alt h a ut h oriti es; a n d 
( 4) I R Bs/I E Cs;

b) it is p ossi bl e t h at p ers o n al i nf or m ati o n (i n cl u di n g p ers o n al h e alt h i nf or mati o n) m a y b e 
pr o c ess e d a n d tr a nsf err e d t o c o u ntri es t h at d o n ot h a v e d at a pr ot e cti o n l a ws t h at off er 
s u bj e cts t h e s a m e l e v el o f pr ot e cti o n as t h e d at a pr ot e cti o n l a ws wit hi n t his c o u ntr y; 
h o w e v er, T a k e d a will m a k e e v er y  effort t o k e e p y o ur p ers o n al  inf or m at i on 
c o nfi d e nt i al, a n d yo ur n a m e will n ot b e di s clo s e d o ut si d e t h e u nit u nl ess r e q uir e d b y 
l a w;

c) t hat p ers o n al i nf or m ati o n (i n cl u di n g p ers o n al h e alt h i nf or m ati on) m a y  be a d d e d t o 
T a k e d a’s r es e ar c h d at a b as es f or p ur p os es of d e v el o pi n g a b ett er u n d erst a n di n g of  t h e 
s af et y a n d eff e ct i v e n ess of t he st u d y  me di c at i on(s), st u d yi n g ot h er t h er a pi es f or 
p ati e nts, d e v el o pi n g a b ett er u n d erst a n di n g of dis e as e, a n d i m pr o vi n g t h e effi ci e n c y of 
f ut ur e cli ni c al st u di es;

d) t hat s u bj e cts a gr e e n ot t o r estri ct t h e us e a n d dis cl o s ur e of t h ei r p er s o n al inf or m at i on 
(in cl u di n g p ers o n al h e alt h i nf or m ati on) u p o n wit h dr a w al fr o m t he st u d y  t o t h e e xt e nt 
t hat t h e r estri ct e d us e or dis cl o s ur e of s u c h i nf or m ati o n m a y i m p a ct t h e s ci e ntifi c 
i nte gri t y of t h e r es e ar c h; a n d

e) t hat t h e s u bj e ct’s i d e nt ity will r e m ai n c o nfi d e nt i al i n t h e e v e nt t h at st u d y r e s ult s ar e 
p u blis h e d.
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2 5. F e m al e s u bj e cts of c hil d b e ari n g p ot e nti al ar e e x cl u d e d fr o m t his st u d y. R e g ul ar pr e g n a n c y 
t ests will b e p erf or m e d t hr o u g h o ut t h e st u d y for all f e m al e s u bj e cts. If a s u bj e ct is f ou n d t o b e 
pr e g n a nt d uri n g st u d y, st u d y m e di c ati o n will b e dis c o nti n u e d a n d t h e i n v est i g at or will off er t he 
s u bj e ct t h e c h o i c e t o r e c ei v e u n bli n d e d tr e at m e nt i nf or m ati on.

2 6. M al e s u bj e cts m ust us e a d e q u at e c o ntr a c e pti o n ( as d efi n e d i n t h e i nf or m e d c o ns e nt) f r o m 
S cr e e ni n g a n d t hr o u g h o ut t he d ur ati o n of t he st u d y. If th e p art n er or wif e of t h e s u bj e ct is f o u n d 
t o b e pr e g n a nt d uri n g t h e st u d y, t h e i n v esti g at or will off er t h e s u bj e ct t h e c h oi ce t o r e c ei v e 
u n bli n d e d tr e at m e nt i nf or m at i on.

2 7. A st at e m e nt t h at cli ni c al trial  i nf or m ati on fr o m t his tri al will b e p u bli cl y dis cl o s e d i n a p u bli cl y 
a c c essi bl e w e bsit e, s u c h as Cli ni c al Tri als. g o v.
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A p p e n di x H I n v esti g at o r C o ns e nt t o Us e of P e rs o n al I nf o r m ati o n

T a k e d a will c o ll e ct a n d r et ai n p ers o n al i nf or m ati o n of i n v est i g at or, i n cl u di n g his or h er n a m e, 
a d dr ess, a n d ot h er p ers o n all y i d e ntifi a bl e i nf or m at i o n. I n a d diti on, i n v est i g at or’s p ers o n al 
i nf or mat i on m a y b e tr a nsf err e d t o ot h er p arti es l o c at e d i n c o u ntri es t hr o u g h o ut t h e w orl d ( e g, t h e
U nit e d Ki n g d o m, U nit e d St at es, a n d J a p a n), i n cl u di n g t h e f oll o wi n g:

 T a k e d a, its affili at es, a n d li c e nsi n g p art n ers.

 B usi n ess p art n ers assist i n g T a k e d a, its affili at es, a n d li c e nsi n g p art n ers.

 R e g ul at or y  a g e n ci es a n d ot h er h e alt h a ut h oriti es.

 I R Bs a n d I E Cs.

I n v esti g at or’s p ers o n al i nf or m ati on m a y b e r et ai n e d, pr o c ess e d, a n d tr a nsf err e d b y  T a k e d a a n d 
t hes e ot h er p arti es f or r es e ar c h p ur p os es i n cl u di n g t h e f o ll owi n g:

 Ass ess m e nt of t h e s uit a bilit y of i n v est i g at or f or t h e st u d y a n d/ or ot h er cli ni c al st u di es.

 M a n a g e m e nt, m o nit ori n g, i ns p e ct i on, a n d a u dit of t h e st u d y .

 A n al ysis, r e vi e w, a n d v erifi c at i on of t h e st u d y  r es ults.

 S af et y r e p ortin g a n d p h ar m a c o vi gil a n c e r el at i n g t o t h e st u d y.

 Pr e p ar ati o n a n d s u b missi o n of r e g ul at or y  fili n gs, c orr es p o n d e n c e, a n d c o m m u nic at i ons t o 
r e g ulat or y  a g e n ci e s r elat i n g t o t h e st u d y.

 Pr e p ar ati o n a n d s u b missi o n of r e g ul at or y  fili n gs, c orr es p o n d e n c e, a n d c o m m u ni c ati ons t o 
r e g ulat or y  a g e n ci es r el ati n g t o ot h er m e di c ati o ns us e d i n ot h er cli ni c al st u di es t h at m a y c o nt ai n 
t he s a m e c h e mi c a l c om p o u n d pr es e nt i n t h e st u d y m e di c at i on.

 I ns p e cti ons a n d i n v est i g ati ons b y r e g ul at or y  a ut h oriti es r el ati n g t o t h e st u d y.

 S elf -i ns p e cti on a n d i nt er n al a u dit wit hi n T a k e d a, its affili at es, a n d li c e nsi n g p art n ers.

 Ar c hi vi n g a n d a u dit of st u d y  r e c or d s.

 P o s ti n g i n v esti g at or sit e c o nt a ct i nf or m ati on, st u d y d et ails a n d r es ults o n p u bli cl y a c c essi bl e 
cli ni c al tri al r e gistri es, d at a b as es, a n d w e bsit es.

I n v esti g at or’s p ers o n al i nf or m ati on m a y b e tr a nsf err e d t o ot h er c o u ntri es t h at d o n ot h a v e d at a 
pr ot e cti o n l a ws t hat off er t h e s a m e l e v el of pr ot e cti o n as d at a pr ot e cti o n l a ws i n i n v est i g at or’s o w n 
c o u ntr y .

I n v esti g at or a c k n o wl e d g es a n d c o ns e nts t o t h e us e of his or h er p ers o n al i nf or m ati o n b y T a k e d a 
a n d ot h er p arti es f or t h e p ur p os es d es cri b e d a b o v e.
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A p p e n di x I D et ail e d D es c ri pti o n of A m e n d m e nts t o T e xt

T his d o c u m e nt d es cri b es c h a n g es i n r ef er e n c e t o Pr ot o c ol I n c or p or ati n g A m e n d m e nt N o. 0 5.

T h e pri m ar y  s e cti ons of  t h e pr ot o c ol aff e ct e d b y t h e c h a n g es i n A m e n d m e nt N o. 0 5 ar e i n di c at e d. 
T h e c orr es p o n di n g t e xt h as b e e n r e vis e d t hr o u g h o ut t h e pr ot o c ol. 

C h a n g e  1 : A d d e d P art 3 st u d y d esi g n, wit h p o p ul ati o n, f or m ul at i on, d osi n g, f o o d eff e ct r e gi m e n, 
a n d c o n fi n e m e nt

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  6. 1. 3 P art 3: Si n gl e D os e: H e alt h y S u bj e cts R el at i v e 
Bi o a v ail a blit y a n d F o o d Eff e ct St u d y

A d d e d T e xt 
a n d t a bl es :

P a rt 3 is a p h as e 1, r a n d o mi z e d, o p e n- l a b el, si n gl e-d os e, si n gl e -c e nt e r, p a r all el 
d esi g n st u d y. T o e v al u at e t h e o r al bi o a v ail a bilit y of t h e r e c e ntl y d e v el o p e d 
T A K -0 4 1 t a bl et f o r m ul ati o n r el ati v e t o t h e o r al s us p e nsi o n a n d eff e ct of f o o d 
o n t h e P K of t h e t a bl et f o r m ul ati o n, h e alt h y s u bj e cts will b e r a n d o mi z e d t o 
r e c ei v e o n D a y 1 a si n gl e 4 0 m g d os e of T A K -0 4 1 ( as a si n gl e 4 0 m g t a bl et) aft e r 
eit h e r at l e ast 1 0 -h o u rs of o v e r ni g ht f ast o r 3 0 mi n ut es aft e r st a rti n g i n g esti o n 
of a hi g h -f at, hi g h-c al o ri e b r e a kf as t. Bl o o d s a m pl es will b e c oll e ct e d o v e r 
9 6 h o u rs p ost -d os e t o m e as u r e T A K -0 4 1 pl as m a c o n c e nt r ati o ns. 

T h e c o h o rt will b e r a n d o mi z e d w h e r e 9 s u bj e cts will r e c ei v e T A K -0 4 1 i n t h e 
f ast e d st at e a n d 9 s u bj e cts t o r e c ei v e i n t h e f e d st at e. T h e st u d y p o p ul ati o n f o r 
P a rt 3 will b e c o m p os e d of a p p r o xi m at el y 1 8 h e alt h y s u bj e cts r a n d o mi z e d i n a 
1: 1 r ati o t o r e c ei v e T A K -0 4 1 i n t h e f ast e d st at e o r i n t h e f e d st at e. 

S u bj e cts w h o s atisf y t h e S c r e e ni n g e v al u ati o n a n d s el e cti o n c rit e ri a m a y b e 
e n r oll e d i n t h e st u d y. O n D a y 1, eli gi bl e s u bj e cts will b e r a n d o mi z e d t o r e c ei v e 
T A K -0 4 1 as o n e 4 0 m g i m m e di at e r el e as e t a bl et a d mi nist e r e d o r all y aft e r 
eit h e r a n at l e ast 1 0 - h o u rs of o v e r ni g ht f ast (i n cl u di n g n o m e di c ati o ns) o r 3 0 
mi n ut es aft e r st a rti n g i n g esti o n of a hi g h -f at, hi g h-c al o ri e b r e a kf ast 
( a p p r o xi m at el y 8 0 0-1 0 0 0 c al o ri es wit h a p p r o xi m at el y 5 0 % f r o m f at), a n d will 
b e r e q ui r e d t o r e m ai n i n t h e st u d y u nit f o r at l e ast a n a d diti o n al 4 8 h o u rs aft e r 
d osi n g f o r s af et y a n d P K, wit h a d diti o n al visits f o r P K a n d s af et y ass ess m e nts 
o n D a y 4 a n d 5 a n d a fi n al F oll o w -u p visit o n D a y 1 7 -2 1. 

O v e r all, f o r h e alt h y s u bj e cts, P a rt 3 of t h e st u d y will c o nsist of a S c r e e ni n g 
Visit ( D a ys -2 8 t o -2), a p r e d os e C h e c k -i n D a y f o r all s u bj e cts ( D a y -1) d u ri n g 
w hi c h b as eli n e ass ess m e nts will b e c o n d u ct e d, a n d a si n gl e o r al d os e 
a d mi nist r ati o n ( D a ys 1) f oll o wi n g w hi c h all s u bj e cts will u n d e r g o 
st u d y - s p e cifi c ass ess m e nts. S u bj e cts f r o m P a rt 3 will b e r e q ui r e d t o r e m ai n i n 
t h e st u d y u nit u ntil a mi ni m u m 4 8 h o u rs aft e r t h e fi rst d os e f o r s af et y, P K, a n d 
st u d y ass ess m e nts b ef o r e dis c h a r g e. S u bj e cts will b e r e q ui r e d t o r et u r n t o t h e 
st u d y u nit f o r s af et y a n d P K ass ess m e nts, a n d f o r a fi n al F oll o w -u p visit t h at 
c o m pl et es t h e st u d y a p p r o xi m at el y 1 8 d a ys aft e r d osi n g. T h e s c h e d ul e f o r P a rt 
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3 is s h o w n i n A p p e n di x C.

R ati o n al e f o r C h a n g e: T o a d d t o t he st u d y  d e sig n t o ass ess t h e r el at i v e bi o a v ail a bilit y a n d f o o d
eff e ct o n t h e P K of t h e T A K -0 4 1 t a bl et f or m ul at i on.

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 S e cti o n  4. 2 R ati o n al e f or t h e Pr o p os e d St u d y

 S e cti o n 6. 1. 6 D o s e Es c al ati o n

C h a n g e  2 : A d d e d P art 4 st u d y d esi g n wit h st a bl e s c hi z o p hr e ni c p o p ul at i on, d os e l e v els, d osi n g 
d a ys a n d c o nfi n e m e nt d a ys.

T h e p rim ar y  c h a n g e o c c urs i n S e cti o n 6. 1. 4 P art 4 : Si n gl e D os e: S u bj e cts wit h S c hi z o p hr e ni a

A d d e d t e xt 
a n d t a bl es :

P a r t 4: Si n gl e D os e: S u bj e cts wit h S c hi z o p h r e ni a

P a rt 4 will c o nsist of a d o u bl e -bli n d, w e e kl y d osi n g, p a r all el g r o u p d esi g n. 
T w e nt y -f o u r s u bj e cts wit h st a bl e s c hi z o p h r e ni a will b e e n r oll e d. T h e 2 4 
s u bj e cts a r e c o nsi d e r e d a d e q u at e t o e x pl o r e t h e p h a r m a c ol o gi c all y a cti v e 
e x p os u r e r a n g e i n s u bj e cts wit h st a bl e s c hi z o p h r e ni a. T h e s u bj e cts will b e 
r a n d o ml y assi g n e d t o r e c ei v e T A K - 0 4 1 o r pl a c e b o i n a r ati o of 2: 1. S u bj e cts 
will r e c ei v e a n i niti al l o a di n g d os e of T A K- 0 4 1 o n D a y 1 f oll o w e d b y a 
m ai nt e n a n c e d os e t h at will b e h alf t h e i niti al d os e o n D a ys 8, 1 5, a n d 2 2 o r will 
r e c ei v e pl a c e b o o n all st u d y d osi n g d a ys. P a rt 4 m a y c o m m e n c e o nl y aft e r at 
l e ast 2 1 d a ys of s af et y, t ol e r a bilit y, a n d a v ail a bl e P K d at a h a v e b e e n c oll e ct e d 
at t h e e q ui v al e nt d os e c o h o rt i n h e alt h y s u bj e cts i n P a rt 2.

T h e d os e l e v els f o r P a rt 4 will b e b as e d o n e m e r gi n g s af et y/t ol e r a bilit y a n d 
a v ail a bl e P K d at a of t h e s a m e d os e i n h e alt h y s u bj e cts f r o m P a rt 2. D os e 
es c al ati o n will b e b as e d o n a s p o ns o r r e vi e w of at l e ast 2 1 d a ys of s af et y, 
t ol e r a bilit y, a n d a v ail a bl e P K d ata f r o m t h e p r e c e di n g c o h o rt. T h e hi g h est 
pl a n n e d l o a di n g d os e i n P a rt 4 will n ot e x c e e d t h e hi g h est d os e e v al u at e d, 
d e e m e d s af e, a n d w ell t ol e r at e d i n P a rt 2. S u bj e cts i n P a rt 4 will b e 
a d mi nist e r e d a si n gl e T A K -0 4 1 l o a di n g d os e o r pl a c e b o o n D a y 1 a n d w e e kl y 
m ai nt e n a n c e d os es o n D a ys 8, 1 5 a n d 2 2. T h e 2 4 s u bj e cts will b e r a n d o mi z e d 
wit h 1 6 a cti v e : 8 pl a c e b o. 

O v e r all, P a rt 4 of t h e st u d y will c o nsist of a S c r e e ni n g Visit ( D a ys -3 5 t o -3), a 
p r e d os e C h e c k -i n D a y f o r all s u bj e cts ( D a ys -2) d u ri n g w hi c h s o m e b as eli n e 
ass ess m e nts will b e c o n d u ct e d, D a y -1 d u ri n g w hi c h ot h e r b as eli n e ass ess m e nts 
will b e c o n d u ct e d, a n d 2 2 d a ys of t r e at m e nt w h e n all s u bj e cts will b e d os e d o n 
D a ys 1, 8, 1 5, a n d 2 2 as w ell as u n d e r g oi n g w h e n all s u bj e cts will u n d e r g o 
st u d y -s p e cifi c ass ess m e nts. Aft e r 4 w e e ks of d osi n g, s u bj e cts will r et u r n f o r 
f oll o w-u p st u d y -s p e cifi c ass ess m e nts o n D a ys 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4. 
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S u bj e cts will b e r e q ui r e d t o r e m ai n i n t h e st u d y u nit f r o m D a y - 2 t o D a y 3 ( 4 8 
h o u rs aft e r t h e fi rst d os e) f o r s af et y,  P K, a n d all st u d y ass ess m e nts b ef o r e 
dis c h a r g e. S u bj e cts will r et u r n o n D a y 5 f o r a s af et y a n d P K ass ess m e nt. 
S u bj e cts will r et u r n o n D a y 7 t o o bt ai n s af et y l a b o r at o r y t ests b ef o r e r e c ei vi n g 
t h e s e c o n d d os e o n D a y 8. S u bj e cts will r e m ai n i n t h e st u d y u nit f r o m D a y 7 t o 
D a y 1 0 ( 4 8 h o u rs aft e r t h e s e c o n d d os e). S u bj e cts will r et u r n o n D a y 1 4 t o 
o bt ai n s af et y l a b o r at o r y t ests b ef o r e r e c ei vi n g t h e t hi r d d os e o n D a y 1 5. 
S u bj e cts will r e m ai n i n t h e st u d y u nit f r o m D a y 1 4 t o D a y 1 7 ( 4 8 h o u rs aft e r 
t h e t hi r d d os e). S u bj e cts will r et u r n o n D a y 2 1 t o o bt ai n s af et y l a b o r at o r y t ests 
b ef o r e r e c ei vi n g t h e t hi r d d os e o n D a y 2 2. S u bj e cts will r e m ai n i n t h e st u d y 
u nit f r o m D a y 2 1 t o D a y 2 4 ( 4 8 h o u rs aft e r t h e f o u rt h d os e). Aft e r dis c h a r g e o n 
D a y 2 4, s u bj e cts will r et u r n t o t h e cli ni c o n D a ys 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4 f o r 
s af et y a n d P K f oll o w u p visits. T h e fi n al visit t h at c o m pl et es t h e st u d y will 
o c c u r 1 2 t o 1 6 d a ys aft e r t h e l ast s af et y a n d P K f oll o w- u p visit. T h e s c h e d ul e 
f o r P a rt 4 is s h o w n b el o w.

B o n d- L a d e r vis u al a n al o g s c al es will b e p e rf o r m e d o n D a ys - 1, 1, 8, 1 5, a n d 
D a y 2 2 at 1, 3, 8, a n d 2 4 h o u rs p ost d os e, D a y 2 4, a n d (if a p pli c a bl e) at E a rl y 

R ati o n al e f o r C h a n g e: T o e x pl or e t h e s af et y, t ol er a bilit y, a n d P K of T A K- 0 4 1 as a d d- o n t h er a p y 
t o a nti ps y c h oti cs i n s u bj e cts f or w h o m t o d at e t h er e ar e n o a p pr o v e d dr u gs a d dr essi n g n e g ati v e 
s y m pt o ms or c o g niti v e i m p air m e nt a s s o ci at e d wit h  s c hi z o p hr e ni a.

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! S e cti o n  4. 2  R ati o n al e f or t h e Pr o p os e d St u d y

! S e cti o n  6. 1. 6  D o s e Es c al ati o n
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C h a n g e  3: A d d e d o bj e cti v es a n d e n d p oi nt s f or P art s 3 a n d 4.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  5. 1 St u d y O bj e cti v e a n d E n d p oi nt s

A m e n d e d or 
n e w w or di n g:

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

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 T A K- 0 4 1 f oll o wi n g

! F oll o wi n g or al si n gl e a n d m ulti pl e d os es i n h e alt h y s u bj e cts ( P a rts 1, 2, a n d 3).

! As a d d- o n t h e r a p y t o a nti ps y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p h r e ni a 
( P a rt 4).

T o ass ess t h e o r al bi o a v ail a bilit y i n h e alt h y s u bj e cts of T A K – 0 4 1 a d mi nist e r e d 
as a 4 0 m g i m m e di at e r el e as e t a bl et f o r m ul ati o n i n t h e f ast e d st at e c o m p a r e d 
t o 4 0 m g o r al s us p e nsi o n f o r m ul ati o n i n t h e f ast e d st at e ( P a rt 3).

T o ass ess t h e eff e ct of f o o d o n t h e p h a r m a c o ki n eti cs of 4 0 m g i m m e di at e 
r el e as e t a bl et f o r m ul ati o n of T A K – 0 4 1 i n h e alt h y s u bj e cts ( P a rt 3).

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

T o e v al u at e t h e P K of T A K- 0 4 1

! A d mi nist e r e d u n d e r f asti n g c o n diti o ns f oll o wi n g or al si n gl e a n d m ulti pl e 
d os es i n h e alt h y s u bj e cts ( P a rts 1 a n d 2).

! As a d d- o n t h e r a p y t o a nti ps y c h oti cs i n s u bj e cts wit h st a bl e s c hi z o p h r e ni a 
( P a rt 4).

E x pl o r at o r y O bj e cti v es
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P ri m a r y E n d p oi nts

T h e pri m ar y e n d p oi nt f or all p a rts of t his st u d y is t h e c o m p o sit e of s af et y v ari a bl es 
t o d et er mi n e t h e s af et y a n d t ol er a bilit y of or al si n gl e a n d m ulti pl e d os es of 
T A K- 0 4 1 as w ell as d os e- li miti n g effe cts of T A K- 0 4 1. T h e f oll o wi n g s af et y 
p ar a m et ers will b e a n al y z e d f o r e a c h of t h e st u d y p a rts as t h e n u m b er a n d 
p er c e nt a g e of s u bj e cts w h o:

! e x p eri e n c e E x p e ri e n c e at l e ast 1 tr e at m e nt- e m er g e nt a d v ers e e v e nt ( T E A E).

! dis c o nti n u e Dis c o nti n u e d u e t o a n a d v ers e e v e nt ( A E).

! m e et M e et t h e m ar k e dl y a b n or m al crit eri a f or s af et y l a b or at or y t ests at l e a st 
o n c e p ost d os e.

! m e et M e et t h e m ar k e dl y a b n or m al crit eri a f or vit al si g n m e as ur e m e nts at l e ast 
o n c e p ost d os e.

! m e et M e et t h e m ar k e dl y a b n or m al crit eri a f or 1 2-l e a d E C G p ar a m et ers at l e ast 
o n c e p ost d os e.

! e x p eri e n c e E x p e ri e n c e cli ni c all y si g nifi c a nt a b n or m al c h a n g es i n c o nti n u o us 
1 2-l e a d E C G  m e as ur e m e nts at l e ast o n c e p ost d os e ( e x c e pt P a rt 3).

T h e p ri m a r y e n d p oi nts als o i n cl u d e t h e T A K- 0 4 1 pl as m a P K p a r a m et e rs f o r 
P a rt 3, m a xi m u m o bs e r v e d c o n c e nt r ati o n ( C m a x ) a n d a r e a u n d e r t h e pl as m a 
c o n c e nt r ati o n-ti m e c u r v e f r o m ti m e 0 t o 9 6 h o u rs ( A U C 9 6 ).

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

T h e s e c o n d ar y e n d p oi nts c o nsist s e n d p oi nt c o nsist of st a n d ar d P K v ari a bl es t o 
d et er mi n e dr u g e x p os ur e at e a c h d os e i n e a c h of t h e st u d y p a rts. T h e f oll o wi n g P K 
p ar a m et ers f or T A K- 0 4 1 will b e a n al y z e d as s e c o n d ar y e n d p oi nts:

! C m a x : m a xi m u m o b s er v e d pl a s m a c o n c e ntr ati o n ( P a rts 1, 2 a n d 4 o nl y).

! tm a x : ti m e t o Cm a x .Pr
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! A U C 2 4 : ar e a u n d er t h e pl as m a c o n c e ntr ati on-ti m e c ur v e fr o m ti m e 0 t o 2 4 h o urs.

! A U C tA U C 9 6 : a r e a u n d e r t h e pl as m a c o n c e nt r ati o n-ti m e c u r v e f r o m ti m e 0 
t o 9 6 h o u rs ( P a rts 1, 2 a n d 4 o nl y).

! A U C l ast: 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 0 t o t h e ti m e 
of t h e l ast q u a ntifi a bl e c o n c e ntr ati o n.

! A U C ∞ : 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 0 t o i nfi nit y 
( P a rt 1 o nl y).

! A U C τ: 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 d uri n g a d osi n g i nt er v al, 
w h er e t a u ( τ ) is t h e l e n gt h of t h e d osi n g i nt er v al ( P artP a rt s 2 a n d 4 o nl y).

! t1/ 2 z : t er mi n al dis p ositi o n p h as e h alf-lif e.

E x pl o r at o r y E n d p oi nts
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R ati o n al e f o r C h a n g e: t o ass ess t h e or al bi o a v ail a bilit y a n d f o o d eff e ct o n t h e P K of t h e 4 0- m g 
T A K- 0 4 1 i m m e di at e r el e as e t a bl et a n d t o ass ess its s af et y  a n d t ol er a bilit y a s a d d- o n t h er a p y i n 
s u bj e cts wit h st a bl e s c hi z o p hr e ni a i n P art 4.

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  5. 2  E n d p oi nts f or P art 1 a n d P art 2 a n d P art 3 ( H e alt h y S u bj e cts) a n d P art 4 ( S u bj e cts 
wit h S c hi z o p hr e ni a)

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x C S c h e d ul e of St u d y Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n –  R el ati v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit

C h a n g e  4: A d d e d t h e j ustifi c ati o n f or t h e pr o p os e d st u d y d esi g n d os e a n d e n d p oi nt s f or P art 3.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  6. 2. 1 J ustifi c ati o n f or St u d y D esi g n, D os e, a n d E n d p oi nts

A d d e d t e xt: T h e p ri m a r y o bj e cti v e of P a rt 3 t h e st u d y is t o d et e r mi n e t h e o r al 
bi o a v ail a bilit y of T A K- 0 4 1 i n h e alt h y s u bj e cts a d mi nist e r e d as a 4 0 m g 
i m m e di at e r el e as e t a bl et f o r m ul ati o n i n t h e f ast e d st at e c o m p a r e d t o 4 0 m g 
o r al s us p e nsi o n f o r m ul ati o n i n t h e f ast e d st at e a n d t o esti m at e t h e eff e ct of 
f o o d o n t h e p h a m a c o ki n eti cs of a si n gl e d os e of 4 0 m g i m m e di at e r el e as e 
t a bl et f o r m ul ati o n of T A K- 0 4 1 i n h e alt h y s u bj e cts. 

R ati o n al e f o r C h a n g e: t o e x pl or e t h e s af et y, t ol er a bilit y, a n d P K of T A K- 0 4 1 as a d d- o n 
t h er a p y t o st a bl e s c hi z o p hr e ni a s u bj e cts at d os es t h at will b e b as e d o n e m er gi n g 
s af et y/t ol er a bilit y a n d a v ail a bl e P K d at a of t h e s a m e d os e i n h e alt h y s u bj e cts fr o m P art 2. 
E x pl or at or y e n d p oi nt s will ass ess t h e eff e ct of T A K- 0 4 1 o n i m pr o vi n g t h e n e g ati v e s y m pt o ms, 
a n d/ or c o g niti v e i m p air m e nt, a n d/ or a n h e d o ni a d o m ai ns ass o ci at e d wit h s c hi z o p hr e ni a

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n 5. 2  E n d p oi nts f or P art 1 a n d P art 2 a n d P art 3 ( H e alt h y S u bj e cts) a n d P art 4 ( S u bj e cts 
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wi t h S c hi z o p hr e ni a)

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

C h a n g e  5 : A d d e d t h e j ust ifi c ati on f or t h e pr o p os e d st u d y d esi g n d os e a n d e n d p oi nts for P art 4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 6. 2 J ust ifi c ati o n f or St u d y D esi g n, D os e, a n d E n d p oi nts

A d d e d
w or di n g:

T h e hi g h est pl a n n e d l o a di n g d os e i n P a rt 4 will n ot e x c e e d t h e hi g h est d os e 
e v al u at e d, d e e m e d s af e, a n d w ell t ol e r at e d i n P a rt 1 a n d P a rt 2. T h e hi g h est 
p r o p os e d w e e kl y m ai nt e n a n c e d os e will h a v e a p r e di ct e d m e a n a v e r a g e 
c o n c e nt r ati o n d u ri n g a d osi n g i nt e r v al, at st e a d y st at e ( C a v,ss ) b el o w t h e Ca v,ss

o bs e r v e d at t h e N O A E L d os e of 3 0 m g/ k g/ d a y i n t h e m al e a n d f e m al e d o gs 
f r o m t h e 1 3-w e e k t o xi c ol o g y st u d y.

R ati o n al e f o r C h a n g e: e x pl or e t h e s af et y,  t oler a bilit y,  a n d P K of T A K-0 4 1 as a d d -o n t h er a p y  
t o st a ble s c hi z o p hr e ni a s u bj e cts at d os es t h at will b e b as e d o n e m er gi n g s af et y/ t oler a bili t y a n d 
a v ail a bl e P K d at a of t h e s a m e d os e i n h e alt h y s u bj e cts fr o m P art 2. E x pl or at or y e n d p oi nts will 
ass ess t h e eff e ct of T A K - 0 4 1 o n i m pr o vi n g t h e n e g ati v e s y m pt o ms, a n d/ or c o g nit i v e 
i m p air m e nt, a nd/ or a n h e d o ni a d o m ai ns ass o ci at e d wit h s c hi z o p hr e ni a

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 S e cti o n  5. 2 E n d p oi nts f or P art 1 a n d P art 2 a n d P art 3 ( H e alt h y S u bj e cts) a n d P art 4 ( S u bj e cts 
wi t h S c hi z o p hr e ni a)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al Visit

C h a n g e  6 : A d d e d i n cl usi o n a n d e x cl usi o n cri t eria f or P art 3 a n d 4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  7. 2 E x cl usi o n Cri t eria

A m e n d e d or 
n e w w or di n g:

N ot e: S u bj e cts wit h s c hi z o p h r e ni a w h o m e et a n y of t h e c rit e ri a list e d 
b el o w wit h t h e e x c e pti o n of N u m b e r 9, a n d 1 4 will als o n ot q u alif y f o r 
e nt r y i nt o t h e st u d y. F o r c rit e ri a t h at a r e als o r e p r es e nt e d i n S e cti o n 7. 2. 2
f o r s u bj e cts wit h s c hi z o p h r e ni a, t h ose c rit e ri a s u p e rs e d e t h e c rit e ri a i n t his 
s e cti o n ( S e cti o n 7. 2. 1.

A n y s u bj e ct w h o m e ets a n y  of t h e f oll owi n g cri t eri a will n ot q u alif y for e ntr y  
i nto t h e st u d y : 

1. T h e s u bj e ct h as r e c ei v e d a n y i n v est i g ati on al c o m p o u n d wit hi n 3 0 d a ys pri or 
t o t h e first d os e of st u d y dr u g, or d u e t o t h e h alf-lif e of t h e i n v esti g ati on al 
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dr u g is li k el y  t o still h a v e d et e ct a bl e pl as m a l e v els of t h at c o m p o u n d.

2. S u bj e ct T h e s u bj e ct is a n i m m e di at e f a mil y m e m b er, st u d y sit e e m pl oy e e, 
or is i n a d e p e n d e nt r el at i ons hi p wit h a st u d y sit e e m pl o y e e w h o is i n v o l v e d 
i n t h e c o n d u ct of t his st u d y ( e g, s p o us e, p ar e nt, c hil d, si bli n g) or m a y 
c o ns e nt u n d er d ur ess.

3. T h e s u bj e ct h as a k n o w n h y p ers e nsit i vity t o a n y  c o m p o n e nt of t h e 
f or mul at i on of T A K - 0 4 1.

4. T h e s u bj e ct h as a p osit i v e uri n e/ bl o o d dr u g r esult  f or dr u gs of a b us e 
( d efi n e d as a n y illi cit dr u g us e) at S cr e e ni n g or D a y - 1.

5. S u bj e ct h as a hist or y  of dr u g a b us e ( d efi n e d as a n y illi cit dr u g us e) or a 
hi st or y  of al c o h ol a b us e ( d efi n e d as 4 or m or e al c o h oli c b e v er a g es p er d a y) 
wi t hi n 1 y e ar prior t o t h e S cr e e ni n g Visit or is u n willi n g t o a bst ai n fr om 
al c o h o l a n d dr u gs t hr o u g h o ut t h e st u d y .

5. S u bj e ct T h e s u bj e ct h as t a k e n a n y e x cl u d e d m e di c ati o n, s u p pl e m e nts, or 
f oo d pr o d u cts d uri n g t h e ti m e p eri o ds list e d i n t h e E x cl u d e d M e di c at i ons 
a n d Di et ar y  Pr o d uct s ( T a bl e 7 a f o r h e alt h y s u bj e cts a n d T a bl e 7 b f o r 
s u bj e cts wit h s c hi z o p h r e ni a i n S e cti o n 7. 3 ) o r is u n a bl e t o r ef r ai n f r o m 
o r a nti ci p at es t h e us e of a n y m e di c ati o n ( e x c e pt t h os e p r es c ri b e d) as 
d es c ri b e d i n ( T a bl e 7 a f o r h e alt h y s u bj e cts a n d T a bl e 7 b f o r s u bj e cts 
wit h s c hi z o p h r e ni a i n S e cti o n 7. 3).

6. T h e s u bj e ct is l a ct os e i nt ol e r a nt ( P a rt 3 o nl y).

7. If f e m al e, t h e s u bj e ct is of c hil d b e ari n g p ot e nti al ( e g, pr e m e n o p a us al, n ot 
st erili z e d).

8. If m al e, t h e s u bj e ct i nt e n ds t o d o n at e s p er m d uri n g t h e c o urs e of t his st u d y  
or f or 1 4 5 d a y s (ie, 9 0 d a y s aft er 5 h alf-li v es) h a v e el a ps e d si n c e t h e l ast 
d os e of st u d y  dr u g.

9. S u bj e ct T h e s u bj e ct h as e vi d e n c e of c urr e nt a cti v e c ar di o v as c ul ar, c e ntr al 
n er v o us s yst e m, h e p at o bili ar y  dis e as e i n cl u di n g hist or y of bili ar y tr e e 
di s or d er s, g allst o n es, e n d os c o pi c r etr o gr a d e c h o l an gi o c h o l an gi o 
p a n cr e at o gr a p h y  ( E R C P), a n d/ or c h ol e c yst e ct o m y, h e m at o p oi eti c dis e as e, 
r e n al d ysf u n cti o n, m et a b oli c or e n d o cri n e d ysf u n cti o n, s eri o us all er g y , 
ast h m a, h y p o x e mi a, h y p ert e nsi o n, s ei z ur es, or all er gi c s ki n r as h. T h er e is 
a n y fi n di n g i n t h e s u bj e ct’s m e di c al hist or y, p h ysi c al e x a mi n at i on, or s af et y 
l a b or at or y t e st r e s ult s (i n clu di n g el e v at e d A L P, el e v at e d bilir u bi n, el e v at e d 
G G T, or el e v at e d 5’- n u cl e oti d a s e) t h at i n t h e j u d g m e nt of t h e pri n ci p al 
i n v esti g at or r e pr es e nts a r e as o n a bl e s us pi ci o n o f a di s e as e t h at w o ul d 
c o ntr ai n di c at e t a ki n g T A K - 0 4 1, or t h at mi g ht i nt erf er e wit h t h e c o n d u ct of 
t he st u d y . T his i n cl u d es, b ut is n ot li mit e d t o, p e pti c ul c er dis e as e, 
c h o l est asis, s ei z ur e dis or d ers, a n d c ar di a c arr h yth mi as.
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1 0. S u bj e ct T h e s u bj e ct h as c urr e nt or r e c e nt ( wit hi n 6 m o nt hs) g astr oi nt esti n al 
di s e as e t h at w o ul d b e e x p e ct e d t o i nfl u e n c e t h e a bs or pti o n of dr u gs (i e, a 
hi st or y  of mal a b s or pti o n, es o p h a g e al r efl u x, p e pti c ul c er dis e as e, er osi v e 
es o p h a git is, fr e q u e nt [m o r e t h a n o n c e p er w e e k] o c c urr e n c e o f h e art b ur n, or 
a n y s ur gi c al i nt er v e nt i on).

1 1. S u bj e ct H a d m aj o r s u r g e r y, o r d o n at e d o r l ost 1 u nit of bl o o d 
( a p p r o xi m at el y 5 0 0 m L) wit hi n 4 w e e ks p ri o r t o S c r e e ni n g.

1 2. T h e s u bj e ct h as a hist or y  of c a n c er, e x c e pt b as al c ell car ci n o m a t h at h as 
b e e n i n r e missi o n f or at le a st 5 y e ar s pri or t o D a y  1.

1 3. S u bj e ct T h e s u bj e ct h as a p osit i v e t est r es ult f or h e p atitis B s urf a c e a nti g e n 
( H Bs A g), h e p atitis C vir us ( H C V) a nt i b o d y at S cr e e ni n g or a k n o w n hist or y 
of  h u m a n i m m u n o d efi ci e n c y vir u s ( HI V) i nf e cti on.

1 4. S u bj e ct T h e s u bj e ct h as us e d ni c oti n e -c o nt ai ni n g pr o d u cts (i n cl u di n g b ut 
n ot li mit e d t o ci g ar ett es, pi p es, ci g ars, c h e wi n g t o b a c c o, ni c oti n e p at c h or 
ni c oti n e g u m) wit hi n 2 1 d a ys pri or t o C h e c k -i n o n D a y -1. C oti ni n e t est is 
p o si tiv e at S cr e e ni n g or D a y  - 1.

1 5. T h e s u bj e ct h as p o or p eri p h er al v e n o us a c c ess.

1 6. S u bj e ct h as d o n at e d or l ost 4 5 0 m L or m or e of his or h er bl o o d v ol u m e 
(in cl u di n g pl as m a p h er esis), or T h e s u bj e ct h a d a tr a nsf usi o n of a n y bl o o d 
pr o d u ct wit hi n 3 0 d a ys pri or t o D a y  1.

1 7. S u bj e ct T h e s u bj e ct h as a S cr e e ni n g or C h e c k -i n a b n or m al ( cli ni c all y 
sig nifi c a nt) E C G. E ntr y  of a n y s u bj e ct wit h a n a b n or mal  ( n ot cli ni c all y 
sig nifi c a nt) E C G m ust b e a p pr o v e d, a n d d o c u m e nt e d b y  si g n at ur e of t h e 
pri n ci p al i n v esti g at or or a m e di c all y  q u alifi e d s u b-i n v esti g at or.

1 8. T h e s u bj e ct h as a s ust ai n e d vit al si g ns r esti n g h e art r at e o ut si d e t h e r a n g e 4 0 
t o 1 0 0 b e ats p er mi n ut e ( b p m), c o nfir m e d o n r e p e at t esti n g wit hi n a 
m a xi m u m o f 3 0 mi n ut es, at S cr e e ni n g or C h e c k -i n.

1 9. T h e s u bj e ct h as a Q T i nt er v al wit h Fri d eri ci a c orr e cti o n m et h o d ( Q T c F) 
> 4 5 0 ms or P R o utsi d e t h e r a n g e 1 2 0 t o 2 2 0 ms, c o nfir m e d o n r e p e at t esti n g 
wi t hi n a m a xi m u m of 3 0 mi n ut es, at t h e S cr e e ni n g Visit or C h e c k -i n.

2 0. S u bj e ct T h e s u bj e ct h as a b n or m al S cr e e ni n g or C h e c k -i n l ab or at or y  v alu es 
( > U L N f or t h e r es p e cti v e s er u m c h e mistri es) of A L T, A S T, T BI LI, A L P, 
G G T, 5’ n u cl e oti d as e ( S c r e e ni n g o nl y) a n d/ or a b n or m al uri n e os m o l ality,  
c o nfir m e d u p o n r e p e at t esti n g.

2 1. T h e s u bj e ct h as a cli ni c all y si g nifi c a nt hist or y  of h e a d i nj ur y or tr a u ma 
ass o ci at e d wit h l oss of c o ns ci o us n ess f o r > 1 5 mi n ut es .

2 2. T h e s u b j e ct h as a is c o nsi d e r e d b y t h e i n v esti g at o r t o b e at i m mi n e nt ris k 
of  s ui ci d e a c c or di n g t o t h e i n v est i g at or’sor s u bi n v esti g at or’s cli ni c al 
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j u d g m e nt ( e g, p er C-S S R S) i nj u r y t o s elf, ot h e rs, or h as m a d e a s ui ci d e 
att e m pt i np r o p e rt y, o r s u bj e cts w h o wit hi n t h e p ast y e a r p ri o r t o 
S c r e e ni n g h a v e att e m pt e d s ui ci d e. S u bj e cts w h o h a v e p ositi v e a ns w e rs 
o n it e m 4 o r 5 o n t h e C -S S R S ( b as e d o n t h e p ast y e a r) p ri o r t o 
r a n d o mi z ati o n a r e e x cl u d e d.

2 3. S u bj e ct T h e s u bj e ct h as a hist or y  of si g nifi c a nt s ki n r e a cti o ns 
( h y p ers e nsitivit y) t o a d h esi v es, m et als or pl asti c; t his crit eri o n a p pli es o nl y  
t o s u bj e cts p arti ci p ati n g i n t h e st u d y of t he t w o w e ar a bl e di git al d e vi c es.

2 4. T h e s u bj e ct is u ns uit a bl e f o r i n cl usi o n i n t h e t ri al i n t h e o pi ni o n of t h e 
i n v esti g at o r o r s p o ns o r.

S u bj e cts wit h s c hi z o p h r e ni a o nl y

N ot e: S u bj e cts wit h s c hi z o p h r e ni a m ust n ot m e et a n y of t h e c rit e ri a list e d 
i n S e cti o n 7. 2. 1 f o r h e alt h y s u bj e cts wit h t h e e x c e pti o n of N u m b e r 9 a n d 
1 4, as w ell t h e c rit e ri a list e d b el o w. T h e c rit e ri a list e d b el o w s u p e rs e d e t h e 
c rit e ri a i n S e cti o n 7. 2. 1.

All e nt r y c rit e ri a, i n cl u di n g t est r es ults, n e e d t o b e c o nfi r m e d p ri o r t o 
r a n d o mi z ati o n.

A n y s u bj e ct wit h s c hi z o p h r e ni a w h o m e ets a n y of t h e f oll o wi n g c rit e ri a 
will n ot q u alif y f o r e nt r y i nt o t h e st u d y: 

1. T h e s u bj e ct h as a n u n d et e ct a bl e l e v el of b as eli n e a nti ps y c h oti c 
m e di c ati o n at S c r e e ni n g.

2. T h e s u bj e ct h as a lif eti m e di a g n osis of s c hi z o aff e cti v e dis o r d e r; a 
lif eti m e di a g n osis of bi p ol a r dis o r d e r; o r a lif eti m e di a g n osis of 
o bs essi v e c o m p ulsi v e dis o r d e r b as e d o n t h e MI NI c o m bi n e d wit h t h e 
g e n e r al ps y c hi at ri c e v al u ati o n. As a n e x c e pti o n, s u bj e cts wit h a 
hist o ri c al p ri o r lif eti m e di a g n osis of s c hi z o aff e cti v e dis o r d e r m a y b e 
e n r oll e d i n t h e st u d y wit h s p o ns o r o r d esi g n e e a p p r o v al p r o vi d e d t h at 
t h e p ri n ci p al i n v esti g at o r c a n att est t h at t h e s u bj e ct’s o v e r all hist o r y 
a n d c u r r e nt cli ni c al p r es e nt ati o n a n d hist o r y is m ost c o nsist e nt wit h 
s c hi z o p h r e ni a, n ot s c hi z o aff e cti v e dis o r d e r.

3. T h e s u bj e ct h as a r e c e nt ( wit hi n t h e l ast 6 m o nt hs) di a g n osis of p a ni c 
dis o r d e r, d e p r essi v e e pis o d e, o r ot h e r c o m o r bi d ps y c hi at ri c c o n diti o ns 
r e q ui ri n g cli ni c al att e nti o n b as e d o n t h e MI NI f o r D S M -5 a n d t h e 
g e n e r al ps y c hi at ri c e v al u ati o n.

4. T h e s u bj e ct h as a hist o r y of d r u g a b us e ( d efi n e d as a n y illi cit d r u g us e) 
o r a hist o r y of al c o h ol a b us e ( d efi n e d as 4 o r m o r e al c o h oli c b e v e r a g es 
p e r d a y) wit hi n 1 y e a r p ri o r t o t h e S c r e e ni n g Visit o r is u n willi n g t o 
a g r e e t o a bst ai n f r o m al c o h ol a n d d r u gs t h r o u g h o ut t h e st u d y. 
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5. T h e s u bj e ct h as a di a g n osis of s u bst a n c e us e dis o r d e r ( wit h t h e 
e x c e pti o n of ni c oti n e d e p e n d e n c e) wit hi n t h e p r e c e di n g 6 m o nt hs b as e d 
o n t h e MI NI f o r D S M -5 a n d t h e g e n e r al ps y c hi at ri c e v al u ati o n.

6. T h e s u bj e ct h as e vi d e n c e o r hist o r y of c u r r e nt cli ni c all y si g nifi c a nt 
c a r di o v as c ul a r dis e as e, i n cl u di n g u n c o nt r oll e d h y p e rt e nsi o n (st a n di n g 
o r s u pi n e di ast oli c bl o o d p r ess u r e > 9 0 m m H g a n d/ o r st a n di n g o r 
s u pi n e s yst oli c bl o o d p r ess u r e > 1 4 5 m m H g, wit h o r wit h o ut 
t r e at m e nt), s y m pt o m ati c is c h e mi c h e a rt dis e as e, u n c o m p e ns at e d h e a rt 
f ail u r e o r r e c e nt ( p ast 1 2 m o nt hs) a c ut e m y o c a r di al i nf a r cti o n o r 
b y p ass s u r g e r y. C o nt r oll e d ess e nti al h y p e rt e nsi o n, n o n -cli ni c all y 
si g nifi c a nt si n us b r a d y c a r di a a n d si n us t a c h y c a r di a will n ot b e 
c o nsi d e r e d si g nifi c a nt m e di c al ill n ess es a n d w o ul d n ot e x cl u d e a 
s u bj e ct f r o m t h e st u d y. Ot h e r w ell -c o nt r oll e d m e di c al ill n ess es m a y b e 
p e r mitt e d t h at d o n o t i n c r e as e h e p ati c ris ks o r ot h e r s af et y ris ks t o t h e 
s u bj e ct's p a rti ci p ati 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 o r i n 
c o ns ult ati o n wit h t h e s p o ns o r o r d esi g n e e.

7. T h e s u bj e ct h as e vi d e n c e of cli ni c all y si g nifi c a nt e xt r a p y r a mi d al 
s y m pt o ms as m e as u r e d b y a Si m s o n -A n g us S c al e ( S A S) s c o r e > 6.

8. T h e s u bj e ct h as e vi d e n c e of d e p r essi o n as m e as u r e d b y a C al g a r y 
D e p r essi o n S c o r e ( C D S S) s c o r e > 9.

9. T h e s u bj e ct h as r e c ei v e d T A K -0 4 1 i n a p r e vi o us cli ni c al st u d y; o r h as 
p r e vi o usl y o r is c u r r e ntl y p a rti ci p ati n g i n t his st u d y; h as r e c ei v e d 
t r e at m e nt wit h ot h e r e x p e ri m e nt al t h e r a pi es wit hi n t h e p r e c e di n g 6 0 
d a ys o r < 5 h alf -li v es p ri o r t o r a n d o mi z ati o n, w hi c h e v e r is l o n g e r; h as 
p a rti ci p at e d i n 2 o r m o r e cli ni c al st u di es wit hi n 1 2 m o nt hs p ri o r t o 
S c r e e ni n g; o r h as p a rti ci p at e d i n a cli ni c al st u d y f o r a ps y c hi at ri c 
c o n diti o n t h at is e x cl usi o n a r y p e r t his p r ot o c ol.

R ati o n al e f o r C h a n g e: s ele ct a h e al t h y p o p ulat i on c o nsist e nt wit h t h e F D A bi o a v ail a bilit y a n d 
f oo d eff e ct g ui d a n c e i n P art 3 a n d t o s el e ct a st a bl e s c hi z o p hr e ni a p o p ul at i on t o ass ess s af et y a n d  
t oler a bilit y as a n a d d -o n t h er a p y  t o a ntip s y c h oti c s i n P art 4

C h a n g e  7 : A d d e d e x cl u d e d m e di c ati o ns, di et ar y pr o d u cts a n d st u d y c o ntr ol of di et, fl ui d a n d 
a cti vit y c o ntr ol  for P arts 3 a n d 4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 7. 4 Di et, Fl ui d, a n d A ct i vity C o ntr ol

A m e n d e d or 
n e w 
w or di n g:

Di et, Fl ui d, a n d A cti vit y C o nt r ol

S u bj e cts will b e c o nfi n e d t o t h e u nit f or t h e d ur ati o n of e a c h tr e at m e nt p eri o d i n 
P arts 1 , 2, 3 a n d 2 P a rt 4 as d es cri b e d i n A p p e n di x A, A p p e n di x B, A p p e n di x C, 
A p p e n di x D a n d A p p e n di x E r es p e cti v el y . I nS u bj e cts fr o m P art 1 s u bj e cts 
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ar e will b e r e q uir e d t o r e mai n i n t h e st u d y  u nit d uri n g e a c h tr e at me nt p eri o d f r o m 
C h e c k -i n, D a y 1 f or si n gl e d os e a d mi nistr ati o n, a n d wit h C o h o rts 1 - 5 at  le ast 9 6 
h o urs p ost d os e f or a t ot al c o nfi n e m e nt p eri o d f or e a c h tr e at m e nt p eri o d of 5 d a ys. 
S u bj e cts fr o m P art 2 C o h orts 1 t o 4, a n d P a rt 1 C o h o rts 1 a n d 2, will b e r e q uir e d 
t o r e mai n i n t h e st u d y  u nit fr o m D a y -2 t o D a y 3, D a ys 7 t o 1 0, D a y 1 4 t o D a y 1 7, 
a n d D a y 2 1 t o D a y 2 4 ( 4 8 h o urs aft er t he e a c h d os e i n P art 2) f or s af et y,  P K, a n d all 
st u d y ass ess m e nts b ef or e disc h ar g e. I n a d dit i on, s u bj e cts will r et ur n t o t h e cli ni c 
o n D a y s 5, 2 6, 2 9, 3 6, 4 3, 5 0, 5 7, a n d 6 4 f or s af et y a n d P K f o ll ow u p visit s. 
S u bj e cts wit h s c hi z o p h r e ni a ( P a rt 4) will als o u n d e r g o p a rt -s p e cifi c 
ass ess m e nts o n D a ys 2 9 a n d 4 3. A Fi n al Vis it th at c o m pl et es t h e st u d y will o c c ur 
1 2 t o 1 6 d a y s aft er t h e la st s af et y  a n d P K F ollo w -u p Visit. O n t h e d a ys of d osi n g, 
s u bj e cts will b e a d mi nist er e d T A K- 0 4 1/ m at c h e d pl a c e b o at a p pr o xi m at el y 0 8 0 0 
h o urs f o ll owi n g a f ast of at l e ast 8 h o urs a n d will c o nti n u e t o f ast f or a n a d diti o n al 
4 h o urs p ost d os e. 

S u bj e cts f r o m st u d y P a rts 1, 2 a n d 4 m a y c o ns u m e w at er a d li bit u m wit h t h e 
e x c e pti o n o f 1 h our b ef or e a n d 1 h o ur aft er dr u g a d mi nistr ati o n. T h e m e al st art a n d 
st o p ti m es a n d t h e a m o u nt c o ns u m e d will 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 a n d 
a p pr o pri at e el e ctr o ni c c as e r e p ort f or m ( e C R F) p a g e f or all m e als s er v e d o n t h e 
d osi n g d a ys. D uri n g c o nfi n e m e nt o n n o n d osi n g d a ys, s u bj e cts will b e gi v e n 3 
m e als a n d a n e v e ni n g s n a c k e a c h c o nt ai ni n g a p pr o xi m at el y 3 0 % f at (r el at i v e to t he
t ot al c alori es). Br e a kf ast will n ot b e s er v e d o n d osi n g d a ys.

S u bj e cts f r o m all st u d y p a rts s h o uld r e m ai n u pri g ht (s e at e d, st a n di n g, or 
a m b ul at or y ) for 4 h o urs f oll o wi n g d os e a d mi nistr ati o n, e x c e pt as n e c essit at e d b y  
t he o c c urr e n c e of  a n A E / or st u d y pr o c e d ur e ( e g, o bt ai ni n g 1 2 -l e a d E C G). S u bj e cts 
s h o uld r ef r ai n fr o m str e n u o us e x er cis e fr om 7 2 h o urs b ef or e C h e c k -i n ( D a y - 2)
a n d t hr o u g h o ut t h e e ntir e c o urs e of t h e st u d y .

P a rt 3 Di et a n d Fl ui d C o nt r ol

S u bj e cts i n P a rt 3 will b e r e q ui r e d t o r e m ai n i n t h e st u d y u nit f o r a 
c o nfi n e m e nt p e ri o d of 3 d a ys. T h e s u bj e cts will b e r a n d o mi z e d f o r T A K - 0 4 1 
i m m e di at e r el e as e t a bl et a d mi nist r ati o n at a p p r o xi m at el y 0 8 0 0 h o u rs eit h e r 
f oll o wi n g a n o v e r ni g ht f ast ( n o f o o d, n o d ri n k ot h e r t h a n w at e r, n o 
m e di c ati o ns) of at l e a st 1 0 h o u rs o r 3 0 mi n ut es aft e r st a rti n g i n g esti o n of a 
hi g h -f at, hi g h-c al o ri e b r e a kf ast as d es c ri b e d i n 2 0 0 2 F D A F o o d -Eff e ct 
G ui d a n c e (t h e m e al c o m p ositi o n s h o ul d d e ri v e of a p p r o xi m at el y 1 5 0, 2 5 0, 
a n d 5 0 0 t o 6 0 0 c al o ri es f r o m p r ot ei n, c a r b o h y d r at e, a n d f a t, r es p e cti v el y, i n 
t ot al of a p p r o xi m at el y 8 0 0 t o 1 0 0 0 c al o ri es). 

P e r F D A g ui d a n c e, s u bj e cts will b e s e r v e d t h e st a n d a r d F D A b r e a kf ast t o b e 
i n g est e d a n d c o m pl et el y c o ns u m e d o v e r 3 0 mi n ut es. T A K-0 4 1 4 0 m g t a bl et 
s h o ul d b e a d mi nist e r e d i m m e di at el y aft e r b r e a kf ast wit h a gl ass of w at e r.

S u bstit uti o ns t o t h e c o nt e nts of t his hi g h -f at, hi g h-c al o ri e m e al c a n b e m a d e 
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as l o n g as t h e s a m e m e al is s e r v e d t o all s u bj e cts a n d a n ut riti o nist at t h e sit e 
e ns u r es t h at t h e t est m e al p r o vi d es a si mil a r a m o u nt of c al o ri es f r o m p r ot ei n, 
c a r b o h y d r at es a n d f at a n d h as c o m p a r a bl e m e al v ol u m e a n d vis c osit y. T h e 
cli ni c al sit e will d o c u m e nt t h e a m o u nt of p r ot ei n c a r b o h y d r at es a n d f at a n d 
t ot al c al o ri e c o nt e nt of t h e t est m e al f o r t h e st u d y fil e a n d p r o vi d e a c o p y t o 
t h e s p o ns o r. Th e d at e a n d ti m e of t h e m e al will als o b e r e c o r d e d o n t h e e C R F.

F asti n g s u bj e cts will als o b e a d mi nist e r e d t h e 4 0 m g t a bl et wit h a gl ass of 
w at e r. B ot h f asti n g a n d f e d s u bj e cts will h a v e n o f o o d, n o d ri n ks ( e x c e pt 
w at e r) a n d n o m e di c ati o ns f o r 4 h o u rs aft e r d os e a d mi nist r ati o n.

R ati o n al e f o r C h a n g e: t o pr o vid e a h e al t hy s u bj e ct p o p ulati o n i n P art 3 c o nsist e nt wit h F D A 
bi o a v ail a bilit y a n d f o o d eff e ct g ui d a n c e i n P art 3 o n di et, fl ui d a n d a cti vit y a n d m e di c at i on 
c o ntr ol  in P art 4.

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  7. 3 E x cl u d e d M e di c ati o ns a n d Di et ar y  Pr o d u ct s

 S e cti o n  7. 2 E x cl usi o n Crit eri a

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al Visit

C h a n g e  8 : A d d e d T A K -0 4 1 t a bl et f or m ul at i on t o st u d y  me di c at i on f or P art 3 a n d 
m a n uf a ct uri n g, p a c k a gi n g, l a b eli n g, dis p e nsi n g a n d r a n d o mi z at i on t o i n cl u d e P art 3 a n d 4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  8. 1. 1 D o s a g e F or m, M a n uf a ct uri n g, P a c k a gi n g, a n d 
L a b eli n g

A m e n d e d or 
n e w 
w or di n g:

T h e T A K -0 4 1 or al cr y st alli n e s us p e nsi o n will b e us e d i n t his st u d y . P a rts 1, 2 a n d 
4 . T h e T A K-0 4 1 cr y st alli n e dr u g s u bst a n c e ( mill e d) will b e l a b el e d i n a n 
o p e n -l ab el f a s hio n  a n d c om p o u n d e d i nt o or al s us p e nsi o ns t h at will b e l a b el e d i n a 
bli n d e d f as hi o n f or t hir d p art y disp e nsi n g. A n u n bli n d e d p h ar m a cist will m a n a g e 
a n d pr e p ar e d os es as n e e d e d t hr o u g h o ut t h e st u d y . T h e or al s us p e nsio n s will 
c o nt ai n 5 t o 1 6 0 m g of T A K -0 4 1 p er d o s e. C o m p o u n di n g i nstr u cti o ns will b e 
pr o vi d e d t o t h e cli ni c al sit e usi n g t h e c o m p o u n di n g w or ks h e et or a si mil ar 
d o c u m e nt .

1 6. 1. 2. 2. 1 I n v esti g ati o n al Dr u g

T h e or al  s us p e nsio n  c o nt ai ni n g cr yst alli n e T A K-0 4 1 ( mill e d) will b e pr e p ar e d at 
t he si t e b y w ei g hi n g a n a p pr o pri at e a m o u nt of cr yst alli n e T A K-0 4 1 ( mill e d) i nt o a 
d osi n g b ottl e a n d mi xi n g wit h 7 0 m L of 0. 5 % T w e e n 8 0 i n 0. 5 % m et h yl c ell ul o s e 
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v e hi cl e ( T w e e n/ M C v e hi cl e). T h e c o m p ositi o n of t h e T w e e n/ M C v e hi cl e is i n 
T a bl e 8. a.  T h e c o m p ositi o n of cr yst alli n e T A K- 0 4 1 or al s us p e nsi o n is list e d i n 
T a bl e 8. b.

T h e T A K- 0 4 1 4 0 m g t a bl et will b e us e d i n t his st u d y f o r P a rt 3. T h e t a bl et 
f o r m ul ati o n is d esi g n e d f o r i m m e di at e d r u g r el e as e  

.  T h e t a bl ets 
a r e r o u n d a n d fil m c o at e d. 

S p o ns or- S u p pli e d Dr u g

F o r P a rts 1, 2, a n d 4, t h e T A K- 0 4 1 cr yst alli n e dr u g s u bst a n c e ( mill e d) will b e 
s u p pli e d i n a p o w d er f or m, i n a p pr o pri at e p a c k a gi n g, a n d e a c h c o nt ai n er will b e ar a 
si n gl e p a n el l a b el t h at i n cl u d es all p erti n e nt st u d y i nf or m ati o n.

T h e  T A K- 0 4 1 4 0 m g i m m e di at e r el e as e t a bl et will b e us e d i n t his st u d y f o r 
h e alt h y s u bj e cts i n P a rt 3. T h e t a bl ets a r e p a c k a g e d i n a m b e r gl ass b ottl es. 
E a c h b ottl e will c o nt ai n a l a b el t h at i n cl u d es p e rti n e nt st u d y i nf o r m ati o n a n d 
c a uti o n st at e m e nts.

St o r a g e

I n v esti g ati o n al dr u g  m ust b e k e pt i n a n a p pr o pri at e, li mit e d- a c c ess, s e c ur e pl a c e 
u ntil it is us e d or r et ur n e d t o t h e s p o ns or or d esi g n e e f or d estr u cti o n. 
I n v esti g ati o n al dr u g  m ust b e st or e d u n d er t h e c o n diti o ns s p e cifi e d o n t h e l a b el, a n d 
r e m ai n i n t h e ori gi n al c o nt ai n er u ntil dis p e ns e d.

T A K- 0 4 1 cr yst alli n e dr u g s u bst a n c e ( mill e d) is a n d 4 0 m g t a bl ets a r e st or e d at 
c o ntr oll e d r o o m t e m p er at ur e ( 2 0 °- 2 5 ° C wit h e x c ursi o ns all o w e d fr o m 1 5 °- 3 0 ° C).

D os e a n d R e gi m e n

T h e pl a n n e d i niti al d o s e of T A K- 0 4 1 f or P art 1 S R D C o h ort 1 P eri o d 1 is 5 m g. 
D os es f or s u bs e q u e nt p eri o ds/ c o h orts will b e d et er mi n e d b as e d o n t h e a v ail a bl e 
s af et y, t ol er a bilit y, a n d P K d at a fr o m t h e pr e c e di n g p eri o d/ c o h ort. T h e d os es will 
b e a d mi nist er e d t o t h e s u bj e cts b y t h e i n v esti g at or or t h e i n v esti g at or’s d esi g n e e. 
S u bj e cts will r e c ei v e t h e d os es b y dri n ki n g t h e e ntir e s us p e nsi o n fr o m t h e d osi n g 
b ottl e. T h e d osi n g b ottl e will t h e n b e ri ns e d wit h 3 5 m L of w at er a n d t h e ri ns e will 
b e a d mi nist er e d i n t h e s a m e m a n n er as t h e s us p e nsi o n. T h e ri ns e a n d 
a d mi nistr ati o n will b e r e p e at e d o n e m or e ti m e.

Eli gi bl e s u bj e cts i n P a rt 3 will b e r a n d o mi z e d t o r e c ei v e a si n gl e d os e of 
T A K- 0 4 1 as o n e 4 0 m g t a bl et a d mi nist e r e d o r all y aft e r eit h e r a n o v e r ni g ht 
f ast of at l e ast 1 0 h o u rs o r 3 0 mi n ut es aft e r st a rti n g i n g esti o n of a hi g h-f at a n d 
hi g h- c al o ri e b r e a kf ast as r e c o m m e n d e d i n t h e 2 0 0 2 F D A F o o d- Eff e ct 
G ui d a n c e [ 3] (t h e m e al s h o ul d d e ri v e of a p p r o xi m at el y 1 5 0, 2 5 0 a n d 5 0 0 t o 6 0 0 
c al o ri es f r o m p r ot ei n, c a r b o h y d r at e a n d f at, r es p e cti v el y, i n t ot al of 
a p p r o xi m at el y 1 0 0 0 c al o ri es). T h e t a bl et m ust b e a d mi nist e r e d wit h a gl ass o f 
w at e r ( a p p r o xi m at el y 2 4 0 m L). It s h o ul d b e s w all o w e d as a w h ol e a n d n ot b e 
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m a ni p ul at e d i n a n y w a y.

R ati o n al e f o r C h a n g e: t o pr o vi d e d os a g e f or m, m a n uf a ct uri n g, p a c k a gi n g a n d l a b eli n g 
i nf or m ati o n a n d r a n d omi z ati o n f or t h e T A K- 0 4 1 i m m e di at e r el e as e t a bl et i n P art 3

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  8. 2 I n v esti g ati o n al Dr u g Assi g n m e nt a n d Dis p e nsi n g Pr o c e d ur es

C h a n g e  9: A d d e d h ei g ht w ei g ht a n d B MI t o P art 3 a n d 4, wit h P art 4 s u bj e cts h a v e a n i n cr e as e d 
u p p er li mit f or B MI of 4 0. 5 k g/ m 2 .

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  7. 1. 1  H e alt h y s u bj e cts a n d s u bj e cts wit h s c hi z o p hr e ni a.

A m e n d e d or 
n e w 
w or di n g:

T h e s u bj e ct w ei g hs at l e ast 4 5 k g ( 9 9 l b) a n d h as a b o d y m ass i n d e x ( B MI) fr o m 1 8 
u p t o 3 2 k g/ m 2 f o r h e alt h y s u bj e cts a n d u p t o 4 0. 5 k g/ m2 f o r s u bj e cts wit h 
s c hi z o p h r e ni a , i n cl usi v e at S cr e e ni n g.

R ati o n al e f o r C h a n g e: t o pr o vi d e a n a c c e pt a bl e B MI r a n g e f or e nr oll m e nt of s u bj e cts wit h 
st a bl e s c hi z o p hr e ni a i n P art 4

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit

C h a n g e  1 0: A d d e d c o g niti v e a n d ot h er p s y c h i atri c/ n e ur ol o gi c al a s s e s s m e nt s t o P art 4.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n 9. 1. 1 7  Ot h er Ps y c hi atri c/ N e ur ol o gi c al R ati n g S c al es

N e w 
S e cti o n:

S u bj e cts wit h s c hi z o p h r e ni a ( P a rt 4) will als o r e c ei v e t h e MI NI,   
 A t ri al m a n u al d es c ri bi n g 

t h e p r o c e d u r es t o b e us e d wit h t h es e ass ess m e nts will b e s u p pli e d t o t h e sit e. 
T h es e ass ess m e nts will b e a d mi nist e r e d a c c o r di n g t o t h e s c h e d ul e s h o w n i n 
A p p e n di x D/ E. T h e ass ess m e nts a r e b ri efl y d es c ri b e d b el o w:

MI NI I nt er n ati o n al N e ur o ps y c hi atri c I nt er vi e w

T h e MI NI I nt e r n ati o n al N e u r o ps y c hi at ri c I nt e r vi e w ( MI NI) is a s h o rt 
st r u ct u r e d di a g n osti c i nt e r vi e w d e v el o p e d j oi ntl y b y ps y c hi at rists a n d 
cli ni ci a ns i n t h e U nit e d St at es a n d E u r o p e f o r D S M- I V a n d I nt e r n ati o n al 
Cl assifi c ati o n of Dis e as es 1 0t h R e visi o n ps y c hi at ri c dis o r d e rs wit h a n 
a d mi nist r ati o n ti m e of a p p r o xi m at el y 1 5  mi n ut es, it w as d esi g n e d t o m e et t h e 
n e e d f o r a s h o rt b ut a c c u r at e st r u ct u r e d ps y c hi at ri c i nt e r vi e w f o r m ulti c e nt e r 
cli ni c al t ri als a n d e pi d e mi ol o g y st u di es. T h e cli ni ci a n r es p o nsi bl e f o r t h e 
s u bj e ct m ust a d mi nist e r t h e MI NI [ 2 0- 2 2].Pr
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R ati o n al e f o r C h a n g e: t o pr o vi d e P art 4 ass ess m e nt of s af et y a n d of c o g niti v e f u n cti o n a n d 
ot h er ps y c hi atri c/ n e ur ol o gi c al r ati n g s c al es t o i n cl u d e m e as ur e eff e ct of a d d- o n T A K- 0 4 1 
a d mi nistr ati o n o n i m pr o vi n g n e g ati v e s y m pt o ms ass o ci at e d wit h s c hi z o p hr e ni a

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  9. 1. 1 3  B o n d- L a d er Vis u al A n al o g u e S c al e

S e cti o n 9. 1. 1 5 P A N S S

S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit

C h a n g e  1 1: A d d e d st atisti c al a n al ysis f or P art 3 a n d P art 4.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  1 3. 1. 3 P h arm a c o ki n eti c A n al ysis

A m e n d e d or 
n e w 
w or di n g:

C o n c e ntr ati o ns of T A K- 0 4 1 i n pl as m a will b e s u m m ari z e d b y d os e o v er e a c h 
s c h e d ul e d s a m pli n g ti m e usi n g d es cri pti v e st atisti c s f or si n gl e ( P art 1) a n d m ulti pl e 
d os es ( P art 2). e a c h st u d y p a rt . A m o u nt of T A K- 0 4 1 e x cr et e d i n uri n e will b e 
s u m m ari z e d b y d os e o v er e a c h s c h e d ul e d s a m pli n g i nt er v al usi n g d es cri pti v e 
st atisti cs f or si n gl e ( P art 1) a n d m ulti pl e d os e ( P art 2). e a c h st u d y p a rt . I n di vi d u al 
P K d at a will b e pr es e nt e d i n a d at a listi n g. P K p ar a m et ers of T A K- 0 4 1 will b e 
s u m m ari z e d b y d os e usi n g d es cri pti v e st atisti c s f or si n gl e( P art 1) a n d m ulti pl e d os e 
( P art 2). e a c h st u d y p art. D os e pr o p orti o n alit y will b e ass ess e d gr a p hi c all y 
( d o s e- n or mali z e d C m a x a n d A U C v ers us d os e). i n P a rt 1 a n d P a rt 2. T o ass ess 
d os e pr o p orti o n alit y of si n gl e d osi n g ( P art 1), a p o w er m o d el will b e us e d. T h e 
m o d el will i n cl u d e t h e n at ur al l o g-tr a nsf or m e d A U C a n d C m a x a s r es p o ns e v ari a bl e 
a n d t h e n at ur al l o g-tr a nsf or m e d d os e [l n( d os e)] as a c o nti n u o us c o v ari at e. N o 
f or m al st atisti c al c o m p aris o ns will b e c o n d u ct e d. F or P art 2, d os e pr o p orti o n alit y 
will b e ass ess e d usi n g a n a n al ysis of v ari a n c e ( A N O V A) m o d el s e p ar at el y f or 
d o s e- n or m ali z e d A U C a n d C m a x o n D a y 2 2. Tr e at m e nt wit h t r e at m e nt ( as a 
c at e g ori c al v ari a bl e, will b e ) a s a fi x e d eff e ct. T h e d os e- n or m ali z e d p ar a m et ers 
will b e n at ur al l o g-tr a nsf or m e d pri or t o t h e a n al ysis. All tr e at m e nt diff er e n c es a n d 
c orr es p o n di n g t w o- si d e d 9 0 % CIs will b e e xtr a ct e d fr o m t h e m o d el, 
b a c k-tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os.

T h e eff e ct of f o o d o n T A K- 0 4 1 e x p os u r e will b e e v al u at e d i n P a rt 3 usi n g a n 
A N O V A o n t h e n at u r al l o g-t r a nsf o r m e d T A K- 0 4 1 C m a x a n d  A U C 9 6 wit h 
r e gi m e n ( hi g h-f at vs. f ast e d) as a fi x e d eff e ct. T h e L S m e a n diff e r e n c e b et w e e n 
r e gi m e ns a n d t h e c o r r es p o n di n g t w o- si d e d 9 0 % CI will b e e xt r a ct e d f r o m t h e 
m o d el, b a c k-t r a nsf o r m e d, a n d e x p r ess e d as c e nt r al v al u e r ati os of T A K- 0 4 1 
e x p os u r e aft e r t h e hi g h-f at m e al v e rs us t h e f ast e d st at e. 
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T h e r el ati v e bi o a v ail a bilit y of T A K- 0 4 1 a d mi nist e r e d as a 4 0 m g i m m e di at e 
r el e as e t a bl et f o r m ul ati o n c o m p a r e d t o t h e 4 0 m g o r al s us p e nsi o n f o r m ul ati o n 
i n t h e f ast e d st at e will als o b e ass ess e d usi n g a n A N O V A m o d el. S u bj e cts 
a d mi nist e r e d t h e 4 0 m g o r al s us p e nsi o n i n P a rt 1 a n d P a rt 2 ( D a y 1 d at a o nl y) 
will b e p o ol e d t o g et h e r a n d t r e at e d as t h e r ef e r e n c e r e gi m e n f o r t his a n al ysis; 
s u bj e cts t r e at e d wit h t h e T A K- 0 4 1 4 0 m g t a bl et f o r m ul ati o n u n d e r t h e f ast e d 
c o n diti o n i n P a rt 3 will b e t h e t est r e gi m e n. T h e A N O V A will b e p e rf o r m e d o n 
t h e n at u r al l o g-t r a nsf o r m e d D a y 1 T A K- 0 4 1 C m a x a n d  A U C 9 6 wit h r e gi m e n as a 
fi x e d eff e ct. T h e L S m e a n diff e r e n c e b et w e e n r e gi m e ns a n d t h e c o r r es p o n di n g 
t w o- si d e d 9 0 % CI will b e e xt r a ct e d f r o m t h e m o d el, b a c k-t r a nsf o r m e d, a n d 
e x p r ess e d as c e nt r al v al u e r ati os.

R ati o n al e f o r C h a n g e: t o pr o vi d e st atisti c al a n al ysis f or P art 3 eff e ct of f o o d o n T A K- 0 4 1 
e x p os ur e a n d t h e r el ati v e bi o a v ail a bilit y of T A K- 0 4 1 a d mi nist er e d as a 4 0 m g i m m e di at e r el e as e 
t a bl et f or m ul ati o n c o m p ar e d t o t h e 4 0 m g or al s us p e nsi o n i n P art 1 a n d P art 2 ( D a y 1 o nl y), as 
w ell as e x pl or at or y a n al ysis i n P art 4.

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

S e cti o n 1 3. 1. 4  E x pl or at or y A n al y s e s

S e cti o n  1 3. 1. 5 S af et y A n al ysis

! S e cti o n  2. 0 S T U D Y S U M M A R Y

C h a n g e  1 2: A d d e d p h ar m a c o g e n o mi c s a m pl e c oll e cti o ns f or P art 3 a n d 4.

R ati o n al e: t o s u bj e ct D N A a n d R N A w hi c h m a y pr o vi d e

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  9. 1. 1 8 P h arm a c o g e n o mi c S a m pl e C o ll e cti o n

A m e n d e d or 
n e w 
w or di n g:

P h a r m a c o g e n o mi c S a m pl e C oll e cti o n
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R ati o n al e f o r C h a n g e:  
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T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

S e cti o n  9. 1. 1. 1 P h ar m a c o g e n o mi c I nf or m e d C o ns e nt Pr o c e d ur e

S e cti o n  2. 0 S T U D Y S U M M A R Y

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al Visit

C h a n g e  1 3 : A d d e d P K p ar a m et ers a n d P K bl o o d c oll e ct i ons f or P art 3 a n d 4 a n d P K uri n e 
c oll e ct i ons f or P art 4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 9. 1. 1 9 P h ar m a c o ki n et i c S a m pl e C oll e cti on

I nitial  
w or di n g:

L a b or at or y  M a n u al.

A m e n d e d or 
n e w 
w or di n g:

P h a r m a c o ki n eti c S a m pl e C oll e cti o n

C oll e cti o n of Pl as m a f or P h ar m a c o ki n eti c S a m pli n g

Bl o o d s a mpl es ( o n e 4 -m L s a m pl e p er s c h e d ul e d t i m e) f or P K a n al ysis of T A K-0 4 1 
a n d its m et a b olit es (if p ossi bl e) will b e c oll e ct e d i nt o c hill e d V a c ut ai n ers 
c o nt ai ni n g a nti c o a g ul a nt K 2 E D T A a c c or di n g t o t h e s c h e d ul es f or P arts 1 a n d 2 i n 
A p p e n di x A a n d A p p e n di x B, r es p e cti v el y . Pl a c e b o s a m pl e s will  not b e a n al y z e d 
b y t h e bi o a n al yt i c al l a b or at or y e x c e pt 2 s a mp l es p er s u bj e ct r e c ei vi n g pl a c e b o, 1 
pr e d os e a n d t h e ot h er ar o u n d t h e e x p e ct e d ti m e at w hi c h C m a x o c c urr e d ( as 
e m er gi n g fr o m  t h e a ct u al me as ur e m e nt of t h e s a m pl e s of  t h e first d os e gr o u p) t o 
e ns ur e fr o m a s af et y p ers p e ct i v e t h at n o a d diti on al s u bj e cts c o ul d h a v e b e e n o n 
a cti v e tr e at m e nt . I nstr u cti o ns f or s a m pl e pr o c essi n g a n d s hi p m e nt will b e pr o vi d e d 
i n t o t h e sit e i n t h e L a b or at or y M a n u al.

S eri al  blo o d s a m pl e s f or d et er mi n ati o n o f T A K -0 4 1 i n P art 1 will b e c oll e ct e d 
a c c or di n g t o T a bl e 9. c a n d T a bl e 9. d a n d i n A p p e n di x A.

S e ri al bl o o d s a m pl es f o r d et e r mi n ati o n of T A K -0 4 1 i n P a rt 3 will b e c oll e ct e d 
a c c o r di n g t o A p p e n di x C .

B as e d o n e m er gi n g P K d at a fr o m pr e vi o us c o h orts, t h e a ct u al ti m es m a y c h a n g e 
b ut t h e n u m b er of s a m pl es will r e m ai n t h e s a m e. All eff orts will b e m a d e t o o bt ai n 
t he P K s a m pl es at t h e e x a ct n o mi n al t i m e r el ati v e t o d osi n g. W h e n t h e ti mi n g of 
s af et y m e as ur e m e nt s c oi n ci d es wit h a P K bl o o d c oll e ct i on, t h e or d er s h o ul d b e 
s af et y ass ess m e nts f oll o w e d b y P K bl o o d s a m pl e c oll e ct i on at t h e n o mi n al t i m e. 
T h e a ct u al  ti m es of s a m pl e c oll e ct i on will b e r e c or d e d o n t h e s o ur c e d o c u m e nts 
a n d e C R F.

S a m pli n g ti m e p oi nts m a y  be a dj ust e d b as e d o n t h e pr eli mi n ar y  e m er gi n g P K d at a 
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c oll e ct e d fr o m pri or p eri o d/ c o h ort(s), b ut t h e t ot al n u m b er of s a m pl es c oll e ct e d p er 
s u bj e ct s h o ul d n ot e x c e e d t h e pl a n n e d n u m b er.

C oll e cti o n of Uri n e f or P h ar m a c o ki n eti c S a m pli n g

S eri al uri n e s a m pl es f or d et er mi n ati o n of T A K- 0 4 1 i n P art 1 will b e c oll e ct e d 
a c c or di n g t o A p p e n di x  A.

S eri al uri n e s a m pl es f or d et er mi n ati o n of T A K- 0 4 1 i n P art 2 will b e c oll e ct e d 
a c c or di n g t o  A p p e n di x  B.

I n P art 2 a n d P a rt 4 o nl y, 1 0 m L ali q u ots s h o ul d b e t a k e n fr o m t h e uri n e 
c oll e cti o ns o n D a ys  1 a n d 2 2 ( pr e d os e a n d 1 2 t o 2 4 h o urs p ost d os e) f or 
m e as ur e m e nt of 6 β - h y dr o x y c ortis ol/ c ortis ol r ati o t o ass ess C Y P 3 A 4 i n d u cti o n.

W h e n E arl y T er mi n ati o n o c c urs o n a n o n- P K bl o o d c oll e cti o n d a y, P K bl o o d a n d 
uri n e s a m pl es s h o ul d b e c oll e ct e d.

Uri n e s a m pl es f or s u bj e cts r a n d o mi z e d t o pl a c e b o will n ot b e a n al y z e d.

Uri n e v ol u m e will b e r e c or d e d wit hi n 2 h o urs of t h e e n d of t h e c oll e cti o n p eri o d. 
I nstr u cti o ns f or s a m pl e pr o c essi n g a n d s hi p m e nt will b e pr o vi d e d t o t h e sit e i n t h e 
L a b or at or y M a n u al.

R ati o n al e f o r C h a n g e: t o a d d P K c oll e cti o n a n d p ar a m et ers f or t h e f o o d eff e ct a n d 
bi o a v ail a blit y c o m p aris o n i n h e alt h y s u bj e cts f or P art 3 as w ell as pr o vi d e P K pr ofil e f or 
T A K- 0 4 1 i n t h e st a bl e s c hi z o p hr e ni c s u bj e cts i n P art 4

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  9. 1. 2 0 P h arm a c o ki n eti c P ar a m et ers

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x C S c h e d ul e of St u d y Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n –  R el ati v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit

C h a n g e  1 4: R e vis e d t h e st u d y- s p e cifi c d os e es c al ati o n a n d st o p pi n g r ul e f or P art 1 a n d P art 2.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  6. 3. 2 St u d y- S p e cifi c D os e Es c al ati o n a n d Sto p pi n g R ul es.

A m e n d e d or 
n e w 
w or di n g:

S p e cifi c D os e Es c al ati o n a n d St o p pi n g R ul es

1.  D os e es c al ati o n b et w e e n c o h orts a n d wit hi n a c o h ort will b e d e ci d e d aft er 
eit h er a f ull- bli n d e d ( P art 1, C o h orts 1 a n d 2) or a s p o ns or p arti al u n bli n d e d 
( P art 1, C o h orts 3 t o 5, a n d P art 2,  C o h ort 1 o n w ar ds, w h er e c ert ai n s p o ns or 
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st aff n ot dir e ct l y i n v ol v e d with t h e t r e at m e nt or e v al u at i on m a y b e u n bli n d e d t o 
t he tr e at m e nt or i nt er v e nt i on) r e vi e w of at l e ast 2 1 d a ys of s af et y,  t oler a bilit y,  
a n d a v ail a bl e P K d at a fr o m t h e pr e vi o us d os e. T h e s el e ct i on o f e a c h s u bs e q u e nt 
d os e will b e m a d e j o i ntl y a n d a gr e e d u p o n b y t h e s p o ns or a n d t h e pri n ci p al 
i n v esti g at or/ d esi g n e e a n d aft er c ar ef ul e v al u ati on of all a v ail a b l e d at a fr o m 
pr e vi o us d os es.

2. D os e es c al at i on will b e st o p p e d at a d os e l e v el (i e, o n e es c al at i on st e p) b el o w 
t he d os e t h at is pr e di ct e d t o gi v e a T A K- 0 4 1 A U C 2 4 or C a v,ss C m a x t hat e x c e e ds 
t he m e a n A U C 2 4, s s or C a vC m a x ,ss ( P art 1) or C m a x a n d A U C 2 4 C a v,ss t h at 
e x c e e ds C a v,ss ( P art 2) at t h e N O A E L d os e of 3 0 m g/ k g/ d a y in t h e m al e a n d 
f e m al e d o gs fr om t he 1 3 w e e k t o xi c o l og y  st u d y.

3. E s c al at i on will st o p o n c e t h e m a xi m u m t ol er at e d d os e h as b e e n r e a c h e d or 
pr e vi o usl y d efi n e d t o xi c o ki n et i c e x p os ur e li mits ar e m et.

4. D os e es c al at i on m a y n ot pr o c e e d if a n y o f t he f o ll owi n g o c c ur at t h e pr e vi o us 
d os e c o h ort, alt h o u g h d osi n g m a y b e r es u m e d at a l o w er d os e i n t h e s u bs e q u e nt  
c o h ort:

a) Si g nifi c a nt st u d y  dr u g-r elat e d a d v ers e e v e nts of s e v er e i nt e nsit y i n 
≥ 3 s u bj e cts.

b) O n e or m o r e s u bj e cts e x p eri e n c e cli ni c all y si g nifi c a nt E C G 
a b n or m ali ties or eff e cts o n vit al si g ns i n di c at i n g d os e-li miti n g 
i ntol er a n c e.

c) O n e o r f m o r e s u bj e cts e x p eri e n c e cli ni c all y si g nifi c a nt c h a n g es i n 
n e ur o l ogi c al  ass ess m e nts i n di c ati n g d os e-li miti n g i nt oler a n c e.

d) O n e or m or e s u bj e cts i n a c o h ort e x p eri e n c es a st u d y  dr u g-r elat e d 
s erio us a d v ers e e v e nt ( S A E).

e) O n e or m or e s u bj e cts h as a b n or m al li v er f u n ct i on t ests as d es cri b e d i n 
S e cti o n  6. 3. 1 t hat c a n b e c o nsi d er e d r el at e d t o st u d y dr u g.

f) S u bj e ct e x p eri e n c es a n y of t h e T a k e d a M e di c al Si g nifi c a nt E v e nts 
(T a bl e 1 0 . a) t h at c a n b e c o nsi d er e d r el at e d t o st u d y dr u g.

5. Wit hi n e a c h d os e l e v el, if at l e ast 1 s u bj e ct d e v el o ps a d os e -li miti n g t o xici t y 
( D L T) list e d i n T a bl e 6.j w hi c h is c o nfir m e d b y  r e p e at t est if a p pli c a bl e, n o 
f urt h er d osi n g will o c c ur i n t h at s u bj e ct if t h e s u bj e ct h as r e c ei v e d T A K- 0 4 1.

D efi niti o n of D L Ts

T o xi cit y D efi niti o n

L e u k o p e ni a T ot al l e u k o c yt e c o u nt < 2 5 0 0 c ells/ m m 3 ( 2. 5 x 1 09 / L)

N e utr o p e ni a A bs ol ut e n e utr o p hil c o u nt < 1 5 0 0/ m m 3 ( 1. 5 x 1 09 / L)

T hr o m b o c yt o p e ni a Pl at el et c o u nt < 1 0 0 x 1 0 9 / L
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L y m p h o p e ni a L y m p h o c y t e c o u nt < 1 0 0 0 c ells/ m m3 ( 1 x 1 09 / L)

A n e mi a R e d bl o o d c ell c o u nt < 3. 5 x 1 0 1 2 / L ( m e n) or < 3. 0 x 1 01 2 / L ( w o m e n)

L o w H e m o gl o bi n H e m o gl o bi n < 1 1 g/ d L ( m e n) or < 1 0. 5 g/ d L ( w o m e n)

S e v er e I nf e cti o n S eri o us i nf e cti o n r e q uiri n g h os pit ali z ati o n, i ntr a v e n o us a nti bi oti cs, 
s yst e mi c a ntif u n g al or a nti vir al i nt er v e nti o n

Q T c Q T c > 5 0 0 ms e c

6. Aft er r e vi e w of t h e s af et y d at a a n d dis c ussi o n/ a gr e e m e nt b et w e e n t he 
i n v esti g at or a n d T a k e d a, t h e s a m e d os e m a y b e gi v e n a g ai n or a l o w er d os e 
m a y b e gi v e n i n s u bs e q u e nt p eri o ds/ c o h ort t o i n cr e as e d at a wit hi n t h e d os e 
r a n g e.

7. T h e d os e i n cr e m e nts a n d pl a n n e d d os es m a y b e c h a n g e d as t h e st u d y  
pr o gr ess es d e p e n d e nt u p o n e m er gi n g P K, s af et y , a n d t oler a bili t y d at a. A n y 
d e cisi o n t o al t er t h e pla n n e d d os e s c h e m e a n d t h e d e cisi o n o n w hi c h d os es t o 
us e will b e m a d e j o i ntl y a n d a gr e e d u p o n b y t h e i n v esti g at or a n d T a k e d a aft er 
c ar ef ul e v al u ati o n o f all a v ail a bl e d at a.

8. S h o ul d si g nifi c a nt a d v ers e e v e nts o c c ur, a n y  d e cisi o n t o r es u m e d osi n g at t h e 
c urr e nt d os e l e v el or t o es c al at e t h e d os e will b e m a d e j o i ntl y b y t h e 
i n v esti g at or a n d T a k e d a aft er c ar ef ul e v al u ati on o f all av ail a bl e d at a a n d will b e 
c o m m u ni c at e d t o t h e I nst itut i on al R e vi e w B o ar d (I R B).

R ati o n al e f o r C h a n g e: U p d at e d d os e es c al at i on st o p pi n g r ul e u p d at e d t o i n c or p or at e st e a d y  
st at e C m a x a n d st e a d y st at e C a v

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  6. 1. 4 ( D os e Es c al ati on)

C h a n g e  1 5 : A d d e d e x cl usi o n cri t eria f or r e c e nt m aj or s ur g er y or d o n atio n or l o s s of bl o o d.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 7. 2 E x cl usi o n Cri t eria

A m e n d e d or 
n e w
w or di n g:

H a d m aj o r s u r g e r y, o r d o n at e d o r l ost 1 u nit of bl o o d ( a p p r o xi m at el y 5 0 0 
m L) wit hi n 4 w e e ks p ri o r t o S c r e e ni n g.

R ati o n al e f o r C h a n g e: N o w e x cl u d e s u bj e cts t h at ar e r e c o v eri n g fr o m r e c e nt m aj or s ur g er y , 
d o n at e d bl o o d or e x p eri e n c e d bl o o d l oss, as a n a d dit i on al s af et y m e as ur e d uri n g s cr e e ni n g
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C h a n g e  1 6 : R e vis e d e x cl usi o n f or cli ni c all y si g nifi ca nt hi st or y  or h e a d i nj ur y or tr a u ma t o 
i n cl u d e l oss of c o ns ci o us n ess f or gr e at er t h a n 1 5 mi n ut es.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 7. 2 E x cl usi o n Cri t eria

I nitial  
w or di n g:

T h e s u bj e ct h as a cli ni c all y si g nifi c a nt hist or y  of  h e a d i nj ur y or tr a u ma.

A m e n d e d or 
n e w 
w or di n g:

T h e s u bj e ct h as a cli ni c all y si g nifi c a nt hist or y of h e a d i nj ur y or tr a u m a ass o ci at e d 
wit h l oss of c o ns ci o us n ess f o r > 1 5 mi n ut es.

R ati o n al e f o r C h a n g e: A d d e d d et ail t o s e v erit y of t h e h e a d i nj ur y  or tr a u ma i n a p pl yi n g 
e x cl usi o n

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S E C TI O N  2. 0 S T U D Y S U M M A R Y

C h a n g e  1 7 : U p d at e d e x cl usi o n l a n g u a g e o n ris k of s ui ci d e c o nsi d er e d b y t h e i n v esti g at or, 
i n cl u di n g s p e cifi c C-S S R S r e s ul t s.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  7. 2. 1 H e al t h y s u bj e ct s

I nitial  
w or di n g:

T h e s u bj e ct h as a ris k of s ui ci d e a c c or di n g t o t h e i n v esti g at or’s or 
s u b-i n v esti g at or’s cli ni c al j u d g m e nt ( e g, p er C-S S R S) or h as m a d e a s ui ci d e 
att e m pt i n t h e pr e vi o us 6 m o nt hs fr o m S cr e e ni n g.

A m e n d e d or 
n e w 
w or di n g:

T h e s u bj e ct h as a is c o nsi d e r e d b y t h e i n v esti g at o r t o b e at i m mi n e nt ris k of 
s ui cid e a c c or di n g t o t h e i n v est i g at or’s or s u b-i n v esti g at or’s cli ni c al j u d g m e nt ( e g, 
p er C -S S R S i nj u r y t o s elf, ot h e rs, or h as m a d e a s ui ci d e att e m pt i n p r o p e rt y, o r 
s u bj e cts w h o wit hi n t he pr e vi o us si x m o nt hs fr om p ast y e a r p ri o r t o S cr e e ni n g 
h a v e att e m pt e d s ui ci d e. S u bj e cts w h o h a v e p ositi v e a ns w e rs o n it e m 4 o r 5 o n 
t h e C-S S R S ( b as e d o n t h e p ast y e a r) p ri o r t o r a n d o mi z ati o n a r e e x cl u d e d.

R ati o n al e f o r C h a n g e: t o d et ail s p e cifi c a ns w ers o n t h e C-S S R S pri or t o r a n d o mi z at i on as 
e x cl usi o n cri t eri a a n d t o pr o vi d e ti mi n g of  ass ess m e nts f or P art 3 a n d 4.

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al VisitPr
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C h a n g e  1 8 : A d d e d u ns uit a bl e f or i n cl usi o n i n t h e o pi ni on of t h e i n v est i g at or or s p o ns or as a n 
e x cl usi o n cri t erio n.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  7. 2. 1 H e al t h y s u bj e ct s

A m e n d e d or 
n e w 
w or di n g:

E x cl usi o n cri t eria 2 4: T h e s u bj e ct is u ns uit a bl e f o r i n cl usi o n i n t h e t ri al i n t h e 
o pi ni o n of t h e i n v esti g at o r o r s p o ns o r .

R ati o n al e f o r C h a n g e: t o e ns ur e i n t h e o pi ni o n of t h e i n v esti g at or t h at t h e s u bj e cts ar e n ot 
e x p os e d t o a n u n a c c e pt a bl e l e v el of ris k, or if t h e s u bj e ct m a y n ot b e a bl e t o f o ll ow or c o m pl et e 
t he st u d y pr o c e d ur e s

C h a n g e  1 9 : D et ail e d s p e cifi c n e ur o l ogi c al e x a mi n ati o ns, a n d c o m bi n e d a s p art of p h ysi c al 
e x a mi n at i on, wi t h r e q uir e d ass ess m e nt as n ot cli ni c all y si g nifi c a nt ( N C S) or cli ni c all y 
sig nifi c a nt ( C S).

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  9. 1. 3 P h ysi c al E x a mi n at i on Pr o c e d ur e a n d N e ur ol o gi c al 
E x a mi n at i on

I nitial  
w or di n g:

A p h ysi c al e x a mi n at i on will c o nsist of t h e f o ll owi n g b o d y  s y st e m s: ( 1) e yes; ( 2) 
e ars, n os e, t hr o at; ( 3) c ar di o v as c ul ar s yst e m; ( 4) r es pir at or y s yst e m; ( 5) 
g astr oi nt esti n al s yst e m; ( 6) d er m at ol o gi c s yst e m; ( 7) e xtr e mit i es; ( 8) 
m us c ul os k el et al s yst e m; ( 9) n er v o us s yst e m; ( 1 0) l y m p h n o d es; a n d ( 1 1) ot h er.
N e ur ol o gi c al  ass ess m e nts will b e i n cl u d e d i n t h e 1 1 s yst e m ass ess m e nts of  t h e 
p h ysi c al e x a mi n at i on a n d will m ai nl y c o nsist of t ests of s e ns or y  a n d mot or 
f u n cti ons ( e g, r efl e x es, c o or di n at i on, a n d g ait). T h e B o n d -L a d er vis u al a n al o g u e 
s c al e ( V A S) ( S e cti o n  9. 1. 1 3 ) a n d t h e C- S S R S ( S e cti o n 9. 1. 1 4 ) will als o b e 
a d mi nist er e d.

A n y a b n or m al fi n di n g o n a pr etr e at m e nt p h ysi c al  e x a mi n ati on ass ess m e nt m ust b e 
ass ess e d as N ot Cli ni c all y  Si g nifi c a nt ( N C S) or Cli ni c all y Si g nifi c a nt ( C S) b y t h e 
i n v esti g at or a n d r e c or d e d i n t h e s o ur c e d o c u m e nt a n d e C R F. All C S 
fi n di n gs/ c h a n g es will b e r e c or d e d as a P T E or c o n c urr e nt m e di c al c o n dit i on i n t h e 
s o ur c e d o c u m e nt a n d o n t h e a p pr o pri at e e C R F d es cri b e d i n S e ct i on  1 0. 0 or S e cti o n 
9. 1. 8 .

O n s u bs e q u e nt e x a mi n at i ons, a n y  a b n or mal c h a n g e fr o m  t h e pr etr e at me nt p h y si c al 
e x a mi n at i on ass ess m e nt o c c urri n g i m m e di at el y pri or t o t h e st art of t h e 
i n v esti g ati on al dr u g ( D a y -1) m ust b e ass ess e d as N C S or C S b y t h e i n v est i g at or a n d 
r e c or d e d i n t h e s o ur c e d o c u m e nt a n d e C R F. A n y C S c h a n g e or n e w di a g n osis as a 
r e s ult of a C S c h a n g e, as d et er mi n e d b y t h e i n v esti g at or, will b e r e c or d e d as a n A E 
i n s o ur c e d o c u m e nt ati o n a n d o n t h e P T E/ A E e C R F d es cri b e d i n S e ct i on 1 0. 0 .

A m e n d e d 
or n e w 

P h ysi c al E x a mi n at i on Pr o c e d ur e a n d N e u r ol o gi c al E x a mi n ati o n

A p h ysi c al e x a mi n at i on will c o nsist of t h e f o ll owi n g b o d y  s y st e m s: ( 1) e yes; ( 2) 
Pr

o p
ert

y 
of 

T a
k e

d a
: 

F o
r 
n o

n-
c o

m
m e

r c
i a
l 
u s

e 
o n
l y
 a

n d
 s

u b
j e

ct 
t o
 t
h e
 a

p p
li
c a

bl
e 

T e
r
m s
 o
f 

U s
e



T A K- 0 4 1
St u d y N o. T A K- 0 4 1- 1 0 0 1 P a g e 1 7 4 of 1 8 9
P r ot o c ol I n c o r p o r ati n g A m e n d m e nt N o. 0 5 0 3 J ul y 2 0 1 8

w or di n g: e ars, n os e, t hr o at; ( 3) c ar di o v as c ul ar s yst e m; ( 4) r es pir at or y s yst e m; ( 5) 
g astr oi nt esti n al s yst e m; ( 6) d er m at ol o gi c s yst e m; ( 7) e xtr e miti es; ( 8) 
m us c ul os k el et al s yst e m; ( 9) n er v o us s yst e m; ( 1 0) l y m p h n o d es; a n d ( 1 1) ot h er.

N e ur ol o gi c al As p a rt of t h e p h ysi c al e x a mi n ati o n, n e u r ol o gi c al ass ess m e nts will 
b e i n cl u d e d i n t h e 1 1 s yst e m as ess m e nts of t h e p h ysi c al e x a mi n ati o n o n t h e 
N e u r ol o gi c al E x a m e C R F a n d  will m ai nl y c o nsist of t ests of s e ns or y a n d m ot or 
f u n cti o ns ( e g, r efl e x es, c o or di n ati o n, a n d g ait).i n cl u d e ( 1) B asi c M e nt al St at us; 
( 2) C r a ni al n e r v es II- XII; ( 3) M ot o r e x a mi n ati o n; ( 4) D e e p T e n d o n R efl e x es; 
( 5) S e ns o r y e x a mi n ati o n; ( 6) C e r e b ell a r f u n cti o n. T h e B o n d- L a d er vis u al 
a n al o g u e s c al e ( V A S) ( S e cti o n  9. 1. 1 3) a n d t h e C- S S R S ( S e cti o n 9. 1. 1 4) will als o b e 
a d mi nist er e d.

A n y a b n or m al fi n di n g o n a pr etr e at m e nt p h ysi c al e x a mi n ati o n ass ess m e nt 
(i n cl u di n g n e u r ol o gi c al) m u st b e ass ess e d as N ot Cli ni c all y Si g nifi c a nt ( N C S) or 
Cli ni c all y Si g nifi c a nt ( C S) b y t h e i n v esti g at or a n d r e c or d e d i n t h e s o ur c e d o c u m e nt 
a n d e C R F. All C S fi n di n gs/ c h a n g es will b e r e c or d e d as a P T E or c o n c urr e nt m e di c al 
c o n diti o n i n t h e s o ur c e d o c u m e nt a n d o n t h e a p pr o pri at e e C R F d es cri b e d i n S e cti o n 
1 0. 0 or S e cti o n  9. 1. 8.

O n s u bs e q u e nt e x a mi n ati o ns, a n y a b n or m al  c h a n g e fr o m t h e pr etr e at m e nt p h ysi c al 
e x a mi n ati o n (i n cl u di n g n e ur ol o gi c al) ass ess m e nt o c c urri n g i m m e di at el y pri or t o t h e 
st art of t h e i n v esti g ati o n al dr u g ( D a y - 1) m ust b e ass ess e d as N C S or C S b y t h e 
i n v esti g at or a n d r e c or d e d i n t h e s o ur c e d o c u m e nt a n d e C R F. A n y C S c h a n g e or n e w 
di a g n osis as a r es ult of a C S c h a n g e, as d et er mi n e d b y t h e i n v esti g at or, will b e 
r e c or d e d as a n A E i n s o ur c e d o c u m e nt ati o n a n d o n t h e P T E/ A E e C R F d es cri b e d i n 
S e cti o n 1 0. 0.

R ati o n al e f o r C h a n g e: T o pr o vi d e cli ni c al ass ess m e nt of si g nifi c a n c e of t h e n e ur ol o gi c al 
e x a mi n ati o ns

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  1 3. 1. 5 S af et y A n al ysis

C h a n g e  2 0: U p d at e d w e ar a bl e d e vi c e ti mi n g of pl a c e m e nt a n d r e m o v al f or P art 2 a n d a d d e d t o 
P art 4.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  9. 1. 6  W e ar a bl e D e vi c e Pr o c e d ur e.
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R ati o n al e f o r C h a n g e: T o u p d at e t h e ti mi n g of t h e pl a c e m e nt a n d r e m o v al of t h e w e ar a bl e 
d e vi c es.

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  4. 2  R ati o n al e f or t h e Pr o p os e d St u d y

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x B: S c h e d ul e of St u d y Pr o c e d ur es P art 2 C o h orts 1 t o 4 ( h e alt h y s u bj e cts o nl y)

! A p p e n di x C S c h e d ul e of St u d y Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n –  R el ati v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al VisitPr
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C h a n g e  2 1 : A d d e d l a b or at or y s a m pl e c oll e cti o ns a n d bl o o d s a m pli n g v o l um es f or P art 3 a n d 4

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  9. 5 Bl o o d V ol u m e

A m e n d e d or 
n e w 
w or di n g:

A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 3

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d f o r a s u bj e ct i n P a rt 3 i n a n y si n gl e 
d a y is a p p r o xi m at el y 5 5 m L. T h e t ot al v ol u m e of bl o o d f o r e a c h s u bj e ct i n 
P a rt 3 is a p p r o xi m at el y 1 5 9 m L. Di r e ct v e ni p u n ct u r e o r i n d w elli n g c at h et e r 
m a y b e us e d f o r bl o o d c oll e cti o n.

A p p r o xi m at e Bl o o d V ol u m e f o r P a rt 4

T h e m a xi m u m v ol u m e of bl o o d c oll e ct e d o n a n y si n gl e d a y is a p p r o xi m at el y 
1 0 8 m L. T h e t ot al v ol u m e of bl o o d t o b e c oll e ct e d f r o m e a c h s u bj e ct i n P a rt 4 
is a p p r o xi m at el y 4 5 5 m L, a n d will b e t a k e n o v e r a p e ri o d of 2. 5 m o nt h s. 
Di r e ct v e ni p u n ct u r e o r i n d w elli n g c at h et e r m a y b e us e d f o r bl o o d c oll e cti o n.

R ati o n al e f o r C h a n g e: t o i n cl u d e P art 3 a n d 4 i n cli ni c al l a b or at or y a n d P K blo o d s a m pli n g 
pr o c e d ur es, a n d u p d at e bl o o d s a m pli n g i n P art 1 a n d 2.

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  9. 1. 9 Pr o c e d ur es f or Cli ni c al L a b or at or y S a m pl es

 S e cti o n  9. 1. 1 9 P h ar m a c o ki n et i c S a m pl e C oll e cti on

 S e cti o n 2. 0 S T U D Y S U M M A R Y

 A p p e n di x A S c h e d ul e o f St u d y  Pr o c e d ur es P art 1

 A p p e n di x B : S c h e d ul e of St u d y  Pr o c e d ur es P art 2 C o h orts 1 t o 4 ( h e alt h y s u bj e cts o nl y)

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al Visit

C h a n g e  2 2 : A d d e d c o ntr a c e pti o n, a v oi d a n c e pr o c e d ur es a n d pr e g n a n c y st at e m e nts t o P art 3 a n d 
4.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 9. 1. 1 0 C o ntr a c e pti o n a n d Pr e g n a n c y A v o i d a n c e 
Pr o c e d ur e

A m e n d e d 
or n e w 
w or di n g:

I n a d diti on t o a n e g ati v e s er u m h C G pr e g n a n c y t est at S cr e e ni n g, f e m al e s u bj e cts 
als o m ust h a v e a n e g at i v e s er u m h C G pr e g n a n c y t est o n D a y - 1 a n d St u d y E xit/ E arl y 
T er mi n at i on ( P arts 1 a n d 2).f o r all st u d y p a rts.

R ati o n al e f o r C h a n g e: U p d at e pr o c e d ur es a n d st at e m e nts t o i n cl u d e P art 3 a n d 4 s u bj e cts .
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T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

 A p p e n di x D S c h e d ul e o f St u d y  Pr o c e d ur es P art 4 S cr e e ni n g T hr o u g h D a y  2 4/ E T

 A p p e n di x E S c h e d ul e of St u d y  Pr o c e d ur es P art 4: F oll o w-U p a n d Fi n al Visit

C h a n g e  2 3 : A d d e d E C G ass ess m e nts t o P art 3 a n d 4 a n d r e m o v e d tri pli c at e p ar a m et er 
ass ess m e nts fr o m H o lter E C G i n p art 2.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n  9. 1. 1 2 E C G Pr o c e d ur e

A m e n d e d or 
n e w 
w or di n g:

A st a n d ar d 1 2 -l ea d E C G will b e r e c or d e d. T h e i n v esti g at or ( or a q u alifi e d o bs er v er 
at t h e i n v esti g ati o n al sit e) will i nt er pr et t h e E C G usi n g o n e of t h e f o ll owi n g 
c at e g ori e s: wi t hi n n or mal  li mit s, a b n or mal b ut n ot cli ni c all y si g nifi c a nt, or 
a b n or m al  a n d cli ni c all y si g nifi c a nt. T h e f o ll owi n g p ar a m et er s will  be r e c or d e d o n 
t he e C R F fr o m t he s u bj e ct’s E C G tr a c e: h e art r at e, P R i nt er v al, Q T i nt er v al, Q R S 
i nter v al , a n d Q T c, a n d Q T c F.

All st atio n ar y  1 2-l e a d E C G m a c hi n es will b e s u p pli e d b y t h e sit e. S u bj e cts s h o ul d 
b e i n a s u pi n e p ositi on f oll owi n g a n a p pr o xi m at e 1 0 -mi n ut e r est p eri o d f or E C G 
r e c or di n gs. S h o ul d t e c h ni c al diffi c ulti es o c c ur d uri n g r e c or di n g of t h e E C G, a 
r e as o na bl e att e m pt s h o ul d b e m a d e t o r e p e at t h e E C G s h ortl y  aft er t h e f ail e d 
att e m pt.

E C G r e s ul ts (i n cl u di n g el e ctr o ni c tr a ci n g) will b e c a pt ur e d el e ctr o ni c all y a n d 
r e vi e w e d i n t h e sit e’s el e ctr o ni c s o ur c e d at a s yst e m, Cli n B as e, a n d n ot pri nt e d. 
E C Gs c a n b e pri n t e d if n e e d e d.

E C Gs will b e a d mi nist er e d a c c or di n g t o t h e s c h e d ul es s h o w n i n T a bl e 9. b b el o w, 
a n d i n A p p e n di x A ( P art 1) a n d A p p e n di x B ( P art 2).i n all st u d y p a rts as s h o w n 
i n A p p e n di x A, B, C a n d D/ E. Si n gl e E C Gs will b e t a k e n at all t i m e p oi nts.

C o nti n u o us 1 2 -l e a d H olt er E C G m o nit ori n g will als o b e c o n d u ct e d i n P art 2 o nl y 
fr om D a y  -1 u ntil 2 4 h o urs p ost d os e o n D a y  1. Tri pli c at e 1 2-l ea d E C Gs will b e 
e xtr a ct e d fr o m t h e H -1 2 fl as h c ar d a p pr o xi m at el y 1 mi n ut e a p art fr o m o n e a n ot h er 
(f or e a c h ti m e p oi nt, tri pli c at e E C Gs wit h 1 0 s e c. e xtr a cti o n) at t h e f oll owi n g ti m e 
p oi nts: D a y  -1 ( 2 3, 2 2, 2 0, 1 6, 1 2 h o ur b ef or e d osi n g), a n d D a y 1 i m m e di at el y 
b ef or e d o si n g [ 0 hr, wi t hi n 4 5 mi n of d osi n g], a n d at 1, 2, 4, 8, 1 2, a n d 2 4 h o urs 
p ost d os e. A wi n d o w of ± 1 0 mi n ut es ar o u n d e a c h s c h e d ul e d t i m e p oi nt c a n b e 
utili z e d i n or d er f or t h e c e ntr al r e a d er t o o bt ai n t h e n e c ess ar y E C Gs. H ol t er 
r e c or di n gs will b e als o st or e d b y T a k e d a, us e d f or a d dit i on al a n al ys es, a n d m a y b e 
s e nt t o a c e ntr al E C G a n al ysis l a b or at or y for r etr o s p e cti v e e x p ert r e vi e w a n d 
esti m at i on of E C G i nt er v als at a n a p pr o pri at e ti m e f or t h e T A K -0 4 1 pr o gr a m  
d uri n g or aft er c o m pl et i on of t h e pr es e nt st u d y
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E C G M o nit ori n g ( P art 2, H e alt h y S u bj e ct C o h orts)

T o e ns ur e hi g h -q u alit y d at a r e c or di n g, pri or t o el e ctr o d e pl a c e m e nt, t he a n at o mi c al 
sit e s must b e pr e p ar e d t o all o w f or pr o p er s ki n/ el e ctr o d e i nt erf a c e. A n y h air o n t h e 
el e ctr o d e si t e s must b e s h a v e n. A n y oils, l oti o ns, or d e a d s ki n s h o ul d b e r e m o v e d 
fr om t he el e ctr o d e sit es usi n g a n a br asi v e al c o h o l pr e p p a d d esi g n e d f or t his 
p ur p os e. A n i n d eli bl e s ki n m ar k er m ust b e us e d t o m ar k t h e e x a ct el e ctr o d e 
pl a c e m e nt sit e s o t h at t h e el e ctr o d e p osit i ons will r e m ai n c o nst a nt t hr o u g h o ut e a c h 
tr e at me nt p eri o d. T h e el e ctr o d e s s h o ul d al w a ys b e att a c h e d t o t h e H olt er 
c o n n e cti n g c a bl e pri or t o s ki n pl a c e m e nt.

All H o lter r e c or di n gs will b e o bt ai n e d o n 1 0 0 0 s ps fl as h c ar ds usi n g a 1 2 -l ea d 
H ol t er r e c or d er. T h e fl as h c ar ds will b e c o uri er e d t o t h e c e ntr al c ar di a c c or e 
l a b or ator y . Alt er n ati v el y, H olt er r e c or di n gs will b e di git all y tr a ns mitt e d t o t h e 
c e ntr al  c ar di a c c or e la b or at or y , a s a p pr o priat e.

E a c h 1 2 -l ea d H olt er E C G a c q uisit i on w i n d o w will b e a p pr o xi m at el y 1 0 mi n ut es i n 
d ur ati o n, fr o m w hi c h c ar di a c d at a a n al ysis l a b or at or y will e xtr a ct 1 0 -s e c o n d E C Gs 
i n tripli c at e. T his wi n d o w will b e pr e c e d e d b y  1 0 mi n ut e s of q uiet s u pi n e r est.

Tri pli c at e p ar a m et er esti m at es will b e d eri v e d fr o m t h e E C G tr a c es at e a c h 
n o mi n al t i m e p oi nt, i n cl u di n g h e art r at e, R R i nt er v al, P R i nt er v al, Q T i nt er v al, 
Q R S i nt er v al, Q T c F, Q T i nt er v al wit h B a z ett c orr e cti o n ( Q T c B), a n d T a n d U 
w a v e m or p h o l og y , as a p pr opri at e. Ot h er ti m e p oi nts m a y  als o b e r etr os p e cti v el y 
ass ess e d if cli ni c al o bs er v at i ons or fi n di n gs r e q uir e f urt h er i n v esti g at i on.

S u bj e cts will b e s u p er vis e d w hil e r e m ai ni n g at r est, q ui et, a w a k e, a n d i n a s u pi n e 
p o si tio n f r o m at le ast 1 0 mi n ut es pri or t o t he b e gi n ni n g of e a c h E C G e xtr a cti o n 
ti m e p oi nt a n d will r e m ai n q ui et, a w a k e, m oti o nl ess, a n d s u pi n e f or at l e ast 1 0 
mi n ut es aft er t h e b e gi n ni n g o f e a c h E C G e xtr a cti o n ti m e p o i nt.

E C Gs d eri v e d fr o m H o lter m o nit ori n g ar e n ot i nt e n d e d t o b e a n al y z e d f or r e a l-tim e 
s af et y m o nit ori n g b ut m a y  b e us e d f or f ut ur e r etr os p e cti v e E C G a n al ys es, u nl ess 
a n e arli er a n al ysis is w arr a nt e d b y  e m er gi n g s af ety i nf or m at i on.

R ati o n al e f o r C h a n g e: t o i n cl u d e P art 3 a n d 4 i n E C G ass ess m e nts a n d t o u p d at e P art 2 H olt er 
E C G ass ess m e nt ( P art 2 ( H e alt h y S u bj e cts)

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n 9. 1. 1 2. 1 H ol t er E C G M o nit ori n g ( P art 2, H e alt h y S u bj e ct Co h orts)

 S e cti o n  2. 0 S T U D Y S U M M A R Y

 A p p e n di x B : S c h e d ul e of St u d y  Pr o c e d ur es P art 2 C o h orts 1 t o 4 ( h e alt h y s u bj e cts o nl y)

 A p p e n di x C S c h e d ul e of St u d y  Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n – R el at i v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)Pr
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! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit

C h a n g e  2 4: A d d e d o pti o n al e x pl or at or y bi o m ar k er s a m pl e c oll e cti o n t o P art 4.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  9. 1. 2 2  E x pl or at or y Bi o m ar k er S a m pl e C oll e cti o n

A m e n d e d or 
n e w 
w or di n g:

E x pl o r at o r y Bi o m a r k e r S a m pl e C oll e cti o n

R ati o n al e f o r C h a n g e: t h e bi o m ar k er- b as e d d e e p c h ar a ct eri z ati o n is e x pl or at or y r es e ar c h a n d 
will h el p i n t h e d esi g n of f ut ur e st u di es

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  4. 2  R ati o n al e f or t h e Pr o p os e d St u d y

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! S e cti o n  6. 1. 2 P art 2 M ulti pl e- Ri si n g D os e: H e alt h y S u bj e cts

! S e cti o n  6. 1. 4 P art 4: Si n gle D os e: S u bj e cts wit h S c hi z o p hr e ni a

! S e cti o n  9. 5  Bl o o d V ol u m e

! A p p e n di x D S c h e d ul e of St u d y Pr o c e d ur es P art 4 S cr e e ni n g  T hr o u g h D a y 2 4/ E T

! A p p e n di x E S c h e d ul e of St u d y Pr o c e d ur es P art 4: F oll o w- U p a n d Fi n al Visit
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C h a n g e  2 5 : U p d at e d t h e n o n cli ni c al i nf or m at i on o n T A K - 0 4 1

T h e p rim ar y  c h a n g e o c c urs i n S e cti o n 4. 1 .

A m e n d e d or 
n e w 
w or di n g:

B e h a vi or al r es p o ns es w er e e x a mi n e d i n 2 diff er e nt m o us e m o d els e x hi biti n g s o ci a l 
i nte r a cti on d efi cits: t h e B al b/ c m o d el a n d t h e 
p ol yi n osi ni c: ol y c yt i d yli cp ol y c yti d yli c a ci d ( p ol y [I: C]) m o d el. I n b ot h m o d els, 0. 1 
m g/ k g T A K -0 4 1, d o s e d ei t her a c ut el y or s u b c hr o ni c all y ( 1 5 d a y s of tr e at me nt), 
mit i g at e d t h e s o ci al d efi cits t h at w er e eit h er n at ur all y o c c urri n g ( B al b/ c) or 
p h ar m a c o l ogi c all y e v o k e d b y  t h e i nfl a m m at or y sti m ul us ( p ol y [I/ C]). M or e o v er, 
h al o p eri d o l, a d op a mi n e D 2 r e c e pt or a nt a g o nist, di d n ot pr o vi d e t h er a p e uti c b e n efit  
as a st a n d -al o n e tr e at m e nt i n t h e p ol y (I: C) m o d el a n d di d n ot a br o g at e t h e effi c a c y 
a s s o ci at e d wi t h T A K-0 4 1. F urt h er m or e, t h e c o g niti v e d efi cit s ass o ci at e d wit h 
s u b c hr o ni c p h e n c y cli di n e ( P C P) tr e at m e nt i n a r at s et s hift i n g t as k w er e 
sig nifi c a nt l y att e n u at e d b y i n cr e asi n g d os es of T A K-0 4 1 f r o m 0. 3 t o 3 m g/ k g with 
4 h o ur s of pr etr e at m e nt. T his r es ult c o m p ar e d f a v or a bl y t o ris p eri d o n e, a s e c o n d 
g e n er at i on a nti ps y c h oti c tr e at m e nt. A c c or di n gl y, t h e a v ail a bl e e x p eri m e nt al 
e vi d e n c e s u p p orts t h e us e of T A K -0 4 1, a G P R 1 3 9 a g o nist, as a p ot e nti al tr e at m e nt 
f or t h e n e g ati v e s y m pt o ms (i n cl u di n g a m oti v at i on,  a n h e d o ni a, a n d as o ci ality) a n d 
c o g ni tiv e i m p air m e nt ass o ci at e d wit h s c hi z o p hr e ni a, a d e bilit ati n g dis or d er wit h 
hi g h u n m et m e di c al n e e d.

T h e P K pr o p erti es of T A K -0 4 1 h a v e b e e n c h ar a ct eri z e d i n vitr o a n d i n 
S pr a g u e -D a wl e y  r ats a n d b e a gl e d o gs aft er or al ( P O) or i ntr a v e n o us (I V) 
a d mi nistr ati o n. P h ar m a c o ki n et i c e v al u ati o ns w er e c o n d u ct e d i n r ats a n d d o gs 
b e c a us e t h es e w er e t h e m aj or s p e ci es us e d i n t h e t o xi c o l og y  pr o gr a m.

T A K -0 4 1 w as a bs or b e d aft er P O a d mi nistr ati o n t o r ats a n d d o gs, wit h p e a k pl as m a 
c o n c e ntr ati o ns g e n er all y o c c urri n g wit hi n 4 t o 8 h o urs p ost d os e i n r ats a n d 0. 5 t o 2 
h o urs p ost d os e i n d o gs. T h e pl as m a cl e ar a n c e of T A K -0 4 1 w a s l o w i n r ats a n d 
m o d er at e t o hi g h i n d o gs ( ~ 4 a n d ~ 1 1 m L/ mi n/ k g, r es p e cti v el y ). T h e t er mi n al 
el i mi n ati on h alf -lif e (t1/ 2 ) of T A K-0 4 1 aft er P O a d mi nistr ati o n w as 1. 5 t o 2. 8 h o urs 
i n d o gs, a n d u n d efi n e d i n r ats b e c a us e of a p o orl y d efi n e d t er mi n al p h as e o bs er v e d 
i n t his s p e ci es. T h e or al bi o a v ail a bility of  T A K-0 4 1 w as hi g h ( 9 0. 8 % t o 9 4. 2 % i n 
r ats; i n d o gs, t h e d os e -n or m ali z e d P O e x p os ur es w er e gr e at er t h a n o bs er v e d aft er 
I V d osi n g, r es ulti n g i n r e p ort e d bi o a v ail a bility y p u p t o 1 0 0 % or gr e at er. 
A bs or pti o n w as n ot li k el y  mo d ul at e d b y  P-gl y c o pr ot ei n ( P - g p), b e c a us e T A K-0 4 1 
h a d a l o w P -g p effl u x r ati o ( 0. 4), as d e m o nstr at e d i n L L C -P K 1 -M D R 1 c ells, 
i n di c ati n g t h at T A K-0 4 1 is n ot li k el y a s u bstr at e f or P -g p. T A K -0 4 1 ( 1 a n d 1 0 µ M) 
pl as m a pr ot ei n bi n di n g w as 9 5. 9 %, 9 5. 4 t o 9 6. 5 %, 9 6. 8 t o 9 7. 3 %, 9 5. 3 t o 9 5. 4 %, 
a n d 9 6. 8 t o 9 7. 1 % i n pl as m a fr o m mi c e (t est e d at 1 0 µ M o nl y), r ats, d o gs, 
m o n k e ys, a n d h u m a ns, r es p e cti v el y. R e d bl o o d c ell: pl as m a r ati os of T A K -0 4 1 at 
0. 1, 1, a n d 1 0 µ M w er e a p p r o xi m at el y 0. 8, 0. 8, a n d 1. 1 i n r ats; 0. 4, 0. 4, a n d 1. 0 i n 
d o gs; a n d 0. 7, 0. 6, a n d 0. 8 i n h um a ns, r es p e cti v el y. T A K -0 4 1 s h o w e d n o i n hi bit or y 
eff e ct o n t h e Bil e S alt E x p ort P u m p tr a ns p ort er i n r at a n d h u m a n v esi cl es u p t o 2 0 0 
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µ M a n d a m o d er at e i n hi bit or y  eff e ct i n d o g v esi cl es (I C 5 0 ~ 7 2 µ M).

I n vitr o m et a b olis m st u di es with h e p at i c mi cr os o m es a n d h e p at o c yt es fr om h u m a n 
d o n ors s h o w e d tr a c e a m o u nts of a f e w m et a b olites i n cl u di n g o xi d at i v e 
N- d e al k yl at i on t o f or m a n a mi d e m et a b olit e a n d o xi d at i ons at t h e o x o b e n z otri a zi n e 
m o i ety t o f or m p osit i on al is o m eri c str u ct ur es. S u bs e q u e nt gl u c ur o ni d at i on of t h es e 
o xi d at i v e is om er i c str u ct ur es yi el d e d t h eir c orr es p o n di n g gl u c ur o ni d e c o nj u g at e 
m et a b o lites. I n a d dit i on t o t h es e m et a b o lite s, a gl ut at hi o n e c o nj u g at e of T A K - 0 4 1 
a n d o n e of its d o w nstr e a m m et a b o lites, a c yst ei n e c o nj u g at e, w er e als o d et e ct e d i n 
r at a n d d o g h e p at o c yt e s. N o h u ma n -s p e cifi c m et a b olit es w er e o bs er v e d. A n 
e v al u at i on of t h e c y t o c hr o me P -4 5 0 e n z y m es ( C Y Ps) r es p o nsi bl e f or t h e 
m et a b o lis m of T A K-0 4 1 h as n ot y et  b e e n c o n d u ct e d. Gl ut at hi o n e-a d d u ct -d eri v e d 
t hiol  met a b o lites t hr o u g h t h e  -l y as e p at h w a y is si g nifi c a nt i n d o g ( hi g h er r at e of 
m et a b o lis m a n d l a c k of N-a c et yl at i on d et o xifi c at i on p at h w a y). Pr eli mi n ar y h u m a n 
i n vitr o a n d i n vi v o d at a s u g g est si mil ar m eta b o li c p at h w a ys b ut t o a m u c h l ess er 
e xt e nt. T h e f or m at i on of N -a c et yl c yst ei n e c o nj u g at e w as o bs er v e d i n h u m a n as 
e vi d e nt of N -a c et yl at i on d et o xifi c at i on p at h w a y . I n r at, h o w e v er, gl u c ur o ni d ati on 
p at h w a y  s e e ms t o b e pr e d o mi n a nt.

A n ass ess m e nt of c y t o c hr o me P- 4 5 0 e n z y m e ( C Y P) i n d u ct i on w as c o n d u ct e d i n 
c ul t ur e d h u ma n h e p at o c y t es, a n d i n d u ctio n of  C Y P 2 B 6 a n d C Y P 3 A 4 m ess e n g er 
R N A ( m R N A) w as o bs er v e d. Tr e at m e nt of c ult ur e d h u m a n h e p at o c yt es wit h u p t o 
1 0 µ M T A K -0 4 1 h a d litt l e or n o eff e ct o n C Y P 1 A 2 m R N A l e v els, w hil e tr e at m e nt 
wi t h u p t o 1 0 µ M T A K-0 4 1 c a us e d c o n c e ntr ati o n -d e p e n d e nt i n cr e as es o f > 2. 0-f ol d 
a n d > 2 0 % of t h e p osit i v e c o ntr ol i n C Y P 2 B 6 a n d C Y P 3 A 4 m R N A l e v els, 
r es p e cti v el y, i n all c ult ur es t est e d. T h us, T A K-0 4 1 w as a mil d i n d u c er of C Y P 2 B 6 
a n d C Y P 3 A 4 m R N A i n vitr o a n d C Y P i n d u ct i on b as e d D DI p ot e nti al is c o nsi d er e d 
l ow. T A K -0 4 1 s h o w e d n o r e v e rsi bl e i n hi biti o n of C Y P 3 A 4/ 5 a cti viti es at 

c o n c e nt r ati o ns r a n gi n g u p t o 1 0 0  M wit h a n I C 5 0 > 1 0 0  M. I n t h e 
C Y P 3 A 4/ 5 ti m e -d e p e n d e nt i n a cti v ati o n ( T DI) st u d y, t h e p e r c e nt a g e of 
a cti vit y r e m ai ni n g i n s a m pl es p r ei n c u b at e d wit h T A K- 0 4 1 s h o w e d n o ti m e -, 
c o n c e nt r ati o n -, o r N A D P H-d e p e n d e nt C Y P 3 A 4/ 5 l oss of a cti vit y. T h es e d at a 
s u g g est t h at p ot e nti al r e v e rsi bl e i n hi biti o n a n d T DI of C Y P 3 A 4/ 5 b y 
T A K -0 4 1 a r e u nli k el y.

Uri n ar y e x cr et i on of T A K -0 4 1 w as i n v est i g at e d i n d o gs aft er a si n gl e I V d os e. 
Aft er I V a d mi nistr ati o n t o 3 d o gs, T A K -0 4 1 w as d et e ct a bl e i n d o g uri n e, b ut at l o w 
l e v els. T h e a m o u nt of  T A K-0 4 1 e x cr et e d u n c h a n g e d i nt o d o g uri n e wit hi n 2 4 h o urs 
r a n g e d fr om a p pr o xi m at el y 0. 0 0 9 % t o 0. 0 1 5 7 % wit h m e a n r e c o v er y of 0. 0 1 3 5 % of 
t he gi v e n d os e. 

A c o m pr e h e nsi v e s eri es of n o n cli ni c al s af et y st u di es ( G o o d L a b or at or y Pr a ctic es 
[ G L P]) h a v e b e e n c o n d u ct e d wit h T A K-0 4 1 t o s u p p ort e arl y  hu m a n st u di e s 
i n cl u di n g: h E R G, el e ctr o c ar di o gr a ph y i n d o gs, r es pir at or y a n d C N S i n r ats, g e n et i c 
t o xici t y st u di es ( A m es, i n vitr o mi cr o n u cl e us, i n vi v o mi cr o n u cl e us), a n d i n vitr o 
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p h ot ot o xi ci t y. A n eff e ct of T A K-0 4 1 w as first o bs er v e d at 1 µ M i n 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) ass a y (I C5 0 > 3 µ M); h o w e v er, n o c h a n g es i n 
E C G p ar a m et ers w er e o bs er v e d i n t h e i n vi v o d o g c ar di o v as c ul ar ( C V) or 4 -w e e k 
r e p e at-d os e t o xi cit y st u d y at 1 2 5 m g/ k g. I n t h e d o g C V st u d y, a n i n cr e as e i n 
s yst oli c bl o o d pr ess ur e ( 1 0 %) r es ult i n g i n i n cr e as es i n m e a n art eri al a n d p uls e 
pr ess ur es wit h o ut a n y ass o ci at e d c h a n g es i n h e art r at e at 0. 5 t o 6. 2 5 h o urs p ost d os e 
at 1 2 5 m g/ k g w as o bs er v e d. A di mi nis h e d tr e n d n ot of bi ol o gi c al si g nifi c a n c e 
o c c urr e d at 1 5 m g/ k g wit h n o eff e ct o bs er v e d at 5 m g/ k g. I n a d dit i on, d ail y 
r e p e at- d ose t o xi cit y st u di es of 4 -w e e k a n d 1 3 -w e e k d ur ati o n h a v e b e e n c o n d u ct e d 
i n r ats a n d d o gs. T h e or al  d os e l e v els i n t h e 4-w e e k t o xi cit y st u d y  i n r ats w er e 5, 3 0, 
a n d 2 0 0 m g/ k g/ d a y ( m al es) a n d 3, 1 0, a n d 2 0 0 m g/ k g/ d a y (f e m al es). I n t h e 
1 3- w e e k r e p e at -d os e t o xic ity st u d y i n r ats, t h e or al d os e l e v els w er e 1 0, 4 0 a n d 2 0 0 
m g/ k g/ d a y  in m al es a n d 2, 1 0, a n d 2 0 0 m g/ k g/ d a y  in f e m al es. I n t h e 4- a n d 
1 3- w e e k t o xi cit y st u dies i n d o gs, d os a g es w er e 5, 1 5, 5 0, a n d 1 2 5 m g/ k g/ d a y f or 
t he 4 -w e e k st u d y  a n d 1 5, 3 0 a n d 6 0 m g/ k g/ da y i n t h e 1 3 -w e e k st u d y . T h e 
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) i n t h e r at t o xi city st u dies w as t h e 
m a xi m u m f e asi bl e d os e of 2 0 0 m g/ k g/ d a y. T h e N O A E L i n t h e d o g t o xi cit y st u di e s 
w as 1 5 m g/ k g/ d a y i n m al es a n d 5 0 m g/ k g/ d a y i n f e m al es f or t he 4 -w e e k st u d y. T h e 
N O A E L w as 3 0 m g/ k g/ d a y f or b ot h m al es a n d f e m al es i n t h e 1 3 -w e e k d o g t o xici t y 
st u d y, b e c a u s e of mor bi di t y attri b ut e d t o h e p ati c c h ol est asis a n d r e n al t u b ul e 
d e g e n er ati o n c o nsi d er e d s e c o n d ar y  t o h e p ati c c h a n g es at 6 0 m g/ k g/ d a y, w hi c h l e d 
t o e ut h a n asi a of 2 d o gs at D a y  8 5. T h es e a ni m als h a v e el e v at e d A L T, A S T, bil e 
a ci ds, B U N, cr e ati ni n e, G G T, P H O S, a n d T BI LI b ef or e e ut h a n asi a, a n d i n cr e as es 
i n A L P a n d C H O L as e arl y  a s D a y 1 4. T hi s fi n di n g w a s mo ni t or a ble, b as e d o n 
pl as m a c h e mistr y  c h a n g es at all d os e l ev els a n d as e arl y as D a y 1 4 i n t h e hi g h d os e 
gr o u p, w hi c h pr e c e d e d cli ni c al si g ns. Aft er a 4 -w e e k tr e at m e nt -fr e e p eri o d, t h er e 
w as n o e vi d e n c e of r e c o v er y of bili ar y h y p er pl asi a, m ult i-n u cl e at e d c ells, or mi x e d 
c ell i nfiltr at e a n d si n gl e c ell h e p at i c n ecr o si s; h o w e v er, ele v at i ons i n pl as m a 
c h e mistr y  val u es w er e l ar g el y r e v ersi bl e (tr e n di n g d o w n of el e v at e d li v er f u n cti o n 
t ests at all d os e l e v els i n t h e r e c o v er y gr o u p d o g s).

D u e t o t his fi n di n g of c h o l est atic li v er i nj ur y  bei n g m o ni t or a bl e, p artiall y  
r e v ersi bl e, a n d o bs er v e d i n d o gs b ut n ot r ats, t h e s el e ct e d d os es ar e pr oj e ct e d t o b e
r e s ult i n pl as m a e x p os ur es of T A K- 0 4 1 b el o w t h os e ass o ci at e d wit h t h e N O A E L i n 
t he d o g 1 3 -w e e k t o xi c o l og y  st u d y. F urt h er i nf or mati o n f r o m t h e n o n cli ni c al 
st u dies, s u m m ari z e d a b o v e, c a n b e f o u n d i n t h e c urr e nt I n v est i g at or’s Br o c h ur e. 
O v er all, t h e n o n cli ni c al P K a n d s af et y p a c k a g e s u m m ari z e d h er ei n pr o vi d e s u p p ort 
f or t h e cli ni c al e v al u ati on of T A K - 0 4 1.

R ati o n al e f o r C h a n g e: T o u p d at e t h e n o n cli ni c al i nf or m at i on r el at e d t o t h e st u d y.
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T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  2. 0 S T U D Y S U M M A R Y

C h a n g e  2 6 : U p d at e d P K a n al ysis f or all s a m pl e p arts.

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n P art  1 3. 1. 3 P h ar m a c o ki n et i c A n al ysis

A m e n d e d or 
n e w 
w or di n g:

P h a r m a c o ki n eti c A n al ysis

C o n c e ntr ati o ns of T A K- 0 4 1 i n pl as m a will b e s u m m ari z e d b y d os e o v er e a c h 
s c h e d ul e d s a m pli n g ti m e usi n g d es cri pt i v e st atisti cs f or si n gl e ( P art 1) a n d m ult i pl e 
d os es ( P art 2). e a c h st u d y p a rt. A m o u nt of T A K -0 4 1 e x cr et e d i n uri n e will b e 
s u m m ari z e d b y d os e o v er e a c h s c h e d ul e d s a m pli n g i nt er v al usi n g d es cri pti v e 
st atist i cs f or si n gl e ( P art 1) a n d m ult i pl e d os e ( P art 2).e a c h st u d y p a rt. I n di vi d u al 
P K d at a will b e pr es e nt e d i n a d at a list i n g. P K p ara m et ers of T A K -0 4 1 will b e 
s u m m ari z e d b y d os e usi n g d es cri pti v e st atist i cs f or si n gl e ( P art 1) a n d m ult i pl e 
d os e ( P art 2). e a c h st u d y p a rt . D os e pr o p orti o n ality will b e ass ess e d gr a p hi c all y 
( d o s e-n or m ali z e d C m a x a n d A U C v ers us d os e ).) i n P a rt 1 a n d P a rt 2. T o ass ess 
d os e pr o p orti o n alit y of si n gl e d osi n g ( P art 1), a p o w er m o d el will b e us e d. T h e 
m o d el  will i n cl u d e t h e n at ur al l o g-tr a nsf or m e d A U C a n d Cm a x as r es p o ns e v ari a bl e 
a n d t h e n at ur al l o g -tr a nsf or m e d d os e [l n( d os e)] as a c o nti n u o us c o v ari at e. N o 
f or mal st ati stic al  c o m p ar is o ns will b e c o n d u ct e d. F or P art 2, d os e pr o p orti o n ality 
will b e ass ess e d usi n g a n a n al ysis o f v ari a n c e ( A N O V A) m o d el s e p ar at el y  for 
d o s e -n or m ali z e d A U C a n d C m a x o n D a y  2 2. Tr e at m e nt, wit h t r e at m e nt ( as a 
c at e g ori c al v ari a bl e , will be ) as a fi x e d eff e ct. T h e d os e -n or m ali z e d p ar a m et ers 
will b e n at ur al l o g -tr a nsf or m e d pri or t o t h e a n al ysis. All tr e at m e nt diff er e n c es a n d 
c orr es p o n di n g t w o -si d e d 9 0 % CIs will b e e xtr a ct e d fr o m t he m o d el , 
b a c k -tr a nsf or m e d, a n d e x pr ess e d as c e ntr al v al u e r ati os.

T h e eff e ct of f o o d o n T A K -0 4 1 e x p os u r e will b e e v al u at e d i n P a rt 3 usi n g a n 
A N O V A o n t h e n at u r al l o g -t r a nsf o r m e d T A K-0 4 1 C m a x a n d A U C 9 6 wit h 
r e gi m e n ( hi g h -f at vs. f ast e d) as a fi x e d eff e ct. T h e L S m e a n diff e r e n c e b et w e e n 
r e gi m e ns a n d t h e c o r r es p o n di n g t w o -si d e d 9 0 % CI will b e e xt r a ct e d f r o m t h e 
m o d el, b a c k -t r a nsf o r m e d, a n d e x p r ess e d as c e nt r al v al u e r ati os of T A K- 0 4 1 
e x p os u r e aft e r t h e hi g h- f at m e al v e rs us t h e f ast e d st at e. 

T h e r el ati v e bi o a v ail a bilit y of T A K -0 4 1 a d mi nist e r e d as a 4 0 m g i m m e di at e 
r el e as e t a bl et f o r m ul ati o n c o m p a r e d t o t h e 4 0 m g o r al s us p e nsi o n f o r m ul ati o n 
i n t h e f ast e d st at e will als o b e ass ess e d usi n g a n A N O V A m o d el. S u bj e cts 
a d mi nist e r e d t h e 4 0 m g o r al s us p e nsi o n i n P a rt 1 a n d P a rt 2 ( D a y 1 d at a o nl y) 
will b e p o ol e d t o g et h e r a n d t r e at e d as t h e r ef e r e n c e r e gi m e n f o r t his a n al ysis; 
s u bj e cts t r e at e d wit h t h e T A K -0 4 1 4 0 m g t a bl et f o r m ul ati o n u n d e r t h e f ast e d 
c o n diti o n i n P a rt 3 will b e t h e t est r e gi m e n. T h e A N O V A will b e p e rf o r m e d o n 
t h e n at u r al l o g-t r a nsf o r m e d D a y 1 T A K-0 4 1 C m a x a n d A U C 9 6 wit h r e gi m e n as a 
fi x e d eff e ct. T h e L S m e a n diff e r e n c e b et w e e n r e gi m e ns a n d t h e c o r r es p o n di n g 
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t w o- si d e d 9 0 % CI will b e e xt r a ct e d f r o m t h e m o d el, b a c k-t r a nsf o r m e d, a n d 
e x p r ess e d as c e nt r al v al u e r ati os.

R ati o n al e f o r C h a n g e: t o pr o vi d e st atisti c al a n al ysis of P art 3 pri m ar y P K e n d p oi nts a n d P art 4 
e x pl or at or y P K d at a

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

S e cti o n  2. 0 S T U D Y S U M M A R Y

C h a n g e  2 7: A d d e d P D a n al ysis s et f or P art 4 o nl y

T h e pri m ar y c h a n g e o c c urs i n S e cti o n 1 3. 1. 4  E x pl or at or y A n al ys es

I niti al 
w or di n g:

I n di vi d u al r es ult s of B L- V A S, C- S S R S, a n d   ass ess m e nts will b e list e d.

A m e n d e d 
or n e w 
w or di n g:

I n di vi d u al r es ult s of B L- V A S, C- S S R S, a n d  ass ess m e nts will b e list e d.
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R ati o n al e f o r  C h a n g e: T o pr o vi d e st atisti c al b asis f or t h e P art 4 e x pl or at or y o bj e cti v es.

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  2. 0 S T U D Y S U M M A R Y

! A p p e n di x C S c h e d ul e of St u d y Pr o c e d ur es P art 3 ( T a bl et F or m ul ati o n –  R el ati v e 
Bi o a v ail a bilit y a n d F o o d Eff e ct)

C h a n g e  2 8: U p d at e d s af et y a n al ysis.

T h e pri m ar y c h a n g e o c c urs i n S e cti o n  1 3. 1. 5 S af et y A n al ysis

I niti al 
w or di n g:

S af et y A n al ysis

S af et y d at a will b e pr es e nt e d b y T A K- 0 4 1 d os e a n d pl a c e b o f or e a c h p art.

T E A Es will b e s u m m ari z e d b y pl a c e b o, e a c h T A K- 0 4 1 d os e l e v el, a n d T A K- 0 4 1 
o v er all f or P art 1 a n d P art 2.

Cli ni c al l a b or at or y v ari a bl es, vit al si g ns, a n d E C G p ar a m et ers will b e s u m m ari z e d 
wit h d es cri pti v e st atisti cs f or b as eli n e,  p ost d os e, a n d c h a n g e fr o m b as eli n e t o 
p ost d os e v al u es b y d os e. I n P art 2, c o nti n u o us H olt er E C G m o nit ori n g p ar a m et ers 
will b e e xtr a ct e d i n tri pli c at e a n d t h e a v er a g e of t h e 3 v al u es at e a c h ti m e p oi nt will 
b e c al c ul at e d a n d us e d f or all st atisti c al a n al ys es a n d s u m m ari es. U n c orr e ct e d a n d 
c orr e ct e d Q T i nt er v als, P R, a n d Q R S i nt er v als a n d h e art r at e, as w ell as t h eir 
c h a n g es fr o m b as eli n e will b e s u m m ari z e d at e a c h ti m e p oi nt. T h e n u m b er a n d 
p er c e nt a g e of s u bj e cts wit h p ost d os e v al u es m e eti n g T a k e d a’s crit eri a f or m ar k e dl y 
a b n or m al v al u es f or cli ni c al l a b or at or y v ari a bl es, vit al si g ns, a n d E C G p ar a m et ers 
will b e pr es e nt e d b y d os e. N e ur ol o gi c al ass ess m e nts will b e j u d g e d n or m al, 
a b n or m al, C S or N C S. All s u m m ari es will b e p erf or m e d b y p o ol e d pl a c e b o wit hi n 
c o h ort a n d T A K- 0 4 1 d os e l e v el. P h ysi c al e x a mi n ati o n fi n di n gs will b e pr es e nt e d i n 
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d at a list i n gs.

All A Es will b e c o d e d usi n g M e d D R A. D at a will b e s u m m ari z e d usi n g pr ef err e d 
t er m a n d pri m ar y s yst e m or g a n cl ass.

A m e n d e d or 
n e w 
w or di n g:

S af et y A n al ysis

S af et y d at a will b e pr es e nt e d b y  T A K-0 4 1 d os e a n d pl a c e b o f or e a c h p art.

T E A Es will b e s u m m ari z e d b y pl a c e b o, e a c h T A K -0 4 1 d os e l e v el, a n d T A K - 0 4 1 
o v er all f or P art 1 a n d P art 2 e a c h st u d y p a rt .

Cli ni c al l a b or at or y  v ari a bl es, vit al si g ns, a n d E C G p ar a m et ers will b e s u m m ari z e d 
wi t h d es cri pti v e st atisti cs f or b as eli n e, p ost d os e, a n d c h a n g e fr o m b as eli n e t o 
p ost d os e v al u es b y d os e . a n d s c h e d ul e d ti m e p oi nt f o r e a c h st u d y p a rt. I n P art 2, 
c o nti n u o us H olt er E C G m o nit ori n g p ar a m et ers will b e e xtr a ct e d i n tri pli c at e a n d 
t he a v er a g e of t h e 3 v al u es at e a c h ti m e p o i nt will b e c al c ul at e d a n d us e d f or all 
st atist i c al a n al ys es a n d s u m m ari es. U n c orr e ct e d a n d c orr e ct e d Q T i nt er v als, P R, 
a n d Q R S i nt er v als a n d h e art r at e, as w ell as t h eir c h a n g es fr o m b as eli n e will b e 
s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt.

P ot e nti al Q T p r ol o n g ati o n will b e ass ess e d usi n g t h e H olt e r E C G 
m e as u r e m e nts i n P a rt 2. A li n e a r mi x e d eff e ct m o d el f o r r e p e at e d m e as u r es 
will b e us e d. T h e r es p o ns e v a ri a bl e i n t h e m o d el will b e t h e c h a n g e f r o m t h e 
ti m e-m at c h e d b as eli n e i n t h e a v e r a g e of t h e t ri pli c at e c o r r e ct e d Q T i nt e r v als 
( Q T c). T h e ti m e-m at c h e d b as eli n es will c o m e f r o m t h e E C Gs t a k e n o n D a y -1 
( 2 3, 2 2, 2 0, 1 6, a n d 1 2 h o u rs b ef o r e d osi n g). T h e m o d el will i n cl u d e t r e at m e nt, 
ti m e ( as a c at e g o ri c al v a ri a bl e), a n d t h e t r e at m e nt-b y -ti m e i nt e r a cti o n as 
fi x e d eff e cts, s u bj e ct as a r a n d o m eff e ct, b as eli n e as a c o v a ri at e, a n d t h e 
b as e li n e-b y -ti m e i nt e r a cti o n as a n a d diti o n al fi x e d eff e ct. T h e L S m e a n 
c h a n g e f r o m ti m e -m at c h e d b as eli n e f o r e a c h t r e at m e nt a n d t h e ass o ci at e d 
st a n d a r d e r r o r a n d t w o -si d e d 9 5 % CI will b e e xt r a ct e d f o r e a c h t r e at m e nt at 
e a c h ti m e p oi nt, as w ell as diff e r e n c es f r o m pl a c e b o a n d ass o ci at e d st a n d a r d 
e r r o rs, t w o- si d e d 9 5 % CIs, a n d p-v al u es.

A s e p a r at e li n e a r mi x e d eff e cts m o d el will b e us e d t o ass ess t h e r el ati o ns hi p 
b et w e e n t h e c h a n g e f r o m ti m e -m at c h e d b as eli n e i n Q T c a n d T A K -0 4 1 
e x p os u r e i n P a rt 2. T h e r es p o ns e v a ri a bl e i n t h e m o d el will b e t h e c h a n g e 
f r o m ti m e-m at c h e d b as eli n e i n Q T c. T h e m o d el will i n cl u d e T A K -0 4 1 pl as m a 
c o n c e nt r ati o n ( as a c o nti n u o us v a ri a bl e) as a fi x e d eff e ct a n d s u bj e ct as a 
r a n d o m eff e ct. Pl a c e b o s u bj e cts will b e i n cl u d e d i n t h e a n al ysis wit h a pl as m a 
c o n c e nt r ati o n of 0. T h e esti m at e d r e g r essi o n li n e a n d t h e 9 0 % c o nfi d e n c e 
b a n d f o r t h e r e g r essi o n li n e will b e e xt r a ct e d f r o m t h e m o d el. T h e 
r el ati o ns hi p b et w e e n t h e c h a n g e f r o m ti m e -m at c h e d b as eli n e i n Q T c a n d 
T A K -0 4 1 pl as m a c o n c e nt r ati o n will als o b e e x a mi n e d g r a p hi c all y usi n g a 
s c att e r pl ot. T h e r e g r essi o n li n e a n d 9 0 % c o nfi d e n c e b a n d f o r t h e r e g r essi o n 
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li n e esti m at e d f r o m t h e m o d el will b e o v e rl ai d o nt o t h e s c att e r pl ot.

T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h p ost d os e v al u es m e eti n g T a k e d a’s 
cri t eri a f or mar k e dl y  a b n or mal  v alu e s f or cli ni c al  l a b or at or y v ari a bl es, vit al si g ns, 
a n d E C G p ar a m et ers will b e pr es e nt e d b y d os e. N e ur ol o gi c al ass ess m e nts will b e 
j u d g e d n or m al, a b n or m al, C S or N C S. All s u m m ari es will b e p erf or m e d b y p o ol e d 
pl a c e b o wit hi n c o h ort a n d T A K -0 4 1 d os e l e v el. P h ysi c al e x a mi n at i on fi n di n gs will 
b e pr es e n t e d i n d at a listi n gs. I n di vi d u al r es ults of B L -V A S a n d t h e C -S S R S will 
b e list e d.

All A Es will b e c o d e d usi n g M e d D R A. D at a will b e s u m m ari z e d usi n g pr ef err e d 
t er m a n d pri m ar y s yst e m or g a n cl ass.

R ati o n al e f o r C h a n g e: t o u p d at e t h e s af et y a n al y si s t h at will b e us e d f or t h e m o difi e d st u d y 
d esi g n.

T h e f o ll owi n g s e ct i ons als o c o nt ai n t his c h a n g e:

 S e cti o n  2. 0 S T U D Y S U M M A R Y

C h a n g e  2 9 : U p d at e d s a m pl e si z e d et er mi n ati o n f or t h e st u d y .

T h e pri m ar y  c h a n g e o c c urs i n S e cti o n 1 3. 3 D et er mi n at i on of S a m pl e Si z e .

I nitial  
w or di n g:

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

T h e s a m pl e si z e c h os e n o f 8 s u bj e cts p er c o h ort ( 6 a cti v e: 2 pl a c e b o) i n P art 1 
C o h ort s 1 -5 a n d P art 2 C o h ort s 1 -4 is b as e d u p o n pr e c e d e nts of ot h er 
fir st-i n-h u m a n tri als r at h er t h a n a f or m al ass ess m e nt of st atist i c al p o w er. T his 
s a m pl e si z e is c o nsi d er e d s uffi ci e nt f or i n v est i g ati n g t he o bj e ct i v es of t h e st u d y a n d 
c h ar a ct eri zi n g a n y  p ot e ntial eff e cts o n s af et y p ar a m et ers.

F or P art 3, wit h a s a m pl e si z e of 1 6 s u bj e cts ( 8 p er r e gi m e n), ass u mi n g a c o effi ci e nt  
of  v ari ati on ( %) f or t h e C m a x of  T A K-0 4 1 of 1 3. 8 %, a t w o -si d e d 9 0 % c o nfi d e n c e 
i nter v al  for t h e diff er e n c e i n l o g -tr a n sf or me d C m a x b et w e e n f e d a n d f ast e d will 
e xt e n d n o m or e t h a n 0. 1 3 fr o m t h e o bs er v e d m e a n diff er e n c e. As a n e x a m pl e, if t h e 
o bs er v e d r at i o b et w e e n t h e t w o r e gi m e ns is 1.5, r e pr es e nt i n g a 5 0 % i n cr e as e i n 
e x p os ur e d u e t o f o o d, t h e n t h e c o nfi d e n c e i nt er v al f or t h e tr u e r ati o will e xt e n d 
fr om 1. 3 2 t o 1. 7 1. Si mil arl y , if t h e o bs er v e d r atio is 1. 0, r e pr es e nt i n g n o eff e ct of 
f oo d, t h e n t h e c o nfi d e n c e i nt er v al f or t h e tr u e r ati o will e xt e n d fr o m 0. 8 8 t o 1. 1 4. 
T h e e x p e ct e d v ari a bilit y i n t h e A U C9 6 of  T A K-0 4 1 is l ar g er t h a n i n C m a x . I n a 
w orst -c as e s c e n ari o, ass u mi n g a c o effi ci e nt of v ari ati o n ( %) f or A U C 9 6 of  2 6. 8 %, 
t he c o nfi d e n c e i nt er v al will e xt e n d n o m or e t h a n 0. 2 5 fr o m t he o bs er v e d m e a n 
diff er e n c e. If t h e o bs er v e d r at i o b et w e e n t h e t w o r e gi m e ns is 1. 5, r e pr es e nti n g a 
5 0 % i n cr e as e i n e x p os ur e d u e t o f o o d, t h e n t h e c o nfi d e n c e i nt er v al f or t h e A U C 9 6 

r atio will  e xt e n d fr o m 1. 1 7 t o 1. 9 3. If t h e o bs er v e d r ati o is 1. 0, r e pr es e nti n g n o
eff e ct of f o o d, t h e n t h e c o nfi d e n c e i nt er v al will e xt e n d fr o m 0. 7 8 t o 1. 2 8. T a k e n 
t o g et h er, t h es e r es ults ar e c o nsi d er e d t o r e pr es e nt a d e q u at e pr e cisi on f or t h e 
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e sti m at e d f o o d eff e ct. T h e ass u m e d v ari a bilit y i n C m a x a n d A U C 9 6 ar e esti m at es 
fr o m t h e c o m pl et e d c o h ort s i n P art 1 of t hi s st u d y. T o a c c o u nt f or p ot e nti al 
dis c o nti n u ati o ns, 1 8 s u bj e cts ( 9 p er r e gi m e n) will b e e nr oll e d.

S u bj e cts w h o dr o p o ut f or n o n- s af et y r e as o ns m a y b e r e pl a c e d o n a c as e- b y- c as e 
b asis at t h e dis cr eti o n of t h e s p o ns or i n c o ns ult ati o n wit h t h e i n v esti g at or. S u bj e cts 
w h o r e pl a c e dr o p o uts will b e all o c at e d t o t h e s a m e C o h ort as t h e s u bj e ct t h e y 
r e pl a c e. S u bj e cts w h o dr o p o ut f or s af et y r e as o ns will n ot b e r e pl a c e d.

A m e n d e d or 
n e w 
w or di n g:

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

T h e s a m pl e si z e c h os e n of 8 s u bj e cts p er c o h ort ( 6 a cti v e: 2 pl a c e b o) i n P art s P a rt 1 
C o h o rts 1- 5 a n d P a rt 2 C o h o rts 1- 4 is b as e d u p o n pr e c e d e nts of ot h er 
fir st-i n- h u m a n tri als r at h er t h a n a f or m al ass ess m e nt of st atisti c al p o w er. T his 
s a m pl e si z e is c o nsi d er e d s uffi ci e nt f or i n v e sti g ati n g t h e o bj e cti v es of t h e st u d y a n d
c h ar a ct eri zi n g a n y p ot e nti al eff e cts o n s af et y p ar a m et ers.

F o r P a rt 3, wit h a s a m pl e si z e of 1 6 s u bj e cts ( 8 p e r r e gi m e n), ass u mi n g a 
c o effi ci e nt of v a ri ati o n ( %) f o r t h e C m a x of T A K- 0 4 1 of 1 3. 8 %, a t w o- si d e d 
9 0 % c o nfi d e n c e i nt e r v al f o r t h e diff e r e n c e i n l o g-t r a nsf o r m e d C m a x b et w e e n 
f e d a n d f ast e d will e xt e n d n o m o r e t h a n 0. 1 3 f r o m t h e o bs e r v e d m e a n 
diff e r e n c e. As a n e x a m pl e, if t h e o bs e r v e d r ati o b et w e e n t h e t w o r e gi m e ns is 
1. 5, r e p r es e nti n g a 5 0 % i n c r e as e i n e x p os u r e d u e t o f o o d, t h e n t h e c o nfi d e n c e 
i nt e r v al f o r t h e t r u e r ati o will e xt e n d f r o m 1. 3 2 t o 1. 7 1. Si mil a rl y, if t h e 
o bs e r v e d r ati o is 1. 0, r e p r es e nti n g n o eff e ct of f o o d, t h e n t h e c o nfi d e n c e 
i nt e r v al f o r t h e t r u e r ati o will e xt e n d f r o m 0. 8 8 t o 1. 1 4. T h e e x p e ct e d 
v a ri a bilit y i n t h e A U C 9 6 of T A K- 0 4 1 is l a r g e r t h a n i n C m a x . I n a w o rst- c as e 
s c e n a ri o, ass u mi n g a c o effi ci e nt of v a ri ati o n ( %) f o r A U C 9 6 of 2 6. 8 %, t h e 
c o nfi d e n c e i nt e r v al will e xt e n d n o m o r e t h a n 0. 2 5 f r o m t h e o bs e r v e d m e a n 
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diff e r e n c e. If t h e o bs e r v e d r ati o b et w e e n t h e t w o r e gi m e ns is 1. 5, r e p r es e nti n g 
a 5 0 % i n c r e as e i n e x p os u r e d u e t o f o o d, t h e n t h e c o nfi d e n c e i nt e r v al f o r t h e 
A U C 9 6 r ati o will e xt e n d f r o m 1. 1 7 t o 1. 9 3. If t h e o bs e r v e d r ati o is 1. 0, 
r e p r es e nti n g n o eff e ct of f o o d, t h e n t h e c o nfi d e n c e i nt e r v al will e xt e n d f r o m 
0. 7 8 t o 1. 2 8. T a k e n t o g et h e r, t h es e r es ults a r e c o nsi d e r e d t o r e p r es e nt 
a d e q u at e p r e cisi o n f o r t h e esti m at e d f o o d eff e ct. T h e ass u m e d v a ri a bilit y i n 
C m a x a n d A U C 9 6 a r e esti m at es f r o m t h e c o m pl et e d c o h o rts i n P a rt 1 of t his 
st u d y. T o a c c o u nt f o r p ot e nti al dis c o nti n u ati o ns, 1 8 s u bj e cts ( 9 p e r r e gi m e n) 
will b e e n r oll e d.

S u bj e cts w h o dr o p o ut f or n o n- s af et y r e as o ns m a y b e r e pl a c e d o n a c as e- b y- c as e 
b asis at t h e dis cr eti o n of t h e s p o ns or i n c o ns ult ati o n wit h t h e i n v esti g at or. S u bj e cts 
w h o r e pl a c e dr o p o uts will b e all o c at e d t o t h e s a m e C o h ort as t h e s u bj e ct t h e y 
r e pl a c e. S u bj e cts w h o dr o p o ut f or s af et y r e as o ns will n ot b e r e pl a c e d.

R ati o n al e f o r C h a n g e: Pr o vi d e d s a m pl e s i z e d et er mi n ati o n f or t h e P art 3 or al bi o a v ail a bilit y of 
t h e T A K- 0 4 1 t a bl et f or m ul ati o n r el ati v e t o t h e oral s us p e nsi o n, a n d t h e eff e ct of f o o d o n t h e 
T A K- 0 4 1 t a bl et f or m ul ati o n; a n d f or t h e  

T h e f oll o wi n g s e cti o ns als o c o nt ai n t his c h a n g e:

! S e cti o n  2. 0 S T U D Y S U M M A R Y
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