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Titl e:  M U L TI C E N T E R, O P E N- L A B E L, PI L O T S T U D Y O F T A K- 9 3 5 ( O V 9 3 5) I N P A TI E N T S 
WI T H 1 5 Q D U P LI C A TI O N S Y N D R O M E O R C D K L 5 D E FI CI E N C Y DI S O R D E R ( A R C A D E 
S T U D Y)

N C T N u m b er: N C T 0 3 6 9 4 2 7 5

Pr ot o c ol A p pr o v e D at e: 2 1 N o v e m b er 2 0 1 9

C ert ai n i nf or m ati o n  w it hi n t his pr ot o c ol  h as b e e n  re d a ct e d (i e,  s pe cifi c c o nt e nt is m as k e d irr e v ersi bl y fro m 
vi e w wit h a bl a c k / bl u e b ar) t o pr ot e ct  eit h er p ers o n all y  i d e ntifi a bl e i nf or m ati o n ( P P D) or c o m p a n y 
c o nfi d e nti al i nf or m ati o n  ( C CI). 

T his m a y  i n clu d e, b ut  is n ot li mit ed t o, r e d a cti o n of t h e f oll o wi n g: 

N a m e d p ers o ns or or g a ni z ati o ns ass o ci at e d wit h t h e st u d y.

Pr o pri et ar y i nf or m ati o n, s u c h as s c al es or c o di n g s yst e ms, w hi c h ar e c o nsi d er e d c o nfi d e nti al  
i nf or m ati o n u n d er pri or a gr e e m e nts wit h li c e ns e h ol d er.

Ot h er i nf or m ati o n as n e e d e d t o pr ot e ct c o nfi d e nti alit y of T a k e d a or p art n ers, p ers o n al  i nf or m ati o n, or 
t o ot h er wis e pr ot e ct t h e i nt e grit y of t h e cli ni c al st u d y.
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P a g e 1 of 1 0 1

P R O T O C O L T A K -9 3 5 - 1 8-0 0 2 ( O V 9 3 5)

A M U L T I C E N T E R, O P E N -L A B E L, P I L O T S T U D Y O F T A K -9 3 5 ( O V 9 3 5) 
I N P A T I E N T S W I T H 1 5 Q D U P L I C A T I O N S Y N D R O M E O R C D K L 5 

D E F I C I E N C Y D I S O R D E R ( A R C A D E S T U D Y)

S p o n s or: O vi d T h er a p e ut i cs I n c.
1 4 6 0 Br o a d w a y
N e w Y or k, N Y 1 0 0 3 6
T el e p h o n e: + 1 ( 6 4 6) 6 6 1 - 7 6 6 1

S p o ns or C o nt a ct:

M e di c al M o nit or:

D at e of A m e n d m e nt 2: 2 1 N o v e m b er 2 0 1 9

D at e of A m e n d m e nt 1: 0 1 F e br u ar y 2 0 1 9

D at e of Ori gi n al  Pr ot o c ol: 2 2 M a y  2 0 1 8
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Pr ot o c ol T A K- 9 3 5- 1 8- 0 0 2 ( O V 9 3 5) A m e n d m e nt 2 
D at e: 2 1 N o v e m b er 2 0 1 9 

S P O N S O R SI G N A T U R E P A G E 

O vi d T h er a p e uti c s I n c. 

P R O T O C O L TI T L E: A M U L TI C E N T E R, O P E N- L A B E L, PI L O T S T U D Y 
O F T A K- 9 3 5 ( O V 9 3 5) I N P A TI E N T S WI T H 1 5 Q D U P LI C A TI O N 

S Y N D R O M E O R C D K L 5 D E FI CI E N C Y DI S O R D E R ( A R C A D E S T U D Y) 

P R O T O C O L N U M B E R: T A K- 9 3 5- 1 8- 0 0 2 ( O V 9 3 5), A m e n d m e nt 2 

D at e 

P a g e 2 of 1 0 1 

P P D

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

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e



Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
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P a g e 3 of 1 0 1

I N V E S T I G A T O R’ S A G R E E M E N T

I h a v e r e c ei v e d a n d r e a d t h e I n v est i g at or’s Br o c h ur e f or T A K-9 3 5. I h a v e r e a d t h e St u d y  
T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) pr ot o c ol ( A m e n d m e nt 2; 2 2 N o v e m b er 2 0 1 9) a n d a gr e e t o c o n d u ct 
t he st u d y  in a c c or d a n c e wit h t his pr ot o c ol, all a p pli c a bl e g o v er n m e nt r e g ul at i ons, t h e pri n ci pl es 
of  t h e I C H E 6 G ui d eli n es f or G C P, a n d t h e pri n ci pl es of t h e W orl d M e di c al Ass o ci ati o n 
D e cl ar ati o n of H elsi n ki. I als o a gr e e t o m ai nt ai n t h e c o nfi d e nti alit y of all i nf or m ati o n r e c ei v e d or 
d e v el o p e d i n c o n n e ct i on wi t h t hi s pr ot o c ol.

Pri nt e d N a m e of I n v est i g at or

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

D at e
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P a g e 4 of 1 0 1

P R O T O C O L A M E N D M E N T 2 S U M M A R Y O F C H A N G E S

R ati o n al e f o r A m e n d m e nt 2:

T his d o c u m e nt d es cri b es t h e c h a n g es t o Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) i m pl e m e nt e d b y 
A m e n d m e nt N o. 2. T h e pri m ar y r e as o n f or t his a m e n d m e nt is t o pr o vi d e cl arifi c at i on r el at e d t o 
t he s e c o n d ar y  e n d p oi nts of Cli ni c al Gl ob al I m pr essi o n ( C GI) a n d C ar e gi v er Gl o b al I m pr essi o n 
of  C h a n g e ( C ar e-GI -C ).

A d dit i on all y , t he a g e f or p arti ci p at i on w as i n cr e as e d t o 5 5 y e ars b e c a us e b ot h 1 5 Q d u pli c at i on 
s y n dr o m e ( D u p 1 5 q) a n d t h e C D K L 5 d efi ci e n c y dis or d er ( C D D) o c c ur i n c hil d h o o d a n d c o nti n u e 
i nto a d ul t ho o d; t h us, c urr e nt cli ni c al sit es h a v e i n di c at e d p ot e nti al ol d er p ati e nts i n t hei r cli ni c al 
pr a cti c e f or t hi s st u d y .

K e y C h a n g es I m pl e m e nt e d b y A m e n d m e nt 2:

 M o difi e d i n cl u si o n / e x clu si o n cri t eria t o i n cr e as e t he a g e f or p arti ci p at i on i n t h e tri al 
t o 5 5 ye ars ol d E x p a n d t h e i n cl usi o n cri t eria t o all ow p ati e nt s wi t h a dia g n osis of 
i nterst iti al D u p 1 5 q.

 C orr e ct a n i n a d v ert e nt err or i n t h e w a y t he s e c o n d ar y  e n d p oi nts C GI-S, C GI -C, a n d 
C ar e -GI -C w er e d efi n e d, fr om “ p er c e nt c h a n g e ” t o “ c h a n g e ”

 A d d t h at J eju n ost o m y  t u b e ( J-t u b e) ma y  b e c o n si d er e d b as e d o n a p pr o v al fr o m 
M e di c al M o nit or a n d S p o ns or

 All o w a d h o c a n al ys e s t hr o u g h o ut t h e trial

 A d d a n a d dit i on al s u b gr o u p i n t h e tr e at m e nt r es p o n d er a n al ysis ( ≥ 7 5 % r e d u cti o n i n 
m o t or s ei z ur e fr e q u e n c y)

 M a k e c orr e cti o ns i n s c h e d ul e of ass ess m e nt t a bl e i n cl u di n g:

 S e p ar at e o ut C GI -S fr o m C GI - C

 R e m o v e c oll e ct io n s ei z ur e di ar y c h e c k s o n D a y 8, D a y 2 2, D a y 5 7, D a y 1 1 3 

  

 R e vis e d c o ntr a c e pti o n a n d pr e g n a n c y  l a n g u a g e

 R e m o v e d t h e o pt i on al bl o o d s a m pl e f or r es e ar c h a n al ysis

A d mi nistr ati v e a n d m i n or gr a m m ati c al, e dit ori al, a n d f or m atti n g c h a n g es ar e i n cl u d e d f or 
cl arifi c ati o n p ur p os es o nl y. A d et ail e d d es cri pt i on of a n d r ati o n al e f or c h a n g es i m pl e m e nt e d b y 
A m e n d m e nt 2 ar e pr o vi d e d i n  A p p e n di x 6 . 
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D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 5 of 1 0 1

1. S Y N O P SI S

N a m e of S p o ns o r/ C o m p a n y:

O vi d T h er a p e uti cs I n c.

N a m e of St u d y d r u g:

T A K- 9 3 5

Titl e of St u d y: 

A m u lti c e nt er, o p e n-l a b el, pil ot st u d y of T A K-9 3 5 ( O V 9 3 5) i n p ati e nts wit h 1 5 q d u pli c ati o n s y n dr o m e or 
C D K L 5 d efi ci e n c y dis or d er ( A R C A D E S T U D Y)

St u d y N u m b e r: T A K- 9 3 5- 1 8- 0 0 2 ( O V 9 3 5) P h as e: 2

St u d y D esi g n: 

T his is a m ulti c e nt er, o p e n -l a b el, 2-c o h ort st u d y i n p ati e nts a g e d ≥ 2 a n d ≤ 5 5 y e ars wit h 1 5 q d u pli c ati o n 
s y n dr o m e ( D u p 1 5 q) or C D K L 5 d efi ci e n c y dis or d er ( C D D) d e m o nstr ati n g ≥ 3 m ot or s ei z ur es (i. e., dr o p s ei z ur es, 
t o ni c-cl o ni c, t o ni c, bil at er al cl o ni c, at o ni c, m y o cl o ni c -at o ni c, m y o cl o ni c -t o ni c-cl o ni c, f o c al s ei z ur es wit h 
bil at er al h y p er ki n eti c m ot or f e at ur es . N ot e - Is ol at e d m y o cl o ni c s ei z ur es will n ot b e p art of t h e m ot or s ei z ur e 
c o u nt) p er m o nt h d uri n g t h e 3 m o nt hs i m m e di at el y pri or t o S cr e e ni n g ( b as e d o n t h e I n v esti g at or’s ass ess m e nt). 

A p pr o xi m at el y 3 0 (t ot al) p ati e nts wit h D u p 1 5 q or C D D ( a p pr o xi m at el y 1 5 p ati e nts i n e a c h s y ndr o m e) will b e 
e nr oll e d. 

St u d y P eri o ds:

T his st u d y c o nsists of 2 p eri o ds:

 4 - t o 6-w e e k S cr e e ni n g/ B as eli n e P eri o d

 2 0- w e e k Tr e at m e nt P eri o d

- 8-w e e k D os e O pti mi z ati o n P eri o d 

- 1 2-w e e k M ai nt e n a n c e P eri o d

At t h e S cr e e ni n g Visit ( Visit 1), i nf or m e d c o ns e nt a n d ass e nt (if a p pli c a bl e) will b e o bt ai n e d fr o m t h e p ati e nts 
a n d p ati e nts’ c ust o di al p ar e nt or g u ar di a n. P ati e nts will t h e n u n d er g o s cr e e ni n g pr o c e d ur es t o ass ess st u d y 
eli gi bilit y i n a c c or d a n c e wit h t h e st u d y e ntr y crit eri a. At t his S cr e e ni n g visit a n d at s u bs e q u e nt visits, p ati e nts 
a n d/ or p ati e nts’ c ar e gi v ers will b e pr o vi d e d wit h a s ei z ur e di ar y a n d will b e i nstr u ct e d t o r e c or d s ei z ur e d at a 
d ail y , st arti n g at Visit 1 ( S cr e e ni n g visit) , a n d t o c o nti n u e t hr o u g h o ut t h e st u d y. T h e s ei z ur e di ar y d at a will b e 
c ol l e ct e d d uri n g t h e pr os p e cti v e B as eli n e P eri o d a n d will b e us e d as t h e b as eli n e s ei z ur e d at a f or e n d p oi nt 
a n al ys es. 

At t h e e n d of t h e 4 -w e e k B as eli n e P eri o d, p ati e nts will r et ur n t o t h e cli ni c ( Visit 2). S ei z ur e di ari es will b e 
r e vi e w e d b y t h e M e di c al M o nit or a n d if a p ati e nt do es n ot m e et t h e eli gi bilit y crit eri a, i n cl u di n g mi ni m u m 
n u m b er of s ei z ur es r e q uir e d f or t h e st u d y ( ≥ 3 m ot or s ei z ur es, e x cl u di n g m y o cl o ni c s ei z ur es), t h e p ati e nt will b e 
dis c o nti n u e d fr o m t h e st u d y a n d c o nsi d er e d a s cr e e n f ail ur e. 

T h e p ati e nts w h o m e et t h e e ntr y crit eri a will b e e nr oll e d f or 2 0 w e e ks ( 8 -w e e k D os e O pti mi z ati o n P eri o d a n d 
1 2- w e e k M ai nt e n a n c e P eri o d) of o p e n -l a b el tr e at m e nt wit h T A K-9 3 5. Aft er c o m pl eti o n of t h e tr e at m e nt p eri o d, 
t h e p ati e nts will h a v e a t a p er p eri o d of ma xi m u m  1 4 d a ys a n d a 2 -w e e k F oll o w -u p P eri o d or will b e e nr oll e d t o 
a n o p e n -l a b el e xt e nsi o n st u d y. T h e t ot al st u d y d ur ati o n fr o m S cr e e ni n g t o t h e l ast visit i n t his st u d y will b e a 
m a xi m u m  of 3 0 w e e ks.

D osi n g a n d Titr ati o n S c h e d ul e

T h e t ot al d ail y d os e of T A K- 9 3 5 f or all p ati e nts is c al c ul at e d b as e d o n b o d y w ei g ht at Visit 1 a n d will b e gi v e n 
t wi c e a d a y ( BI D) wit h or wit h o ut f o o d. P ati e nts will r e c ei v e t h e i niti al d os e of st u d y dr u g, D os e 1, f or t h e first 
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7 d a ys st arti n g at Visit 2. T h e st u d y dr u g d os e wil l b e i n cr e as e d t o D os e 2 a n d D os e 3 at D a y 8 ( ± 2 d a ys) a n d 
D a y 1 5 ( ± 2 d a ys). T h e m a xi m u m d os e f or a n y p ati e nt will b e 6 0 0 m g/ d a y ( 3 0 0 m g BI D). T h e fi n al d os e l e v el 
will b e m ai nt ai n e d u ntil t h e e n d of t h e M ai nt e n a n c e P e ri o d; h o w e v er, t h e d os e m a y b e c h a n ge d d uri n g t h e D os e 
O pti mi z ati o n P eri o d wit h a p pr o v al fr o m t h e M e di c al M o nit or. P ati e nts w h o c a n n ot t ol er at e D os e 1 will b e 
wit h dr a w n fr o m t h e st u d y ( a n d will c o m pl et e t h e e arl y t er mi n ati o n a n d s af et y f oll o w - u p visits).

D osi n g S c h e d ul e b y W ei g ht:

W ei g ht ( k g) D os e 1 D os e 2 D os e 3

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

1 0- 1 4 8 0 0/ 4 1 6 0 0/ 8 2 2 0 0/ 1 1

1 5- 1 9 1 2 0 0/ 6 2 0 0 0/ 1 0 2 6 0 0/ 1 3

2 0- 2 4 1 2 0 0/ 6 2 4 0 0/ 1 2 3 2 0 0/ 1 6

2 5- 2 9 1 2 0 0/ 6 2 4 0 0/ 1 2 3 6 0 0/ 1 8

3 0- 3 4 1 6 0 0/ 8 2 8 0 0/ 1 4 4 0 0 0/ 2 0

3 5- 3 9 1 6 0 0/ 8 2 8 0 0/ 1 4 4 4 0 0/ 2 2

4 0- 4 4 1 6 0 0/ 8 3 2 0 0/ 1 6 4 8 0 0/ 2 4

4 5- 4 9 2 0 0 0/ 1 0 3 6 0 0/ 1 8 4 8 0 0/ 2 4

5 0- 5 4 2 0 0 0/ 1 0 3 6 0 0/ 1 8 5 2 0 0/ 2 6

5 5- 5 9 2 0 0 0/ 1 0 3 6 0 0/ 1 8 5 6 0 0/ 2 8

≥ 6 0 2 0 0 2/ 0 4 0 0 4/ 0 6 0 0 6/ 0
a T ot al d os e a d mi nist er e d t wi c e d ail y.

T h e st u d y will b e gi n wit h a p h as e d e nr oll m e nt b as e d o n a g e a n d irr es p e cti v e of t h e u n d erl yi n g s y n dr o m e: 

T w o p ati e nts a g e d ≥ 9 y e ars will b e e nr oll e d f or ass ess m e nt of s af et y a n d p h ar m a c o ki n eti cs ( P K). T h e 

i n d e p e n d e nt D at a M o nit ori n g C o m mitt e e (i D M C) will r e vi e w s af et y ( a d v ers e e v e nts, cli ni c al l a b or at or y t ests) 

a n d a v ail a bl e P K d at a f or t h es e 2 p ati e nts at t h e e n d of i niti al u p -d osi n g or D a y 2 1 . T h e i D M C m a y t h e n 

r ec o m m e n d tr e at m e nt f or a d diti o n al p ati e nts a g e d ≥ 9 y e ars a n d t h e first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars.  

S af et y a n d a v ail a bl e P K d at a f or t h e first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars will b e r e vi e w e d b y t h e i D M C at t h e 

e n d of i niti al u p - d osi n g or D a y 2 1 . T h e i D M C m a y t h e n r e c o m m e n d tr e at m e nt f or a d diti o n al p ati e nts a g e d ≥ 2 t o 

< 9 y e ars. D et ails will b e o utli n e d i n t h e i D M C c h art er.

T h e S p o ns or’s M e di c al M o nit or a n d/ or P h ar m a c o vi gil a n c e P h ysi ci a n will r e vi e w s af et y d at a a n d a v ail a bl e P K 

of t h e first 2 p ati e nts a g e d ≥ 9 y e ars a n d t h e first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars d uri n g e a c h st e p of d os e 

es c al ati o n. 

F oll o wi n g c o m pl eti o n of t h e M ai nt e n a n c e P eri o d, p ati e nts will h a v e t h e o pti o n t o e nr oll i n a l o n g -t er m, o p e n-

l a b el e xt e nsi o n st u d y ( O L E) ( u nd er a s e p ar at e pr ot o c ol [ St u d y T A K - 9 3 5- 1 8-0 0 1 ( O V 9 3 5)]) or t o e nt er a t a p er 

p eri o d ( m a xi m u m 1 4 d a ys). D uri n g t h e t a p er p eri o d, t h e T A K -9 3 5 d os e will b e d e -es c al at e d t o a l o w er d os e 

(t a p er D os e 3 t o D os e 2, t a p er D os e 2 t o D os e 1) e v er y 3 d a ys or l ess fr e q u e ntl y b as e d o n I n v esti g at or’s 

dis cr eti o n u ntil t h er e is n o d e -es c al ati o n a n d T A K -9 3 5 d os e is dis c o nti n u e d. Aft er t a p eri n g, t h e p ati e nts will 
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D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 7 of 1 0 1

c o m pl et e a S af et y F oll o w -u p visit a p pr o xi m at el y 1 5 d a ys aft er t h e l ast d os e of T A K -9 3 5 a n d e xit t h e st u d y.

P h ar m a c o ki n eti c Ass ess m e nts :

P h ar m a c o ki n eti c ass ess m e nt will st art at Visit 2 ( D a y 1). All e nr oll e d p ati e nts i n t h e st u d y will r e c ei v e t h e first 

d os e of T A K -9 3 5 i n t h e cli ni c. Fi v e ( 5) P K bl o o d dr a ws will o c c ur at t h es e f oll o wi n g ti m e p oi nts o n t h e first 

st u d y d a y: pr e- first d os e, 3 0 mi n ut es ( ± 1 0 mi n ut es), 1, 2, a n d 4 h o urs ( ± 1 0 mi n ut es) p ost -first d os e. O n ot h er 

st u d y visit d a ys, t w o ( 2) P K bl o o d dr a ws will b e c oll e ct e d: o n e wit hi n 1 h o ur pri or t o t h e m or ni n g d os e 

( pr e-d os e) a n d t h e ot h er at 3 0 mi n ut es ( ± 1 0 mi n ut es) p ost -m or ni n g d os e.

C o n c o mit a nt a n d Pr o hi bit e d M e di c ati o ns:

A dj u n cti v e a nti e pil e pti c dr u g ( A E D) tr e at m e nt, v a g al n er v e sti m ul at or ( V N S) s etti n gs, a n d k et o g e ni c di et 

s h o ul d n ot b e alt er e d d uri n g t h e st u d y. C o n c urr e nt tr e at m e nt r e gi m e n d at a will b e c oll e ct e d t hr o u g h o ut t h e 

st u d y.

All m e di c ati o ns 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 h er b al pr e p ar ati o ns 

i n cl u di n g ( m e di c al) m arij u a n a a n d c a n n a bi di ol pr o d u cts will b e d o c u m e nt e d t hr o u g h o ut t h e st u d y. ( M e di c al) 

M arij u a n a a n d c a n n a bi di ol pr o d u cts s h o ul d n ot b e alt er e d d uri n g t h e st u d y. 

Us e of str o n g i n d u c ers a n d i n hi bit ors of c yt o c hr o m e P 4 5 0 ( C Y P) 3 A 4 ( e. g., pr es cri pti o n m e di c ati o ns, o v er -t h e-

c o u nt er m e di c ati o ns, di et ar y s u p pl e m e nts, a n d c ert ai n f o o ds s u c h as gr a p efr uit/ gr a p ef r uit j ui c e) wit hi n 3 0 d a ys 

b ef or e e nr oll m e nt t hr o u g h e n d of t a p er is pr o hi bit e d, e x c e pt f or A E Ds t h at ar e str o n g i n d u c ers or i n hi bit ors o nl y 
( e. g., c ar b a m a z e pi n e, p h e n o b ar bit al, p h e n yt oi n). R ef er t o  A p p e n di x 4 for a list of pr o hi bit e d C Y P 3 A 4 

i n d u c ers.

Us e of p er a m p a n el d uri n g t h e st u d y is pr o hi bit e d. 

Us e of tr a diti o n al C hi n es e m e di ci n es s h o ul d b e a p pr o v e d b y t h e M e di c al M o nit or at s cr e e ni n g.

P r o c e d u r es:

D ail y s ei z ur e di ari es ( c oll e ct e d at e a c h visit) will b e us e d t o d et er mi n e t h e m o nt hl y s ei z ur e fr e q u e n c y f or t h e 

e v al u ati o n of effi c a c y. 

Bl o o d s a m pl es f or cli ni c al s af et y l a b or at or y t ests i n cl u di n g h e m at ol o g y a n d c h e mistr y, will b e c oll e ct e d at

Visit 1 ( S cr e e ni n g), Visit 2 ( D a y 1), Visit 3 ( D a y 1 5), Visit 4 ( D a y 3 6), Visit 5 ( D a y 8 5), a n d Visit 6 ( D a y 1 4 1), 

t h e st u d y c o m pl eti o n/ e n d of st u d y visit. I n a d diti o n, uri n al ysis will b e p erf or m e d at t h e s p e cifi e d visits. Bl o o d 

s a mpl es t o ass ess A E D a n d pl a s m a 2 4 H C l e v els will als o b e c oll e ct e d.

Fi v e ( 5) P K bl o o d dr a ws will o c c ur at t h e f oll o wi n g ti m e p oi nts o n t h e first st u d y d a y: pr e -first d os e, 3 0 mi n ut es 

( ± 1 0 mi n ut es), 1, 2, a n d 4 h o urs ( ± 1 0 mi n ut es) p ost-first d os e. O n ot h er st u d y visit d a ys, 2 P K bl o o d dr a ws 

will b e c oll e ct e d; o n e wit hi n 1 h o ur pri or t o t h e m or ni n g d os e ( pr e -m or ni n g -d os e) a n d t h e ot h er at 3 0 mi n ut es 

( ± 1 0 mi n ut es) p ost-m or ni n g d os e.

T h e t ot al bl o o d v ol u m e c oll e ct e d d uri n g t h e st u d y will b e a p pr o xi m at el y 1 2 0 m L f or e a c h p ati e nt. T h e

m a xi m u m  bl o o d v ol u m e c oll e ct e d d uri n g a 3 0-d a y p eri o d will b e a p pr o xi m at el y 4 0 m L a n d m a xi m u m bl o o d 

v ol u m e c oll e ct e d d uri n g a si n gl e visit will b e a p pr o xi m at el y 2 5 m L. T h e t ot al bl o o d v ol u m e li mits ar e 
c o nsist e nt wit h p h ysi ol o gi c al mi ni m al ris k as s p e cifi e d b y t h e W H O g ui d eli n es .1
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 8 of 1 0 1

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

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es f or p ati e nts wit h D u p 1 5 q or 
C D D d uri n g t h e M ai nt e n a n c e P eri o d 

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

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es f or p ati e nts wit h D u p 1 5 q or 
C D D d uri n g t h e Tr e at m e nt P eri o d ( D os e O pti mi z ati o n a n d M ai nt e n a n c e)

 T o i n v esti g at e t h e pr o p orti o n of p ati e nts c o nsi d er e d as tr e at m e nt r es p o n d ers f or p ati e nt s wit h D u p 1 5 q or 
C D D t hr o u g h o ut t h e M ai nt e n a n c e P eri o d; tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e wit h:

o R e d u cti o n of 2 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

o R e d u cti o n of 5 0 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

o R e d u cti o n of 7 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e 

o R e d u cti o n of 1 0 0 % i n m ot or s ei z ur es fr o m b as eli n e

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es l asti n g > 5 mi n ut es f or 
p ati e nts wit h C D D t hr o u g h o ut t h e Tr e at m e nt P eri o d

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e p er c e nt/fr e q u e n c y of s ei z ur e fr e e d a ys i n p ati e nts wit h 
D u p 1 5 q or C D D d uri n g t h e M ai nt e n a n c e P eri o d

 T o ass ess t h e Cli ni c al Gl o b al I m pr essi o n of s e v erit y ( C GI- S-C) pr o vi d e d ), as ass ess e d b y t h e

I n v esti g at or

 T o ass ess t h e Cli ni c al Gl o b al I m pr essi o n of c h a n g e ( C GI -C) pr o vi d e d b y t h e I n v esti g at or

 T o ass ess t h e C ar e gi v er Gl o b al I m pr essi o n of C h a n g e ( C ar e GI -C) r es p o ns es of t h e p ar e nt/f a mil y -
r ep ort e d i m pr essi o n of effi c a c y a n d t ol er a bilit y of st u d y dr u g

 T o i n v esti g at e t h e r el ati o ns hi p b et w e e n 2 4 H C l e v el a n d m ot or s ei z ur e fr e q u e n c y

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

S af et y O bj e cti v es:

 T o e v al u at e s af et y a n d t ol er a bilit y of T A K - 9 3 5

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n b e h a vi or a n d a d a pti v e f u n cti o n usi n g t h e Vi n el a n d A d a pti v e 
B e h a vi or s c al es ( V A B S) a n d A b er r a nt B e h a vi or C h e c klist C o m m u nit y q u esti o n n air e ( A B C-C)

 T o e v al u at e t h e per c e nt of d a ys fr e e of a bs e n c e s ei z ur es , t o d et ermi n e if t h er e is w ors e ni n g of t his 
s ei z ur e t y p e d uri n g tr e at m e nt wit h T A K - 9 3 5

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

P ati e nts a g e d ≥ 2 a n d ≤ 5 5 y e ars wit h D u p 1 5 q or C D D

N u m b e r of P ati e nts: 

A p pr o xi m at el y 3 0 m al e a n d f e m al e p ati e nts 
( a p pr o xi m at el y 1 5 p ati e nts p er s y n dr o m e) will b e 
e nr oll e d

N u m b e r of Sit es: 

Esti m at e d t ot al: A p pr o xi m at el y 1 0 sit es

St u d y D r u g:

P ati e nts will b e d os e d wit h T A K -9 3 5 (T a bl e 1)

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

Or al or vi a g astr ost o m y t u b e ( G -t u b e)/p e r c ut a n e o us 

C CI
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 9 of 1 0 1

e n d os c o pi c g astr ost o m y ( P E G) t u b e. J ej u n ost o m y 
t u b e (J-t u b e) m a y b e c o nsi d er e d f oll o wi n g a p pr o v al 
b y t h e S p o ns or a n d M e di c al M o nit or

N ot e - P ati e nts e nr oll e d i n cli ni c al sit es i n C hi n a ar e 
n ot t o r e c ei v e st u d y dr u g vi a G -t u b e/ P E G t u b e/ J-
t u b e.

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

2 0 w e e ks pl us a m a xi m u m t a p er p eri o d of 1 4 d a ys

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

~ 3 0 w e e ks (i n cl u d es u p t o 4 - to 6 -w e e k 
S cr e e ni n g/ B as eli n e p eri o d, 2 0 -w e e k Tr e at m e nt 
P eri o d [ 8 -w e e k D os e O pti mi z ati o n P eri o d, a n d 
1 2- w e e k M ai nt e n a n c e P eri o ds], 1 4- d a y t a p er, a n d 
2 -w e e k s af et y f oll o w - u p p eri o d)

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

1. T h e p ati e nt h as a d o c u m e nt e d di a g n osis of D u p 1 5 q or C D D s u p p ort e d b y:

 D u p 1 5 q , di a g n os e d p e r st a n d ar d of c ar e a n d c o nsist e nt wit h lit er at ur e d es cri b e d p h e n ot y p e

 C D D

- A p at h o g e ni c or li k el y p at h o g e ni c v ari a nt i n C D K L 5

O R

- A v ari a nt of u n c ert ai n si g nifi c a n c e ( V U S) i n t h e ki n as e d o m ai n of C D K L 5 t h at h as 
b e e n c o nfir m e d t o b e d e n o v o. U nl ess b ot h p ar e nts h a v e b e e n t est e d a n d f o u n d t o n ot 
h ar b or t h e V U S, a p ati e nt wit h a V U S c a n n ot b e e nr oll e d. P arti ci p a nts wit h a V U S 
f o u n d o utsi d e of t h e ki n as e d o m ai n will n ot b e e nr oll e d. 

- A p ati e nt wit h m os ai cis m f or a C D K L 5 v ari a nts is eli gi bl e.

2. T h e p ati e nt or p ati e nt’s c ust o di al p ar e nt or g u ar di a n ar e willi n g a n d a bl e t o r e a d, u n d erst a n d, a n d si g n 
t h e i nf or m e d c o ns e nt f or m a n d ass e nt, if a p pli c a bl e

3. M al e a n d f e m al e p ati e nts a g e d ≥ 2 a n d ≤ 5 5 y e ars at t h e ti m e of i nf or m e d c o ns e nt 

4. A hist or y of, o n a v er a g e, ≥ 3 m ot or s ei z ur es ( e x cl u di n g is ol at e d m y o cl o ni c s ei z ur es) p er m o nt h d uri n g 
t h e 3 m o nt hs i m m e di at el y pri or t o S cr e e ni n g b as e d o n t h e I n v esti g ator’s ass ess m e nt, a n d t h e p ati e nt h as 
≥ 3 m ot or s ei z ur es ( e x cl u di n g is ol at e d m y o cl o ni c s ei z ur es) d uri n g t h e 4 -w e e k pr os p e cti v e B as eli n e 
P eri o d

5. W ei g ht of ≥ 1 0 k g at t h e S cr e e ni n g visit ( Visit 1)

6. C urr e ntl y t a ki n g 1 t o 6 A E Ds at a st a bl e d os e f or 4 w e e ks pri or t o t h e S cr e e ni n g visit ( Visit 1) ; 
b e n z o di a z e pi n es us e d c hr o ni c all y ( o n d ail y fr e q u e n c y) t o tr e at s ei z ur es ar e c o nsi d er e d A E Ds. 
A nti e pil e pti c dr u g tr e at m e nt, ( m e di c al) m arij u a n a, c a n n a bi di ol pr o d u cts, V N S s etti n gs, a n d k et o g e ni c 
di et s h o ul d n ot b e alt er e d d u ri n g t h e st u d y.

7. T h e us e of c a n n a bi di ol pr o d u cts m ust b e st a bl e f or 4 w e e ks pri or t o s cr e e ni n g

8. If usi n g a V N S, m ust h a v e V N S pl a c e d at l e ast 3 m o nt hs pri or t o t h e S cr e e ni n g visit wit h st a bl e s etti n gs 
f or > 1 m o nt h; V N S p ar a m et ers m ust r e m ai n c o nst a nt t hr o u g h o ut t h e st u d y ( V N S will n ot b e c o u nt e d as 
a n A E D)

9. If o n a k et o g e ni c di et, m ust h a v e st art e d t h e k et o g e ni c di et at l e ast 3 m o nt hs pri or t o t h e S cr e e ni n g visit 
( Visit 1), di et s h o ul d b e st a bl e f or 4 w e e ks b ef or e t h e S cr e e ni n g visit ( Visit 1); a n d s h o ul d c o nti n u e 
t hr o u g h t h e d ur ati o n of t h e st u d y (k et o g e ni c di et will n ot b e c o u nt e d as a n A E D)

1 0. F ail e d t o b e c o m e a n d r e m ai n s ei z ur e -fr e e wit h tri als of at l e ast 2 A E Ds

1 1. T h e p ati e nt or p ati e nt’s l e g al r e pr es e nt ati v e ( p ar e nts or l e g al g u ar di a n) is willi n g t o k e e p t h e A E D, 
( m e di c al) m arij u a n a, c a n n a bi di ol pr o d u cts, V N S, a n d k et o g e ni c di et r e gi m e n(s) st a bl e t hr o u g h o ut t h 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 

U s
e 

O n
l y
 a

n d
 S u

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e



Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 1 0 of 1 0 1

st u d y

1 2. T h e p ati e nt is a bl e t o c arr y o ut all a p pr o pri at e ass ess m e nts a n d t a k e st u d y dr u g i n t h e o pi ni o n of t h e 
I n v esti g at or a n d p ar e nt/ c are gi v er

1 3. S e x u all y a cti v e f e m al e p ati e nts of c hil d b e ari n g p ot e nti al ( d efi n e d as first m e n ar c h e) m ust a gr e e t o 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 d uri n g t h e st u d y a n d f or 3 0 d a ys aft er t h e l ast d os e of st u d y 
dr u g . S e x u all y a cti v e m al e p ati e nts ( p os t-p u b ert al u nl ess p er m a n e ntl y st erili z e d b y bil at er al 
or c hi d e ct o m y) m ust a gr e e t o us e m al e c o ntr a c e pti o n ( c o n d o m) d uri n g t h e st u d y a n d f or a mi ni m u m of 
3 0 d a ys f oll o wi n g t h e l ast d os e of st u d y dr u g. M al e p ati e nts m ust als o n ot d o n at e s p er m d uri n g t h e 
S cr e e ni n g a n d Tr e at m e nt P eri o ds a n d f or at l e ast 3 0 d a ys aft er t h e l ast d os e of st u d y dr u g.

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

P ati e nts will b e e x cl u d e d fr o m st u d y e nr oll m e nt if t h e y m e et a n y of t h e f oll o wi n g crit eri a:

1. T h e p ati e nt h as b e e n a d mitt e d t o a m e di c al f a cilit y a n d i nt u b at e d f or tr e at m e nt of st at us e pil e pti c us 2 or 
m or e ti m es i n t h e 3 m o nt hs i m m e di at el y pri or t o t h e s cr e e ni n g visit

2. P ati e nts wit h a hist or y of c o nfir m e d c at ar a ct ( u ntr e at e d wit h s ur g er y)

3. U nst a bl e, cli ni c all y si g nifi c a nt n e ur ol o gi c ( ot h er t h a n t h e dis e as e b ei n g st u di e d), ps y c hi atri c, 

c ar di o v as c ul ar, o p ht h al m ol o gi c, p ul m o n ar y, h e p ati c, r e n al, m et a b oli c, g astr oi nt esti n al, ur ol o gi c, 

i m m u n ol o gi c, h e m at o p oi eti c, or e n d o cri n e dis e as e or ot h er a b n or m alit y, w hi c h m a y i m p a ct t h e a bilit y 

t o p arti ci p at e i n t h e st u d y or t h at m a y p ot e nti all y c o nf o u n d t h e st u d y r es ults. 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 ass ess t h e cli ni c al si g nifi c a n c e; h o w e v er, c o ns ult ati o n wit h t h e M e di c al M o nit or m a y 

b e w arr a nt e d

4. A n y hist or y of al c o h ol, o pi oi d, or ot h er dr u g us e dis or d er, as p er t h e Di a g n osti c a n d St atisti c al M a n u al 

of M e nt al Dis or d ers, Fift h E diti o n ( D S M -V), wit hi n t h e 2 y e ars i m m e di at el y pri or t o t h e S cr e e ni n g 
Visit ( Visit 1)

5. S ui ci d e att e m pt wit hi n t h e l ast y e ar, at si g nifi c a nt ris k of s ui ci d e ( eit h er i n t h e o pi ni o n of t h e 

I n v esti g at or or d efi n e d as ‘ y es’ t o s ui ci d al i d e ati o n q u esti o n 4 or 5 o n t h e C ol u m bi a -S ui ci d e S e v erit y 

R ati n g S c al e [ C -S S R S] at S cr e e ni n g), or a p p e ari n g s ui ci d al p er I n v esti g at or j u d g m e nt

6. A b n or m a l a n d cli ni c all y si g nifi c a nt el e ctr o c ar di ogr a m ( E C G) a b n or m alit y at S cr e e ni n g; Q T i nt er v al 

wit h Fri d eri ci a’s c orr e cti o n m et h o d ( Q T c F) > 4 5 0 ms ( m al es) or > 4 7 0 ms (f e m al es) or a b o v e u p p er li mit 
of n or m a l f or a g e, c o nfir m e d wit h o n e r e p e at t esti n g, at t h e S cr e e ni n g visit

7. A b n or m a l cli ni c al l a b or at or y t est r es ults at t h e S cr e e ni n g visit t h at s u g g est a cli ni c all y si g nifi c a nt 

u n d erl yi n g dis e as e t h at w o ul d c o m pr o mis e t h e w ell -b ei n g of t h e p ati e nt (if t h e p ati e nt h as 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] > 2. 5 × t h e u p p er li m it of n or m al 
[ U L N], t h e M e di c al M o nit or s h o ul d b e c o ns ult e d) 

8. C urr e ntl y r e c ei vi n g a st u d y dr u g or p arti ci p at e d i n a cli ni c al st u d y i n v ol vi n g a n ot h er i n v esti g ati o n al 
pr o d u ct i n t h e pr e vi o us m o nt h ( or 5 h alf -li v es of t his i n v esti g ati o n al pr o d u ct, w hi c h e v er is l o n g er) 

9. R e c ei v e d T A K -9 3 5 i n a pr e vi o us cli ni c al st u d y or as a t h er a p e uti c a g e nt

1 0. I m m e di at e f a mil y m e m b ers, or i n a d e p e n d e nt r el ati o ns 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 ol v e d 
i n t h e c o n d u ct of t his st u d y ( e. g., c hil d, si bli n g)

1 1. 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 T A K -9 3 5 f or m ul ati o n

1 2. C urr e ntl y pr e g n a nt or br e astf e e di n g or is pl a n ni n g t o b e c o m e pr e g n a nt wit hi n 3 0 d a ys of t h e l ast d os e of 
st u d y dr u g

E n d p oi nts:

Pri m ar y Effi c a c y E n d p oi nt

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

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e



Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 1 1 of 1 0 1

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a ys i n t h e p ati e nts wit h C D D d uri n g 
t h e M ai nt e n a n c e P eri o d

O R

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a ys i n t h e p ati e nts wit h D u p 1 5 q
d uri n g t h e M ai nt e n a n c e P eri o d

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

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a ys i n t h e p ati e nts wit h C D D d uri n g 
t h e Tr e at m e nt P eri o d

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a ys i n t h e p ati e nts wit h D u p 1 5 q
d uri n g t h e Tr e at m e nt P eri o d

 Pr o p orti o n of p ati e nts c o nsi d er e d tr e at m e nt r es p o n d ers f or p ati e nts wit h C D D t hr o u g h o ut t h e 
M ai nt e n a n c e P eri o d; tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e wit h: 

- R e d u cti o n of 2 5 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 5 0 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 7 5 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e 

- R e d u cti o n of 1 0 0 % i n m e di a n m ot or s ei z ur es fr o m b as eli n e

 Pr o p orti o n of p ati e nts c o nsi d er e d tr e at m e nt r es p o n d ers f or p ati e nts wi t h D u p 1 5 q t hr o u g h o ut t h e 
M ai nt e n a n c e P eri o d; tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e wit h:

- R e d u cti o n of 2 5 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 5 0 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 7 5 % or m or e i n m e di a n m ot or s ei z ur es fr o m b as eli n e 

- R e d u cti o n of 1 0 0 % i n m e di a n m ot or s ei z ur es fr o m b as eli n e

 P er c e nt c h a n g e fr o m B as eli n e i n fr e q u e n c y of m ot or s ei z ur es l o n g er t h a n 5 mi n ut es i n p ati e nts wit h 
C D D

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e -fr e e d a ys fr e q u e n c y i n p ati e nts wit h D u p 1 5 q or C D D
d uri n g t h e M ai nt e n a n c e P eri o d 

 C h a n g e fr o m b as eli n e i n C GI-S 

 Ass ess m e nt of r ati n gs as ass ess e d b y t h e cli ni ci a n usi n g t h e C GI - C

 Ass ess m e nt of r ati n gs as ass ess e d b y t h e c ar e gi v er usi n g t h e C ar e GI -C 

 T o c h ar a ct eri z e pl as m a 2 4 H C l e v els a n d c h a n g e i n m ot or s ei z ur e fr e q u e n c y i n p ati e nts tr e at e d wit h 
T A K- 9 3 5 as a n a dj u n cti v e t h er a p y

E x pl or at or y Effi c a c y E n d p oi nts

S af et y E n d p oi nts

 P er c e nt a g e of p ati e nts wit h 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)

 C h a n g e i n b e h a vi or al a n d a d a pti v e f u n cti o n al m e as ur es usi n g t h e V A B S

 C h a n g e i n b e h a vi or m e as ur es usi n g t ot al s c or es a n d s u bs c al e s c or es of A B C -C 

 P er c e nt a g e of p ati e nts wit h at l e ast 1 m ar k e dl y a b n or m al v al u e f or cli ni c al l a b or at or y e v al u ati o ns, vit al 
si g ns, b o d y w ei g ht a n d h ei g ht, a n d E C G p ar a m et ers aft er T A K -9 3 5 tr e at m e nt

 C h a n g e fr o m B as eli n e i n cli ni c al l a b or at or y e v al u ati o ns, vit al si g ns, b o d y w ei g ht, h ei g ht, C- S S R S, a n d 
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E C G p ar a m et er v al u es aft er T A K -9 3 5 tr e at m e nt

 P er c e nt of a bs e n c e s ei z ur e fr e e d a ys i n p ati e nts w h o r e p ort a bs e n c e s ei z ur es d uri n g b as eli n e .

S af et y:

A n i D M C will m o nit or t h e p ati e nt s af et y i n a c c or d a n c e wit h t h e i D M C c h art er. 

T h e st u d y will b e gi n wit h a p h as e d e nr oll m e nt b as e d o n a g e a n d irr es p e cti v e of t h e u n d erl yi n g s y n dr o m e:

 T w o p ati e nts a g e d ≥ 9 y e ars will b e e nr oll e d f or ass ess m e nt of s af et y a n d P K. T h e i D M C will r e vi e w 
s af et y ( a d v ers e e v e nts, cli ni c al l a b or at or y r es ults) a n d a v ail a bl e P K d at a f or t h es e 2 p ati e nts at t h e e n d 
of i niti al u p -d osi n g or D a y 2 1 . T h e i D M C m a y t h e n re c o m m e n d tr e at m e nt f or a d diti o n al p ati e nts a g e d 
≥ 9 y e ars a n d t h e first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars.

 T h e S p o ns or’s M e di c al M o nit or a n d/ or P h ar m a c o vi gil a n c e p h ysi ci a n will r e vi e w s af et y d at a a n d 
a v ail a bl e P K of first 2 p ati e nts a g e d ≥ 9 y e ars a n d first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars d uri n g e a c h st e p of 
d os e es c al ati o n.

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

All st atisti c al a n al ys es will b e p erf or m e d usi n g S A S ® V ersi o n 9. 4 or hi g h er. All cli ni c al st u d y d at a will b e 
pr es e nt e d i n p ati e nt d at a listi n gs. D at a s u m m ari es w ill b e pr es e nt e d f or all e n d p oi nts a n d will i n cl u d e 
d es cri pti v e st atisti cs ( n u m b er of p ati e nts [ n], m e a n, st a n d ar d d e vi ati o n [ S D], first q u artil e [ Q 1], m e di a n, t hir d 
q u artil e [ Q 3], mi ni m u m a n d m a xi m u m) f or c o nti n u o us v ari a bl es, a n d fr e q u e n c y a n d p er c e nt a g e f or c at e g ori c al 
a n d or di n al v ari a bl es. If t h er e ar e missi n g v al u es, t h e n u m b er of missi n g will b e pr es e nt e d, b ut wit h o ut a 
p er c e nt a g e.

F or all a n al ys es, ‘ B as eli n e’ r ef ers t o t h e pr os p e cti v e 4 -w e e k B as eli n e P eri o d.

M o difi e d I nt e nt -t o-Tr e at ( mI T T) A n al ysis S et

All p ati e nts w h o h a v e r e c ei v e d at l e ast 1 d os e of st u d y dr u g a n d h a v e b e e n ass ess e d f or effi c a c y (i. e., h as at 
l e ast o n e effi c a c y o ut c o m e m e as ur e) f or at l e ast 1 d a y i n t h e Tr e at m e nt P eri o d will b e i n cl u d e d i n t h e m o difi e d 
i nt e nt-t o-tr e at ( mI T T) a n al ysis s et. 

Effi c a c y A n al ysis P o p ul ati o n

All mI T T s u bj e cts w h os e ass ess m e nts ar e c o m pli a nt wit h Pr ot o c ol A m e n d m e nt 2 will b e i n cl u d e d i n t h e 
effi c a c y a n al ysis p o p ul ati o n. Effi c a c y a n al ys es f or pri m ar y a n d s e c o n d ar y effi c a c y e n d p oi nts will b e b as e d o n 
t h e effi c a c y a n al ysis p o p ul ati o n a n d t h e mI T T s et , a n d t h os e f or e x pl or at or y effi c a c y e n d p oi nts will b e b as e d o n 
t h e mI T T s et.

S af et y A n al ysis S et

All p ati e nts w h o t a k e at l e ast 1 d os e of st u d y m e di c ati o n will b e i n cl u d e d i n t h e S af et y A n al ysis S et.

A n al ysis Gr o u ps

All a n al ys es will b e p erf or m e d o n 2 a n al ysis gr o u ps: t h e D u p 1 5 q gr o u p a n d t h e C D D gr o u p. 

Effi c a c y A n al ys es

M ot or s ei z ur e ( wit h e x cl usi o n of is ol at e d m y o cl o ni c s ei z ur es) fr e q u e n c y p er 2 8 d a ys will b e c al c ul at e d at e a c h 

s p e cifi e d i nt er v al as [( n u m b er of s ei z ur es i n t h at i nt er v al) / ( d a ys wit h n o missi n g s ei z ur e c o u nt i n t h at i nt er v al)] 

× 2 8. 

F or all p ati e nts, m ot or s ei z ur e fr e q u e n ci es p er 2 8 d a ys f or t h e 4 -w e e k pr os p e cti v e S cr e e ni n g/ B as eli n e P eri o d, 

e a c h 4 -w e e k i nt er v al i n t h e M ai nt e n a n c e P eri o d, t h e M ai nt e n a n c e P eri o d a n d t h e 2 0 -w e e k Tr e at m e nt P eri o d will 

b e c al c ul at e d. 

O bs er v e d v al u es, c h a n g e fr o m B as eli n e, a n d p er c e nt c h a n g e fr o m B as eli n e f or t h e m ot or s ei z ur e fr e q u e n c y ( p er 

2 8 d a ys) will b e s u m m ari z e d d es cri pti v el y b y a n al ysis gr o u p f or t h e f oll o wi n g i nt er v als: t h e t hr e e 4 -w e e k 

i nt er v als i n t h e M ai nt e n a n c e p eri o d, t h e M ai nt e n a n c e P eri o d a n d t h e e ntir e 2 0 w e e ks of Tr e at m e nt P eri o d. F or 
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e a c h a n al ysis gr o u p , t h e m edi a n  of pri m ar y e n d p oi nt will b e pr es e nt e d al o n g wit h its c orr es p o n di n g 9 0 % 

c o nfi d e n c e i nt er v al. Hist o gr a ms will b e pr o d u c e d f or t h e pri m ar y e n d p oi nt f or e a c h a n al ysis gr o u p. T h e a n al ysis 

will b e r e p e at e d f or all m ot or s ei z ur e t y p es.

T h e ti m e c o urs e of s ei z ur e fr e q u e n ci es ( p er 2 8 d a ys) i n c o ns e c uti v e 4 -w e e k i nt er v als i n t h e M ai nt e n a n c e P eri o d 

will b e dis pl a y e d i n a li n e gr a p h b y a n al ysis gr o u p. 

T h e pr o p orti o n of tr e at m e nt r es p o n d ers b as e d o n ≥ 2 5 % w ors e ni n g, < 2 5 % a n d > 1 % w ors e ni n g, n o c h a n g e 

(W ors e ni n g of 1 % t o R e d u cti o n of 1 %) , ≥ 2 5 % r e d u cti o n, ≥ 5 0 % r e d u cti o n, ≥ 7 5 % r e d u cti o n, a n d 1 0 0 % 

r e d u cti o n fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y d uri n g t h e M ai nt e n a n c e P eri o d will b e s u m m ari z e d at e a c h 

4- w e e k i nt er v al, t h e 1 2 w e e ks of m ai nt e n a n c e p er i o d, a n d t h e e ntir e 2 0 w e e ks of t h e Tr e at m e nt P eri o d b y 

a n al ysis gr o u p.

O bs er v e d v al u es a n d c h a n g e fr o m B as eli n e i n Cli ni c al Gl o b al I m pr essi o n of S e v erit y ( C GI -S) will b e a n al y z e d 
d es cri pti v el y at e a c h st u d y visit. R ati n gs of Cli ni c al Gl o b al I m pr essi o n - C h a n g e ( C GI -C) a n d C ar e gi v er Gl o b al 

I mpr essi o n of C h a n g e ( C ar e GI -C) r es p o ns es will b e ass ess e d .  

T e c h ni q u es f or h a n dli n g mi ssi n g i nf or m ati o n wit h r es p e ct t o r e p orti n g of s ei z ur es i n t h e tr e at m e nt p eri o d ( D os e 

O pti mi z ati o n a n d M ai nt e n a n c e) will b e s p e ci fi e d i n d et ail i n t h e st atisti c al a n al ysis pl a n ( S A P).

S af et y A n al ys es

All s af et y ass ess m e nts will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs. All s af et y a n al ys es will b e b as e d o n 

o bs er v e d d at a o nl y, a n d n o missi n g v al u es will b e i m p ut e d. R e p ort e d A E t er ms will b e c o d e d usi n g t h e M e di c al 

Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A) a n d s u m m ari z e d b y pr ef err e d t er m a n d s yst e m or g a n cl ass 

c at e g ori es. S eri o us a d v ers e e v e nts ( S A Es) a n d A Es l e a di n g t o st u d y dis c o nti n u ati o n will als o b e s u m m ari z e d.

O bs er v e d v al u es a n d c h a n g e fr o m b as eli n e i n l a b or at or y p ar a m et ers, 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 b y st u d y visit. T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o h a v e m et p ot e nti all y cli ni c all y 

si g nifi c a nt crit eri a at a n y p ost b as eli n e visit will b e s u m m a ri z e d f or l a b or at or y, vit al si g ns, a n d E C G p ar a m et ers. 

T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h s hifts i n l a b or at or y will b e s u m m ari z e d. T h e n u m b er a n d 

p er c e nt a g e of p ati e nts wit h C -S S R S ass ess m e nts of s ui ci d al i d e ati o n a n d b e h a vi or will als o b e s u m m ari z e d.

Pri or a n d c o n c o mit a nt m e di c ati o n us e will b e s u m m ari z e d b y W orl d H e alt h Or g a ni z ati o n A n at o mi c al 

T h er a p e uti c C h e mi c al ( W H O -A T C) cl assifi c ati o n s yst e m. 

E x pl or at or y A n al ys es

S a m pl e Si z e J ustifi c ati o n:  

A f or m al s a m pl e si z e c al c ul ati o n w as n ot p erf or m e d f or t his st u d y. Gi v e n t h e r ar e o c c urr e n c e of t h es e e pil e pti c 

e n c e p h al o p at h y s y n dr o m es a n d b as e d o n pri or cli ni c al d e v el o p m e nt pr o gr a ms f or tr e at m e nt of r ar e dis e as es, t h e 

c urr e nt s a m pl e si z e is d e e m e d a p pr o pri at e t o e v al u at e t h e effi c a c y a n d s af et y of T A K -9 3 5 i n p ati e nts wit h 

D u p 1 5 q a n d C D D .
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A E a d v ers e e v e nt

A E D a nti e pil e pti c dr u gs

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 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
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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

BI D t wi c e d ail y

C ar e GI - C C ar e gi v er Gl o b al I m pr essi o n of C h a n g e

C D D C y cli n -D e p e n d e nt Ki n as e -Li k e 5 D efi ci e n c y Dis or d er

C D K L 5 C y cli n -D e p e n d e nt Ki n as e -Li k e 5

C GI Cli ni c al Gl o b al I m pr essi o n

C GI - C Cli ni c al Gl o b al I m pr essi o n - C h a n g e

C GI - S Cli ni c al Gl o b al I m pr essi o n of S e v erit y

C H 2 4 H c h ol est er ol 2 4 -h y dr o x y l a s e

CI c o nfi d e n c e i nt er v al

CI O M S C o u n cil f or I nt er n ati o n al Or g a ni z ati o ns of M e di c al S ci e n c es

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 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, at st e a d y st at e

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

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 Y P c y t oc hr o m e P - 4 5 0

D E E d e v el o p m e nt al a n d e pil e pti c e n c e p h al o p at h y

D S M - V Di a g n osti c a n d St atisti c al M a n u al of M e nt al Dis or d ers – 5 t h e diti o n

D u p 1 5 q 1 5 q D u pli c ati o n s y n dr o m e

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

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

E D C e l e ctr o ni c d at a c a pt ur e

E E G e l e ctr o e n c e p h al o gr a m
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E O e n z y m e o c c u p a n c y

G A B A γ- a mi n o b ut yri c a ci d

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

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

G- t u b e g astr ost o m y t u b e

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

I A R i nf usi o n-ass o ci at e d r e a cti o n

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

I C F inf or m e d c o ns e nt f or m

i D M C i n d e p e n d e nt D at a M o nit ori n g C o m mitt e e

I N R int e r n ati on al n o r m ali z e d r ati o

I R B/I E C i nstit uti o n al r e vi e w b o ar d/i n d e p e n d e nt et hi cs c o m mitt e e

I x R S/I W R S I nt er a cti v e V oi c e/ W e b R es p o ns e S yst e m

J-t u b e jej u n ost o m y t u b e

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 T T m o difi e d i nt e nt -t o-tr e at 

N M D A N -m et h y l- D-as p art at e

O L E o p e n -l a b el e xt e nsi o n

O T C o v er t h e c o u nt er

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

P E G P er c ut a n e o us e n d os c o pi c g astr ost o m y

P E T p ositr o n e missi o n t o m o gr a p h y

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

P T pr ef err e d t er m

P W A C R Pr a d er -Willi/ A n g el m a n criti c al r e gi o n

Q 1 first q u artil e

Q 3 t hir d q u artil e

Q D o n c e d ail y

Q T c F Q T i nt er v al wit h Fri d eri ci a’s c orr e cti o n m et h o 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 D st a n d ar d d e vi ati o n

S O C s yst e m or g a n cl ass
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S U S A R sus 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

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 of first o c c urr e n c e of Cm a x

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

V A B S Vi n el a n d A d a pti v e B e h a vi or s c al es

V N S v a g al n er v e sti m ul at or

V U S v ari a nt of u n c ert ai n si g nifi c a n c e

W H O -A T C W orl d H e alt h Or g a ni z ati o n A n at o mi c al T h er a p e uti c C h e mi c al cl assifi c ati o n s yst e m

W H O -D D W orl d H e alt h Or g a ni z ati o n Dr u g Di cti o n ar y

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

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e



Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 2 2 of 1 0 1

3. I N T R O D U C T I O N

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

A d dit i on al i nf or m ati o n a b o ut t h e ris ks, k n o w n a n d e x p e ct e d b e n efits, of T A K-9 3 5 m a y  b e fo u n d 
i n t h e c urr e nt e diti on of t h e I n v est i g at or’s Br o c h ur e (I B). 

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

3. 2. 1. 1 5 q D u pli c ati o n S y n d r o m e ( D u p 1 5 q)

D u pli c at i ons o f t he pr o xi m al ar m o f c hr o m o s o me 1 5 q 1 1. 2 -q 1 3. 1 r es ult i n t h e g e n et i c c o n diti on 
D u p 1 5 q. M ul tipl e g e n es i n cl u di n g U B E 3 A fr o m t hi s r e gio n ar e i m pli c at e d i n t h e p at h o g e n esis of 
a uti s m s p e ctr u m dis or d ers, e pil e ps y, a n d s c hi z o p hr e ni a.3 I n cr e as e d d os a g e of t h e U B E 3 A 
c o ntri b ut es t o e pil e p s y in D u p 1 5 q a n d it i s t h o u g ht t o b e t h e u n d erl yi n g c a us e of t h e a utist i c 
f e at ur es of t h e s y n dr o m e as w ell. W h e n U B E 3 A is el e v at e d i n gli a, A T P α l e v els ar e r e d u c e d, 
t hus i n cr e asi n g t h e c o n c e ntr ati o n of K + i n t h e e xtr a c ell ul ar s p a c e. El e v at e d e xtr a c ell ul ar K + l e a ds 
t o t h e n e ur o n al d ysf u n cti o n vi a N M D A r e c e pt or a cti v ati on a n d h as e m er g e d as a p ot e nti al c a us e 
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of  e pil e ps y. T h e most d e v ast ati n g f e at ur e of D u p 1 5 q is diffi c ult t o c o ntr ol s ei z ur es.4

A p pr o xi m at el y  6 0 % of t h e p atie nts h a v e s ei z ur es a n d t h e r at e of s ei z ur es is hi g h er i n p at i ent s
wi t h idi c 1 5 f or m . T h e ot h er mo st c o m m o n  s ei z ur e t yp es ar e i nf a nt il e s p as m a n d g e n er ali z e d 
t o nic – cl o ni c s ei z ur e s f oll o w e d b y at o ni c, m y o cl o ni c, f o c al -o n s et, a n d t o ni c s ei z ur es .5 P o orl y  
c o ntr oll e d s ei z ur es s e v er el y i m p a ct t h e q u alit y of  lif e of b ot h aff e ct e d i n di vi d u als a n d t h eir 
c ar e gi v ers. C urr e nt tr e at m e nt o pti o ns f or D u p 1 5 q -a s s o ci at e d e pil e p s y  ar e oft e n i n eff e cti v e. 
G A B A er gi c pr o m oti n g a nt i e pil e pti cs ar e t ypi c all y i n eff e ct i v e w hil e br o a d-s p e ctr u m a nt i e pil e pti c 
m e di c at i ons s u c h as v al pr o i c a ci d a n d r ufi n a mi d e pr o vi d e s om e r eli ef.

3. 2. 2. C D K L 5 D efi ci e n c y Dis o r d e r ( C D D)

P ati e nt s wi t h c y cli n-d e p e n d e nt ki n as e -li k e 5 ( C D K L 5) m ut ati o ns pr es e nt wit h e arl y e pil e ps y,
st arti n g fr o m 1 0 d a y s t o 3 mo nt hs aft er birt h .6 I n p artic ul ar, e arl y dr u g- r esist a nt e pil e ps y, us u all y 
st arti n g i n t h e first m o nt hs of lif e, t e n ds t o b e t h e m ost c o m m o n f e at ur e. S ei z ur es ar e i n g e n er al 
hi g hl y  p ol y mor p hi c a n d m a n y  diff er e nt s eiz ur e t y p es c a n als o o c c ur i n t h e s a m e p at i ent , 
c h a n gi n g wit h ti m e. C o m pl e x p arti al s ei z ur es, i nf a nt il e s p as ms, m y o cl oni c, g e n er ali z e d 
t o nic- cl o ni c, a n d t o ni c s ei z ur es h a v e all b e e n r e p ort e d. St er e ot y pi c h a n d m o v e m e nts, s e v er e 
h y p ot o ni a, a n d i m p air e d ps y c h o m o t or d e v el o p m e nt ar e us u all y ass o ci at e d wit h C D K L 5 
m ut ati o ns a n d c o m m o n t o t h e g e n er al cli ni c al m a nif est ati o n of R ef err al t o Tr e at m e nt p ati e nts. 
C D K L 5 pl a ys a n i m p ort a nt r ol e i n c o ntr olli n g p osts y n a pti c l o c ali z ati o n of t h e Gl u N 2 B-S A P 1 0 2 
c o m pl e x i n t h e hi p p o c a m p us a n d t h er e b y r e g ul at es s ei z ur e s us c e pt i bility, a n d t h at a b err a nt 
N M D A r e c e pt or -m e d i at e d s y n a pti c tr a ns missi on u n d erli es t h e p at h ol o gi c al m e c h a nis ms of t h e 
C D K L 5 l oss -of -f un ct i on .7

 
. 

T h e c urr e nt st u d y  is d e sig n e d t o e x pl or e t h e eff e cts of T A K -9 3 5 o n s ei z ur e fr e q u e n c y  u si n g a 
s ei z ur e di ar y. A n a d ditio n al ai m  is t o c h ar a ct eri z e t h e s af et y a n d t ol e r a bilit y of mul tipl e -d os e 
T A K -9 3 5 a d mi nistr ati o n i n p at i ent s wit h D u p 1 5 q or C D D . 
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4. S T U D Y O B J E C T I V E S A N D E N D P O I N T S

St u d y  o bje ct i v es a n d ass o ci at e d e n d p oi nts ar e pr es e nt e d i n S e cti o n 4. 1 a n d S e cti o n 4. 2 , 
r es p e cti v el y; t h e fr e q u e n c y a n d ti mi n g of st u d y me as ur e m e nts is pr o vi d e d i n t h e S c h e d ul e of 
Ass ess m e nts (T a bl e 2 ). I nf or m atio n r e g ar di n g s a m pl e c oll e ct i on a n d s af et y d at a c oll e ct i on ar e 
pr es e nt e d i n S e cti o n 8.

4. 1. O bj e cti v es

4. 1. 1. P ri m a r y O bj e cti v e

T h e pri m ar y  o bj e cti v e of t his st u d y is:

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es f or p ati e nts 
wi t h D u p 1 5 q or C D D d uri n g t h e M ai nt e n a n c e P eri o d.

4. 1. 2. S e c o n d a r y O bj e cti v es

T h e s e c o n d ar y  o bj e cti v es of t his st u d y ar e:

 T o i n v esti g at e t h e eff e ct of T A K - 9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es f or p ati e nts 
wi t h D u p 1 5 q or C D D d uri n g t h e Tr e at m e nt P eri o d ( D os e O pti mi z at i on a n d 
M ai nt e n a n c e) 

 T o i n v esti g at e t h e pr o p orti o n of p ati e nts c o nsi d er e d as tr e at m e nt r es p o n d ers f or 
p ati e nts wi t h D u p 1 5 q or C D D t hr o u g h o ut t h e M ai nt e n a n c e P eri o d; tr e at m e nt 
r es p o n d ers ar e d efi n e d as t h os e wit h:

 R e d u cti o n o f 2 5 % or m or e i n m ot or s ei z ur es fr om b as el i n e

 R e d u cti o n o f 5 0 % or m or e i n m ot or s ei z ur es fr om b as eli n e

 R e d u cti o n o f 7 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

 R e d u cti o n o f 1 0 0 % i n m ot or s ei z ur es fr o m b as eli n e

 T o i n v esti g at e t h e eff e ct of T A K - 9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es l ast i n g > 5 
mi n u t e s f or p atie nt s wi t h C D D t hr o u g h o ut t h e Tr e at m e nt P eri o d

 T o i n v esti g at e t h e eff e ct of T A K - 9 3 5 o n t h e p er c e nt/fr e q u e n c y o f s ei z ur e fr e e d a ys i n 
p ati e nt s wi t h D u p 1 5 q or C D D d uri n g t h e M ai nt e n a n c e P eri o d

 T o ass ess Cli ni c al Gl o b al I m pr essi o n of  s e v erit y ( C GI- S) pr o vi d e d b y t h e I n v esti g at or

 T o ass ess t he Cli ni c al Gl o b al I m pr e s si o n of  c h a n g e ( C GI- C) pr o vi d e d b y t h e 
I n v esti g at or

 T o ass ess t h e C ar e gi v er Gl o b al  I m pr e s sio n  of C h a n g e ( C ar e GI-C)

 T o i n v esti g at e t h e r el ati o ns hi p b et w e e n 2 4 H C l e v el a n d m ot or s ei z ur e fr e q u e n c y

4. 1. 3.  E x pl o r at o r y O bj e cti v es
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4. 1. 4. S af et y O bj e cti v es

T h e s af et y o bj e ct i v es of t his st u d y ar e:

 T o e v al u at e s af et y  a n d t ol er a bility of  T A K- 9 3 5 

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n b e h a vi or a n d a d a pt i v e f un ct i on usi n g t h e 
Vi n el a n d A d a pt i v e B e h a vi or s c al es ( V A B S) a n d A b err a nt B e h a vi or C h e c klist 
C o m m u nit y q u est i on n air e ( A B C-C)

 T o e v al u at e t he p er c e nt of d a ys fr e e of a bs e n c e s ei z ur es i n p ati e nts w h o r e p ort 
a bs e n c e s ei z ur es at b as eli n e, t o d et er mi n e if t h er e is w ors e ni n g of t his s ei z ur e ty p e 
d uri n g tr e at m e nt wit h T A K - 9 3 5

4. 2. E n d p oi nts

4. 2. 1. P ri m a r y Effi c a c y E n d p oi nt

T h e pri m ar y  effi c a c y e nd p oi nt i n t hi s st u d y is:

 P er c e nt c h a n g e fr o m B as eli n e i n m e di a n m o t or s ei z ur e fr e q u e n c y p er 2 8 d a ys i n t h e 
p a tie nt s wi t h C D D d uri n g t h e M ai nt e n a n c e P eri o d 

O R

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s i n t h e p at i ent s 
wi t h D u p 1 5 q d uri n g t h e M ai nt e n a n c e P eri o d 

4. 2. 2. S e c o n d a r y Effi c a c y E n d p oi nts

T h e s e c o n d ar y  effi c a c y e n d p oi nts i n t his st u d y ar e:

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s i n t h e p at i ent s 
wi t h C D D d uri n g t h e Tr e at m e nt P eri o d

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s i n t h e p at i ent s 
wi t h D u p 1 5 q d uri n g t he Tr e at m e nt P eri o d

 Pr o p orti o n of p ati e nts c o nsi d er e d tr e at m e nt r es p o n d ers f or p atie nts wi t h C D D
t hr o u g h o ut t h e M ai nt e n a n c e P eri o d, tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e wit h:

 R e d u cti o n o f 2 5 % or m or e i n m e d i a n m o t or s eiz ur es fr o m b as eli n e

 R e d u cti o n o f 5 0 % or m or e i n m e d i a n m o t or s ei z ur es fr o m b as eli n e

 R e d u cti o n o f 7 5 % or m or e i n m e d i a n m o t or s eiz ur e s fr o m  bas eli n e

 R e d u cti o n o f 1 0 0 % i n m e di a n m o t or s eiz ur es fr om b as eli n e

 Pr o p orti o n of  p ati e nt s c o n sid er e d tr e at m e nt r es p o n d ers f or p atie nts wi t h D u p 1 5 q
t hr o u g h o ut t h e M ai nt e n a n c e P eri o d, tr e at m e nt r es p o n d ers d efi n e d as t h os e wit h:

C CI

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

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e



Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 2 6 of 1 0 1

 R e d u cti o n o f 2 5 % or m or e i n m e d i a n m o t or s eiz ur es fr o m b as eli n e

 R e d u cti o n o f 5 0 % or m or e i n m e d i a n m o t or s eiz ur es fr o m b as eli n e

 R e d u cti o n o f 7 5 % or m or e i n m e d i a n m o t or s eiz ur e s fr o m  bas eli n e

 R e d u cti o n o f 1 0 0 % i n m e di a n m o t or s eiz ur es fr om b as eli n e

 P er c e nt c h a n g e fr o m B as eli n e i n fr e q u e n c y o f m o t or s eiz ur e s l o n g er t h a n 5 mi n ut es i n 
p ati e nt s wi t h C D D

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e -fr e e d a ys fr e q u e n c y in p at i ent s wit h 
D u p 1 5 q or C D D d uri n g t h e M ai nt e n a n c e P eri o d 

 C h a n g e fr o m b as eli n e i n C GI -S 

 A ss ess m e nt of  r ati n gs b y cli ni ci a n usi n g t h e C GI - C

 Ass ess m e nt of r ati n gs of c ar e gi v er -pr o vi d e d C ar e GI- C 

 T o c h ar a ct eri z e pl as m a 2 4 H C l e v els a n d c h a n g e i n m ot or s ei z ur e fr e q u e n c y i n 
p ati e nts tr e at e d wit h T A K -9 3 5 as a n a dj u n ct i v e t h er a p y

4. 2. 3. E x pl o r at o r y Effi c a c y E n d p oi nts

4. 2. 4. S af et y E n d p oi nts

T h e s af et y e n d p o i nts i n t his st u d y ar e:

 P er c e nt a g e of p ati e nts wit h 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)

 C h a n g e i n b e h a vi or al a n d a d a pt i v e f un ct i on al m e as ur es usi n g t h e V A B S

 C h a n g e i n b e h a vi or m e as ur es usi n g t ot al s c or es a n d s u bs c al e s c or es of A B C -C 

 P er c e nt a g e of p ati e nts wit h at l e ast 1 m ar k e dl y a b n or m al v al u e f or cli ni c al l a b or at or y  
e v al u at i ons, vit al si g ns, b o d y  w eig ht a n d h ei g ht a n d el e ctr o c ar di o gr a m  ( E C G) 
p ar a m et ers aft er T A K -9 3 5 tr e at m e nt

 C h a n g e fr o m B as eli n e i n cli ni c al l a b or at or y  e v al u atio ns, vit al si g ns, b o d y  w ei g ht, 
h ei g ht, C o l um bi a – S ui ci d e S e v eri t y R ati n g S c al e ( C-S S R S), a n d E C G p ar a m et er 
v al u es aft er T A K -9 3 5 tr e at m e nt

 P er c e nt of a bs e n c e s ei z ur e fr e e d a ys i n p ati ent s w h o r e p ort a bs e n c e s ei z ur es d uri n g 
b as eli n e
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5. I N V E S T I G A T I O N A L P L A N

5. 1. S u m m a r y of St u d y D e si g n

St u d y  T A K- 9 3 5- 1 8-0 0 2 ( O V 9 3 5; A R C A D E St u d y) is a m ult i ce nt er, o p e n -l ab el, 2 -c o h ort st u d y  
i n p ati e nts ( a g e d ≥ 2 a n d ≤ 5 5 y e ars wit h D u p 1 5 q or C D D d e m o nstr ati n g ≥ 3 m ot or s ei z ur es (i . e., 
dr o p s ei z ur e s, t o ni c -cl o ni c, t o ni c, bil at er al  clo ni c, at o ni c, m y o cl o ni c -at o ni c, m y o cl o ni c -t o ni c-
cl o ni c, f o c al  s ei z ur e s wit h bil at er al h y p er ki n eti c m ot or f e at ur es. N ot e - is ol ate d m y o cl o ni c 
s ei z ur es ar e e x cl u d e d) p er m o nt h d uri n g t h e 3 m o nt hs i m m e di at el y pri or t o S cr e e ni n g ( b as e d o n 
t he I n v est i g at or’s ass ess m e nt).

A p pr o xi m at el y  3 0 t ot al p atie nt s wi t h D u p 1 5 q or C D D ( a p pr o xi m at el y 1 5 p ati e nts i n e a c h 
s y n dr o m e) will b e e nr o ll e d. T hi s st u d y  c o nsists of 2 m ai n p eri o d s:

 4- t o 6-w e e k S cr e e ni n g/ B as eli n e P eri o d

 2 0- w e e k Tr e at m e nt P eri o d

 8- w e e k D os e O pti mi z at i on P eri o d

 1 2- w e e k M ai nt e n a n c e P eri o d 

At  t h e e n d of t h e pr os p e cti v e S cr e e ni n g/ B as eli n e P eri o d, p ati e nts will r et ur n t o t h e cli ni c ( Visit 2 
[ D a y 1]). S eiz ur e di ar i es will b e r e vi e w e d b y t h e M e di c al M o nit or a n d if a p atie nt di d n ot m e et 
t he eli gi bilit y cri t eria, i n cl u di n g mi ni m u m n u m b er of s ei z ur es r e q uir e d f or t h e st u d y  (≥ 3 m ot or 
s ei z ur es) , t h e p atie nt will  be dis c o nt i n u e d fr om t he st u d y  a n d c o nsi d er e d a s cr e e n f ail ur e. 

Fi g ur e 1 ill ustr at es t h e st u d y d esi g n.
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Fi g u r e 1 : St u d y D esi g n f o r Cli ni c al P r ot o c ol T A K - 9 3 5- 1 8- 0 0 2 ( O V 9 3 5; A R C A D E 
St u d y)

P ati e nts a n d/ or p ati e nts’ c ar e gi v ers will b e pr o vi d e d wit h a s ei z ur e di ar y  a n d will b e i nstr u ct e d t o 
r e c or d s eiz ur e d at a d ail y  st artin g at Visit 1 (s cr e e ni n g visit) a n d t o c o nti n u e t hr o u g h o ut t h e st u d y . 
T h e s ei z ur e di ar y d at a will b e c oll e ct e d d uri n g t h e pr os p e cti v e B as eli n e P eri o d a n d will b e us e d 
as t h e b as eli n e s ei z ur e d at a f or e n d p oi nt a n al ys es. 

T h e t ot al d ail y  d o s e of T A K-9 3 5 i s c al c ul at e d b as e d o n b o d y  w ei g ht at Visit 1 a n d will b e gi v e n 
t wic e a d a y  ( BI D) or all y or vi a G-t u b e/P E G t u b e /J-t u b e wit h or wi t ho ut f o o d ( p at i ent s e nr oll e d i n 
cli ni c al sit es i n C hi n a ar e n ot t o r e c ei v e st u d y  dr u g vi a G-t u b e/ P E G t u b e/J-t u b e). P ati e nts will 
r e c ei v e t h e i niti al d os e of st u d y dr u g, D os e 1, f or t h e first 7 d a ys st arti n g at Visit 2 ( D a y 1). T he 
st u d y dr u g d os e will b e i n cr e as e d t o D os e 2 a n d D os e 3 at D a y 8 ( ± 2 d a ys) a n d D a y 1 5 ( ± 2 
d a ys), r es p e cti v el y . T h e ma xi m u m  d o s e for a n y  p atie nt will b e 6 0 0 m g/ d a y  ( 3 0 0 mg BI D). T h e 
d o s e m a y b e c h a n g e d d uri n g t h e D os e O pti mi z at i on P eri o d wi t h a p pr o v al fro m  t h e M e di c al 
M o ni t or. T h e fi n al d o s e le v el  will be m ai nt ai n e d u nt il t h e e n d of t h e M ai nt e n a n c e P eri o d. 
P ati e nts w h o c a n n ot t ol er at e D os e 1 will b e wit h dr a w n fr o m t h e st u d y  ( a n d will c o mpl et e t h e 
e arl y  t er mi n ati on a n d s af et y  fol l ow- u p vi si t s). R ef er t o S e cti o n 7. 2 f or a d ditio n al  inf or m at i on.

T h e st u d y  will b e gi n wit h a p h as e d e nr oll m e nt b as e d o n a g e:

 T w o p ati e nts a g e d ≥ 9 y e ar s will  be e nr oll e d f or ass ess m e nt of s af et y a n d P K. T h e 
i n d e p e n d e nt D at a M o nit ori n g C om mitt e e (i D M C) will r e vi e w s af et y ( a d v ers e e v e nts 
a n d cli ni c al l a b or at or y  r e s ults) a n d a v ail a bl e P K d at a f or t h es e 2 p ati e nts at t h e e n d of 
i niti al u p-d o si n g or D a y  2 1 

T A K -9 3 5 
D o s e 1 *

D a y -4 2 t o - 1

D o s e O pti mi z ati o n P eri o d
( 8 w e e k s) 

D a y 1 - 7 D a y 8 - 1 4 D a y 1 5  - 5 6 

S cr e e ni n g / B a s eli n e P eri o d
( 4- t o 6-w e e k pr o s p e cti v e) M ai nt e n a n c e P eri o d

( 1 2 w e e k s) 

D a y 5 7 -1 4 1 

T A K -9 3 5
D o s e 2 *

T A K -9 3 5
D o s e 3 *

* I P gi v e n a s 2 di vi d e d d o s e s BI D (r ef er t o T a bl e 1 f or w ei g ht -b a s e d d o si n g)
* * P ati e nt s w h o d o n ot e nt er t h e o p e n -l a b el e xt e n si o n st u d y

Vi sit 1
Vi sit 2 ( D 1)

Vi sit 3 ( D 1 5) Vi sit 4 ( D 3 6) Vi sit 5 ( D 8 5) Vi sit 6 ( D 1 4 1)

T a p er p eri o d f or p ati e nt s 
n ot e nt eri n g O L E

Tr e at m e nt P eri o d
( 2 0 w e e k s) 

P h o n e C all 1
( D 8)

P h o n e C all 2
( D 2 2)

P h o n e C all 3
( D 5 7)

P h o n e C all 4
( D 1 1 3)

Vi sit 7 * * ( D 1 6 9)

E

D u p 1 5 q
( n = 1 5)

C D D
( n = 1 5)

E ntr y i nt o 
O p e n -L a b el 
E xt e n si o n

( T A K-9 3 5 -1 8 -0 0 1)

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

D a y 1 4 1 t o 
1 6 9
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 T h e i D M C m a y  t h e n r e c o m m e n d tr e at me nt f or a d dit i on al p at i ent s a g e d ≥ 9 y e ars a n d 
t he first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars

 S af et y a n d a v ail a bl e P K d at a f or t h e first 2 p ati e nts a g e d ≥ 2 t o < 9 y e ars will b e 
r e vi e w e d b y t h e i D M C at t h e e n d of i niti al u p-d o si n g or D a y  2 1

 T h e i D M C m a y  t h e n r e c om m e n d tr e at m e nt f or a d dit i on al p at i ent s a g e d ≥ 2 t o < 9 y e ar s

 T h e S p o ns or’s M e di c al M o nit or a n d/ or P h ar m a c o vi gil a n c e P h ysi ci a n will r e vi e w 
s af et y d at a a n d a v ail a bl e P K of t h e first 2 p ati e nts a g e d ≥ 9 y e ars a n d t h e first 
2 p ati e nts a g e d ≥ 2 t o < 9 y e ars d u rin g e a c h st e p of d os e es c al at i on.

5. 1. 1. E n d of St u d y D efi niti o n

T h e e n d o f t he st u d y  for a n i n di vi d u al p at i ent  is d efi n e d as t h e l ast pr ot o c ol-s p e cifi e d c o nt a ct 
wi t h t h at p atie nt. T h e o v er all e n d of t h e st u d y  is d efi n e d as t h e l ast pr ot o c ol-s p e cifi e d c o nt a ct 
wi t h t h e la st p ati e nt o n g oi n g i n t h e st u d y .

5. 1. 2. St u d y E xt e nsi o n

F o ll owi n g c o m pl et i on of t h e st u d y , p atie nts will h a v e t h e o pti o n t o e nr oll i n a l o n g -t er m, 
o p e n -l ab el e xt e nsi o n ( O L E) st u d y  ( u n d er a s e p ar at e pr ot o c ol [ T A K- 9 3 5- 1 8-0 0 1 ( O V 9 3 5)]) 

P ati e nts c urr e ntl y p arti ci p ati n g i n t his tri al c a n i m m e di at el y r oll o v er t o t h e o p e n -l ab el e xt e nsi o n 
a s l o n g as t h e y  me et t h e cri t eria s p e cifi e d i n t h e O L E st u d y . 

5. 2. S el e cti o n a n d Ti mi n g of D os es i n t h e St u d y

Pr e cli ni c al d at a fr o m r o d e nt e pil e ps y  mo d els s u g g est p ot e nti all y  effi c a cio us e x p os ur es, a n d 
s af et y d at a fr o m n o n cli ni c al st u di es w er e us e d t o d et er mi n e e x p os ur e -b as e d s af et y m ar gi ns. 
Cli ni c al s af et y a n d t ol er a bili t y d at a fr o m si n gl e- a n d m ult i pl e-d os e P h as e 1 st u di es i n a d ult 
h e alt h y v o l unt e ers w as us e d t o p erf or m P K, P D, a n d e n z y m e o c c u p a n c y ( E O) a n al ys es with 
all o m etri c s c ali n g t o d et er mi n e a n a p pr o pri at e d os e of T A K- 9 3 5 f or p e di atri c p at i ent s.

5. 2. 1. M o d eli n g a n d Si m ul ati o n of Cli ni c al D at a
C CI
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6. S T U D Y P O P U L A T I O N

I n di vi d u als w h o d o n ot m e et t h e crit eri a f or p arti ci p ati o n i n t his st u d y (s cr e e n f ail ur e) ma y  b e 
r e-s cr e e n e d. R ef er t o S e cti o n 8. 1. 2 3 f or a d ditio n al  inf or m at i on o n r e c or di n g s cr e e n f ail ur es.

I n di vi d u als m a y be r e -s cr e e n e d f or u p t o 2 ti m es, aft er c o ns ult ati o n wi t h t h e M e dic al  M o nit or. 

Pr os p e cti v e a p pr o v al o f pr ot o c ol  d e vi atio n s t o r e cr ui t me nt a n d e nr o ll m e nt crit eri a, als o k n o w n as 
pr ot o c ol  w ai v ers or e x e m pti ons, ar e n ot p er mitt e d.

P ati e nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y  o nl y if t h e y me et all  t h e fol l owi n g cri t eria a n d 
n o n e of t h e e x cl usi o n cri t eria.

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

P ati e nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y  o nl y if t h e y me et all  t h e fol l owi n g cri t eria:

1. T h e p ati e nt h as a d o c u m e nt e d di a g n osis of D u p 1 5 q or C D D s u p p ort e d b y:

 D u p 1 5 q , di a g n os e d as p er st a n d ar d of c ar e a n d c o nsist e nt wit h lit er at ur e d es cri b e d 
p h e n ot y p e

 C D D

 A p at h o g e ni c or li k el y p at h o g e ni c v ari a nt i n C D K L 5

O R

 A v ari a nt of u n c ert ai n si g nifi c a n c e ( V U S) i n t h e ki n as e d o m ai n of C D K L 5 t h at 
h as b e e n c o nfir m e d t o b e d e n o v o. U nl ess b ot h p ar e nts h a v e b e e n t est e d a n d 
f ou n d t o n ot h ar b or t h e V U S, a p ati e nt wit h a V U S c a n n ot b e e nr oll e d. 
P arti ci p a nt s wi t h a V U S f o u n d o utsi d e of t h e ki n as e d o m ai n will n ot b e e nr oll e d. 

 A p at i ent  wit h mos ai cis m f or a C D K L 5 v ari a nts is eli gi bl e.

2. T h e p ati e nt or p ati e nt’s c ust o di al p ar e nt or g u ar di a n ar e willi n g a n d a bl e t o r e a d, 
u n d erst a n d, a n d si g n t h e i nf or m e d c o ns e nt f or m a n d ass e nt, if a p pli c a bl e

3. M al e a n d f e m al e p ati e nts a g e d ≥ 2 a n d ≤ 5 5 y e ars at t h e ti m e of i nf or m e d c o ns e nt 

4. A hist or y  of, o n a v er a g e, ≥ 3 m ot or s eiz ur es ( e x cl u di n g is ol at e d m y o cl o ni c s ei z ur e s) p er 
m o nt h d uri n g t h e 3 m o nt hs i m m e di at el y pri or t o S cr e e ni n g b as e d o n t h e I n v est i g at or’s 
ass ess m e nt, a n d t h e p ati e nt h as ≥ 3 m ot or s ei z ur es ( e x cl u di n g is o l ate d m y o cl o ni c 
s ei z ur es) d uri n g t h e 4 -w e e k pr os p e cti v e B as eli n e P eri o d

5. W ei g ht of ≥ 1 0 k g at t h e S cr e e ni n g visit ( Visit 1)

6. C urr e nt l y t a ki n g 1 t o 6 A E Ds at a st a bl e d os e f or 4 w e e ks pri or t o t h e S cr e e ni n g visit 
( Visit 1); b e n z o dia z e pi n es us e d c hr o ni c all y ( o n d ail y  fr e q u e n c y) t o tr e at s ei z ur es ar e 
c o nsi d er e d A E Ds . A nti e pil e pti c dr u g tr e at m e nt, ( m e di c al) m arij u a n a, c a n n a bi di o l 
pr o d u ct s , V N S s etti n gs, a n d k et o g e ni c di et s h o ul d n ot b e alt er e d d uri n g t h e st u d y.

7. T h e us e of c a n n a bi di o l pr o d u cts m ust b e st a bl e f or 4 w e e ks pri or t o s cr e e ni n g
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8. If usi n g a V N S, m ust h a v e V N S pl a c e d at l e a st 3 m o n t hs prior t o t h e S cr e e ni n g visit 
( Visit 1) wit h st a ble s etti n g s f or > 1 m o nt h; V N S p ar a m et er s m u st r e m ai n c o n st a nt 
t hr o u g h o ut t h e st u d y (V N S will n ot b e c o u nt e d as a n A E D)

9. If o n a k et o g e ni c di et, m ust h a v e st art e d t h e k et o g e ni c di et at le a st 3 m o nt h s pri or t o t h e 
S cr e e ni n g visit ( Visit 1), di et s h o ul d b e st a bl e f or 4 w e e ks b ef or e t h e S cr e e ni n g visit 
( Visit 1); a n d s h o ul d c o nt i n u e t hr o u g h t h e d ur ati o n of t h e st u d y (k et o g e ni c di et will n ot 
b e c o u nt e d as a n A E D)

1 0. F ail e d t o b e c o m e a n d r e m a i n s ei z ur e fr e e with tri al s of  at le ast 2 A E Ds

1 1. T h e p ati e nt or p ati e nt’s l e g al r e pr es e nt ati v e ( p ar e nts or l e g al g u ar di a n) is willi n g t o k e e p 
t he A E D, ( me di c al) m arij u a n a a n d c a n n a bi di o l pr o d u ct s, V N S, a n d k et o g e ni c di et 
r e gi m e n(s) st a bl e t hr o u g h o ut t h e stu d y

1 2. T h e p ati e nt is a bl e t o c arr y  o ut all a p pr o priat e ass ess m e nts a n d t a k e st u d y  dr u g i n t h e 
o pi ni o n of t h e I n v est i g at or a n d p ar e nt/ c ar e gi v er

1 3. 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 3 0 d a ys 
af t er la st d o s e of st u d y  dru g, f e m al e p ati e nts of c hil d b e ari n g p ot e nti al * w h o ar e s e x u all y 
a cti v e wit h a n o nst erili z e d m al e p art n er * * m ust a gr e e t o us e a hi g hl y eff e ct i v e/ eff e cti v e 
m et h o d of c o ntr a c e pti o n (fr o m t he list b el o w). I n a d dit i on, t h e y  must n ot t o d o n at e o v a 
d uri n g t hi s p erio 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 ar e pri or t o first 
m e n ar c h e or 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 as ≥ 1 y e ar si n c e l a st r e g ular 
m e ns es wit h a f o lli cl e�sti m ul at i n g h or m o n e l e v el > 4 0 I U/ L or ≥ 5 y e ars si n c e l ast 
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 dr u g is a d mi nist er e d).

* * St erili z e d m al es s h o ul d b e ≥ 1 -y e ar p ost v as e ct o m y  a nd h a v e c o nfir m e d t h at t h e y  ha 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 hi g hl y eff e ct i v 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 p er y e ar w h e n us e d c o nsist e nt l y a n d c orr e ctl y. I n t his st u d y, 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 as f o ll ow s:

a. C o m bi n e d ( estr o g e n a n d pr o g est o g e n c o nt ai ni n g) h or m o n al c o ntr a c e pti o n ass o ci at e d 
wi t h in hi bit i on of o v ul ati o n:

 Or al

 I ntr a v a gi n al

 Tr a ns d er m al

b. Pr o g est o g e n -o nl y  hor m o n al  c o ntr a c e ptio n a s s o ci at e d wi t h in hi bit i on o f o v ul at i on:

 Or al

 I nj e ct abl e

 I mpl a nt a bl e

c. D o u bl e- b arri er m et h o ds ( e a c h ti m e t h e p ati e nt h as i nt er c o urs e):
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 S p o n g e ( 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 wi t h or wit ho ut 
s p er mi ci d al cr e a m or j ell y.

 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 wit h or wit ho ut 
s p er mi ci d al cr e a m or j ell y.

 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 wit h or wit h o ut 
s p er mi ci d al cr e a m or j ell y.

d. I ntr a ut eri n e d e vi c e ( C o p p er T P L U S c o n d o m)

e. I ntr a ut eri n e h or m o n e-r el e asi n g s yst e m

f. St erili z ati o n:

 Bil at er al t u b al o c cl usi o n

 V as e ct o mi z e d p art n er ( pr o vi d e d t h at t h e p art n er is t h e s ol e s e x u al p art n er of t h e 
p ati e nt a n d 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 h as b e e n c o nfir m e d)

g. S e x u al a bst i n e n c e, if it is t h e pr ef err e d a n d us u al lif estyl e of t h e p ati e nt, will b e 
c o nsi d er e d a n a c c e p t a bl e met h o d of c o ntr a c e pti o n o n a c as e - b y-c as e b asis u p o n pri or 
a p pr o v al  b y t h e m e di c al m onit or. P ati e nt s pr a cti ci n g a bst i n e n c e as a m et h o d of 
c o ntr a c e pti o n m ust r efr ai n fr o m h et er os e x u al i nt er c o urs e t hr o u g h o ut t h e d ur ati o n of 
t he st u d y  a n d for 3 0 d a y s aft er l ast d os e of st u d y dr u g.

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 3 0 d a ys 
af t er la st d o s e of st u d y  dr u g, mal e p ati e nts ( p ost -p u b ert al u nl ess p er m a n e nt l y 
st erili z e d * *) 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 a gr e e t o us e b arri er c o ntr a c e pti o n ( e. g. , c o n d o m wit h or wit h o ut s p er mi ci d al cr e a m 
or j ell y). I n a d di tio n, t h e y  must n ot d o n at e s p er m d uri n g t his p eri o d .

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

P ati e nt s will  be e x cl u d e d fr o m  st u d y e nr oll m e nt if t he y  me et a n y  of t h e f oll owi n g cri t eria:

1. T h e p ati e nt h as b e e n a d mitt e d t o a m e di c al f a cilit y a n d i nt u b at e d f or tr e at m e nt of 
st at us e pil e pti c us 2 or m or e ti m es i n t h e 3 m o nt hs i m m e di at el y pri or t o t h e S cr e e ni n g 
visit

2. P ati e nt s wi t h a hi st or y of c o nfir m e d c atar a ct ( u ntr e at e d wit h s ur g er y )

3. U nst a bl e, cli ni c all y  si g nifi c a nt n e ur olo gi c ( ot h er t h a n t h e dis e as e b ei n g st u di e d), 
ps y c hi atri c, c ar di o v as c ul ar, o p ht h al m o l ogi c, p ul m o n ar y , h e p ati c, r e n al, m et a b oli c, 
g astr oi nt esti n al, ur ol o gi c, i m m u n o l ogi c, h e m at o p oi et i c, or e n d o cri n e dis e as e or ot h er 
a b n or m ali t y, w hi c h ma y i m p a ct t h e a bilit y t o p arti cip at e i n t h e st u d y  or t h at ma y 
p ot e nti all y  c o nf o u n d t h e st u d y r e s ult s. 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 
ass ess t h e cli ni c al si g nifi c a n c e; h o w e v er, c o ns ult ati o n wi t h t h e M e di c al M o nit or m a y 
b e w arr a nt e d

4. A n y hist or y  of alc o h o l, o pioi d, or ot h er dr u g us e dis or d er, as p er t h e Di a g n osti c a n d 
St ati st i c al M a n u al of M e nt al  Dis or d ers, Fifth E di ti o n ( D S M-V), wit hi n t h e 2 y e ars 
i m m e di at el y prior t o t h e S cr e e ni n g Visit ( Visit 1)
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5. S ui ci d e att e m pt wi t hi n t h e l a st ye ar, at si g nifi c a nt ris k of s ui ci d e ( eit h er i n t h e o pi ni o n 
of  t h e I n v esti g at or or d efi n e d as ‘ y es’ t o s ui ci d al i d e ati o n q u esti on 4 or 5 o n t h e 
C- S S R S at S cr e e ni n g) or a p p e ari n g s ui ci d al p er I n v esti g at or j u d g m e nt

6. A b n or m al a n d cli ni c all y  si g nifi c a nt E C G a b n or mali t y at S cr e e ni n g; Q T i nt er v al wit h 
Fr i deri ci a’ s c orr e cti o n m et h o d ( Q T c F) > 4 5 0 m s ( m al es) or > 4 7 0 ms (f e m al es) or 
a b o v e u p p er li mit of n or m al f or a g e, c o nfir m e d wit h o n e r e p e at t esti n g, at t h e 
S cr e e ni n g visit

7. A b n or m al cli ni c al l a b or at or y  t e st r e s ults at t h e S cr e e ni n g visit t h at s u g g est a cli ni c all y 
sig nifi c a nt u n d erl yi n g dis e as e t h at w o ul d c o m pr o mis e t h e w ell -b ei n g of t h e p ati e nt (if 
t he p ati e nt h as 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] > 2. 5 × t h e u p p er li mit of n or m al [ U L N] f or a g e, t h e m e di c al m o nit or s h o ul d b e 
c o ns ult e d) 

8. C urr e nt l y r e c ei vi n g a st u d y dr u g or p arti ci p at e d i n a cli ni c al st u d y i n v ol vi n g a n ot h er 
i n v esti g ati on al pr o d u ct i n t h e pr e vi o us m o nt h ( or 5 h alf -li v es of t his i n v estig at i on al 
pr o d u ct, w hi c h e v er is l o n g er) 

9. R e c ei v e d T A K - 9 3 5 i n a pr e vi o us cli ni c al st u d y or a s a t h er a p e utic a g e nt

1 0. I m m e di at e f a mil y m e m b ers, or i n a d e p e n d e nt r el ati o ns hi p wit h a st u d y sit e e m pl oy 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., c hil d, si bli n g)

1 1. K n o w n h y p ers e nsit i vity t o a n y  c o mp o n e nt of t h e T A K -9 3 5 f or m ul ati o n

1 2. C urr e nt l y pr e g n a nt or br e astf e e di n g or is pl a n ni n g t o b e c om e pr e g n a nt wit hi n 3 0 d a ys 
of  t h e last d os e of st u d y  dr u g

6. 3. Dis c o nti n u ati o ns

6. 3. 1. Dis c o nti n u ati o n of P ati e nts

T h e cri t eria f or e n r oll m e nt must b e f o ll ow e d e x pli ci tly.  If t h e i n v esti g ati v e sit e i d e ntifi es a 
p ati e nt w h o di d n ot m e et e nr oll m e nt crit eri a a n d w h o w as i n a d v ert e ntl y e nr o ll 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. A dis c ussi o n m ust o c c ur b et w e e n t h e S p o ns or a n d t h e I n v e st i g at or 
t o d et er mi n e w h et h er t h e p ati e nt m a y c o nti n u e i n t h e st u d y, wit h or wit ho ut st u d y  dr u g. 
I n a d v ert e ntl y e nr oll e d p ati e nts m a y b e m ai nt ai n e d i n t h e st u d y a n d o n st u d y dr u g w h e n t h e 
S p o ns or a gr e es wit h t h e I n v est i g at or t h at it is m e di c all y a p pr o pri at e f or t h at p atie nt. T h e p ati e nt 
m a y n ot c o nti n u e i n t h e st u d y  wit h or wit ho ut st u d y  dr u g if t h e S p o ns or d o es n ot a gr e e wit h t h e 
I n v esti g at or’s d et er mi n ati on it is m e di c all y a p pr o priat e f or t h e p ati e nt t o c o nti n u e. T h e 
I n v esti g at or m ust o bt ai n d o c u m e nt e d a p pr o v al fr o m t h e S p o ns or t o all o w t h e i n a d v ert e nt l y 
e nr o ll e d p ati e nt t o c o nti n u e i n t h e st u d y with or wit h o ut st u d y  dr u g.

I n a d diti on, p ati e nt s will  be dis c o nt i n u e d fr om t he st u d y  dr u g ( a n d/ or fr o m t h e st u d y) i n t h e 
f oll owi n g cir c u mst a n c es:

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

St u d y  dr u g s h o uld b e dis c o nt i n u e d with a p pr o pri at e cli ni c al f o ll o w u p (i n cl u di n g 
r e p e at la 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 
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n or m al / b as eli n e st at us, s e e S e cti o n 8. 1. 1 0 ), if t h e f oll o wi 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  dr u g tr e at me nt:

 A L T or A S T > 8 × U L N f or a g e, or

 A L T or A S T > 5 × U L N f or a g e a n d p ersists f or > 2 w e e ks, or

 A L T or A S T > 3 × U L N f or a g e 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 
> 2 × U L N or i nt er n ati o n al n or m ali z e d r ati o (I N R) > 1. 5, or

 A L T or A S T > 3 × U L N f or a g e 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, 
rig 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 %)

 Q T c F i nt er v al > 5 0 0 ms t h at is c o nfir m e d wit h a r e p e at E C G 

St u d y  dr u g s h o uld b e dis c o nt i n u e d with a p pr o pri at e cli ni c al f o ll o w u p (i n cl u di n g 
r e p e at E C G)

 Gr e at er t h a n a 1 0 0 % i n cr e as e i n s ei z ur e fr e q u e n c y fr o m t he 4 -w e e k pr os p e cti v e 
B as e li n e P eri o d a n d c o nsi d er e d b y t h e I n v esti g at or t o b e cli ni c all y si g nifi c a nt 
w ors e ni n g of t h e s ei z ur e fr e q u e n c y 

 N ot t ol er at i n g D os e 1 (t h e l o w est d os e) f or t h eir w ei g ht c at e g or y

 E nr oll m e nt i n a n y ot h er cli ni c al st u d y  in v o l vi n g a st u d y dr u g or e nr oll m e nt i n a n y  
ot h er t y p e of m e di c al r es e ar c h j u d g e d n ot t o b e s ci e nt ifi c all y or m e di c all y c om p at i bl e 
wi t h t hi s st u d y

 I n v esti g at or D e cisi on ( P h ysi ci a n D e cisi o n)

 T h e I n v esti g at or d e ci d es t h at t h e p ati e nt s h o ul d b e di s c o nti n u e d fr om t he st u d y

 P ati e nt D e ci sio n  ( Wit hdr a w al b y  P atie nt or Wi t hdr a w al  b y P ar e nt/ G u ar dia n)

 T h e p ati e nt or t h e p ati e nt’ s l e g al r e pr es e nt ati v e (i. e., p ar e nts or l e g al g u ar di a n) 
r e q u ests t o b e wit h dr a w n fr o m t he st u d y

 S p o ns or D e cisi o n

 T h e S p o ns or or its d esi g n e e dis c o nt i n u es t h e st u d y or dis c o nti n u es t he p ati e nt’s 
p arti ci p at i on i n t h e st u d y f or m e di c al, s af ety,  r e g ul at or y, or ot h er r e as o ns 
c o nsist e nt wit h a p pli c a bl e l a ws, r e g ul at i ons, a n d g o o d cli ni c al pr a ct i c e ( G C P)

 T h e S p o ns or or its d esi g n e e st o ps t h e cli ni c al st u d y at a p arti c ul ar sit e

 A d v ers e E v e nt  

 If t h e I n v esti g at or d e ci d es t h at t h e p ati e nt s h o ul d b e wit h dr a w n b e c a us e of a n 
S A E or a cli ni c all y  si g nifi c a nt la b or at or y  val u e, t h e st u d y  dr u g is t o b e 
di s c o nti n u e d a n d a p pr o pri at e m e as ur es ar e t o b e t a k e n; t h e S p o ns or or its d esi g n e e 
is t o b e al ert e d i m m e di at el y (r ef er t o S e cti o n 8. 3 )

 D e pr essi o n a n d/ or S ui ci d al I d e at i on

- St u d y  st aff tr ai n e d i n t h e a d mi nistr ati o n of t h e C-S S R S will ass ess p ati e nt 
s ui cid ali t y usi n g t h e C-S S R S, eli cit i n g a ns w ers fr o m t h e p ati ent  or t h e p ati e nt’s 
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c ar e gi v er; ult i m at el y, t he d et er mi n at i on of t h e pr es e n c e of s ui ci d al i d e at i on or 
b e h a vi or d e p e n ds o n t h e cli ni c al j u d g m e nt of t h e i n v esti g at or

P ati e nts w h o dis c o nt i n u e t h e stu d y dr u g a n d/ or st u d y e arl y will h a v e e arl y t er mi n at i on 
pr o c e d ur es p erf or m e d as s h o w n i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 2 ).

6. 3. 2. Dis c o nti n u ati o n of St u d y Sit es/ Sit e T e r mi n at e d b y S p o ns o r

St u d y  sit e p artici p at i on m a y b e dis c o nt i n u e d if t he S p o n s or or i t s d e sig n e e , th e I n v est i g at or, or 
t he i nstitut i on al  r e vi e w b o ar d/i n d e p e n d e nt et hi cs c o m mitt e e (I R B/I E C) of t h e st u d y sit e j u d g es it 
n e c ess ar y  f or m e di c al, s af et y,  r e g ulat or y , or ot h er r e as o ns c o nsist e nt wit h a p pli c a bl e l a ws, 
r e g ulat i ons, a n d G C P.

6. 3. 3. Dis c o nti n u ati o n of t h e St u d y/ St u d y T e r mi n at e d b y S p o ns o r

T h e st u d y  will b e dis c o nti n u e d if t h e S p o ns or or its d esi g n e e j u d g es it n e c ess ar y  for m e di c al, 
s af et y,  r e g ul ator y , or ot h er r e as o ns c o nsist e nt wit h a p pli c a bl e l a ws, r e g ul ati ons, a n d G C P.
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7. T R E A T M E N T

7. 1. M at e ri al s a n d S u p pli e s

T h e S p o ns or will s u p pl y t h e st u d y  sit e s wit h T A K-9 3 5 2 0 -m g mi ni -t a bl ets a n d 1 0 0-m g t a bl ets. 
T A K -9 3 5 mi ni -t a bl ets/t a bl ets ar e m a n uf a ct ur e d b y S PE R A P h ar m a I n c. ( Os a k a, J a p a n) 
pr e vi o usl y n a m e d as T a k e d a P h ar m a c e ut i c al C o. Lt d. 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 inf or m at i on a n d c a uti o n st at e m e nts.

Cli ni c al st u d y  mat eri al s will b e l a b el e d a c c or di n g t o t h e c o u ntr y ’ s r e g ulat or y  r e q uir e m e nts.

7. 1. 1. St o r a g e

7. 2. T r e at m e nt s A d mi ni st e r e d

All p ati e nts will r e c ei v e T A K -9 3 5 t wi c e a d a y  ( BI D) or all y or vi a g astr ost o m y t u b e ( G-t u b e)/ 
p er c ut a n e o us e n d os c o pi c g astr ost o m y ( P E G) -t u b e wit h or wit h o ut f o o d. J eju n ost o m y t u b e (J -
t u b e) a d mi nistr ati o n m a y be c o nsi d er e d f o ll owi n g a p pr o v al  b y t h e M e di c al M o nit or a n d S p o ns or.

P ati e nts e nr oll e d i n cli ni c al sit es i n C hi n a ar e n ot t o r e c ei v e st u d y  dr u g via G -t u b e/ P E G t u b e/J-

t u b e.

F or p ati e nt s w ei g hi n g < 6 0 k g at Visit 1, t h e t ot al d ail y  d o s e of T A K-9 3 5 is c al c ul at e d b as e d o n 
b o d y  w ei g ht at Visit 1 a n d will b e gi v e n BI D (Fi g ur e 1 ; T a bl e 1 ) at Visit 2. T h e s ele ct e d d os es 
f or t h e diff er e nt w ei g ht gr o u ps ar e list e d i n T a bl e 1 . F or p ati e nts w ei g hi n g ≥ 6 0 k g at Visit 1, 
d osi n g will b e 2 0 0 m g/ d a y ( 1 0 0 m g BI D) f o ll ow e d b y  4 0 0 m g/ d a y ( 2 0 0 m g BI D), t h e n 
6 0 0 m g/ d a y ( 3 0 0 m g B I D) (Fi g ur e 1 ; T a bl e 1) . St u d y dr u g c a n b e t a k e n wit h or wit h o ut f o o d.

P ati e nt s w ei g hi n g < 6 0 k g will b e dis p e ns e d 2 0 m g mi ni -t a bl ets, a n d p ati e nts w ei g hi n g ≥ 6 0 k g 
will b e dis p e ns e d 1 0 0 m g t a bl ets. If p ati e nts ar e u n a bl e t o s w all o w t a bl ets or mi ni -t a bl ets, t h e 
f or mul at i on c a n b e c h a n g e d. N o c h a n g e i n f or m ul ati o ns will b e m a d e aft er Visit 4 ( D a y  3 6).

P ati e nt s will  r e c ei v e t h e i niti al d os e of st u d y dr u g, D os e 1, f or t h e first 7 d a ys st arti n g at Visit 2 
( D a y 1). I n t h e s u bs e q u e nt p h o n e c all a n d visit ( p h o n e c all 1 [ D a y 8] a n d Visit 3 [ D a y  1 5]), t h e 
st u d y dr u g d os e will b e i n cr e as e d t o D os e 2 a n d D os e 3. Visit 3 [ D a y 8] will b e a n o nsit e visit 
o nl y  for t h e fir st t w o p ati e nts i n e a c h a g e r a n g e (i. e. t he first t w o p ati e nts a g e d > 9 y e ars a n d t h e 
fir st t w o p atie nts a g e d > 2 t o < 9 y e ar s). T h e m a xi m u m d os e f or a n y p at i ent  will b e 6 0 0 m g/ d a y 
( 3 0 0 m g BI D). P ati e nts will b e c o nt a ct e d b y  p h o n e wit hi n first 2 d a ys f oll o wi n g es c al ati on t o t h e 
m a xi m u m d os e t o ass ess s af et y a n d t ol er a bilit y of t h e st u d y  dr u g. Aft er r e a c hi n g t h e m a xi m u m 
d os e, a n a d dit i on al 6 w e e ks will b e all o w e d t o a dj ust t h e p ati e nt t o t h e o pti m al d os e l e v el, b as e d 
o n t h e j u d g m e nt of t h e I n v est i g at or a n d wit h t h e a p pr o v al of t h e M e di c al M o nit or. T h e fi n al d os e 
l e v el will b e m ai nt ai n e d u nt il t h e e n d of t h e M ai nte n a n c e P eri o d; h o w e v er, t h e d os e m a y b e 
c h a n g e d d uri n g t h e D os e O pti mi z at i on P eri o d i n c o n s ul t atio n wi t h t h e M e dic al  M o nit or. F or 
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e x a m pl e, D os e 3 m a y b e r e d u c e d t o D os e 2 a n d D os e 2 m a y b e r e d u c e d t o D os e 1. If D o s e 1 i s 
n ot t ol er at e d, t h e p ati e nt will b e wit h dr a w n fr o m t he st u d y . 

T h e d os e m a y b e i n cr e as e d p er I n v est i g at or’s dis cr eti o n wit h a p pr o v al of t he M e di c al M o nit or t o 
a m a xi m u m  of D os e 3 ( m a xi m u m 6 0 0 m g/ d a y). All d os e c h a n g es m ust b e m a d e d uri n g t h e D os e 
O pti mi z at i on P eri o d; d os e c h a n g es d uri n g t h e M ai nt e n a n c e P eri o d m ust b e dis c uss e d a n d 
a p pr o v e d b y  t h e S p o n s or.

T a bl e 1: D osi n g S c h e d ul e b y W ei g ht

W ei g ht ( k g) D os e 1 D os e 2 D os e 3

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

( m g/ d a y)a N o. T a bl ets/ 
Mi ni -t a bl ets

1 0 - 1 4 8 0 0/ 4 1 6 0 0/ 8 2 2 0 0/ 1 1

1 5 - 1 9 1 2 0 0/ 6 2 0 0 0/ 1 0 2 6 0 0/ 1 3

2 0 - 2 4 1 2 0 0/ 6 2 4 0 0/ 1 2 3 2 0 0/ 1 6

2 5 - 2 9 1 2 0 0/ 6 2 4 0 0/ 1 2 3 6 0 0/ 1 8

3 0 - 3 4 1 6 0 0/ 8 2 8 0 0/ 1 4 4 0 0 0/ 2 0

3 5 - 3 9 1 6 0 0/ 8 2 8 0 0/ 1 4 4 4 0 0/ 2 2

4 0 - 4 4 1 6 0 0/ 8 3 2 0 0/ 1 6 4 8 0 0/ 2 4

4 5 - 4 9 2 0 0 0/ 1 0 3 6 0 0/ 1 8 4 8 0 0/ 2 4

5 0 - 5 4 2 0 0 0/ 1 0 3 6 0 0/ 1 8 5 2 0 0/ 2 6

5 5 - 5 9 2 0 0 0/ 1 0 3 6 0 0/ 1 8 5 6 0 0/ 2 8

≥ 6 0 2 0 0 2/ 0 4 0 0 4/ 0 6 0 0 6/ 0
a T ot al d os e a d mi nist er e d t wi c e d ail y.

T w o d a ys aft er e a c h d os e titr ati o n or t a p er, p ati e nts will b e c o nt a ct e d b y  p h o n e t o mo ni t or st u d y 
dr u g c o m pli a n c e, c o n c o mit a nt m e di c at i on us e, a n d T E A Es. A n y  c h a n g e i n d os e will b e 
d o c u m e nt e d i n t h e p ati e nt’s cli ni c c h arts a n d s ei z ur e a n d d osi n g f or m. O n D a ys 2 2, 5 7, a n d 1 1 3, 
p ati e nt s will  be c o nt a ct e d b y  p h o n e t o mo ni t or c o m pli a n c e with st u d y  dr u g a n d s ei z ur e di ar y a n d 
t o mo ni t or T E A E s. 

If a p ati e nt miss es a d os e, t h e miss e d d os e s h o ul d b e s ki p p e d, a n d t h e p ati e nt s h o ul d c o nt i n u e 
wi t h his/ h er n or m al d osi ng s c h e d ul e. T h e s c h e d ul e d d os e c a n b e a d mi nist er e d u p t o 4 h o urs aft er 
t he s c h e d ul e d t i m e of d osi n g. If t h e p ati e nt/ c ar e gi v er r e m e m b ers aft er 4 h o urs of t h e s c h e d ul e d 
ti m e of d osi n g, t h e d os e s h o ul d t h e n b e s ki p p e d a n d r e p ort e d as miss e d i n t h eir di ar y a n d o n t h e 
n e xt cli ni c visit. S ki p p e d d os es s h o ul d b e r e p ort e d as miss e d d os es.

T a bl ets/ mi ni -t a bl et s ma y b e cr us h e d a n d mi x e d w ell i n a p pl es a u c e or t hi c k li q ui d pri or t o d osi n g. 
T h e a m o u nt of  a p ples a u c e or li q ui d n e e d e d is d e p e n d e nt u p o n t h e n u m b er of t a bl ets / mi ni-t a bl ets 
t he p ati e nt i s t a ki n g. O n e- h alf t e as p o o n or 2. 5 m L of a p pl es a u c e or t hi c k li q ui d is n e e d e d f or 
e a c h t a bl et/ mi ni -t a bl ets t a k e n.

F or p ati e nts r e c ei vi n g st u d y  dr u g via G -t u b e/ P E G t u b e/ J-t u b e, st u d y dr u g will b e cr us h e d, 
s us p e n d e d i n w at er, a n d t h e s us p e nsi o n will b e a d mi nist er e d vi a t h e G -t u b e/ P E G t u b e/J-t u b e
usi n g a s yri n g e. Ot h er m e di c at i ons or e nt er al f e e ds s h o ul d n ot b e gi v e n c o n c urr e nt l y with 
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T A K -9 3 5. C o m pl et e i nstr u cti o ns will b e pr o vi d e d t o s u bj e cts/ c ar e gi v ers i n a d o c u m e nt pr o vi d e d 
o ut si d e of  t h e pr ot o c ol.

7. 2. 1. D os e T a p e ri n g 

F o ll owi n g c o m pl et i on of t h e st u d y , p atie nts will h a v e t h e o pti o n t o e nr oll i n a l o n g -t er m, 
o p e n -l ab el e xt e nsi o n st u d y  ( u n d er a s e p ar at e pr ot o c ol; s e e S e ct i on 5. 1. 1 ) or t o e nt er a t a p er 
p eri o d ( m a xi m u m  1 4 d a ys). D uri n g t h e t a p er p eri o d, t h e st u d y dr u g d os e will b e d e-es c al at e d t o a 
l ow er d os e (t a p er D os e 3 t o D os e 2, t a p er D os e 2 t o D os e 1) e v er y  3 d a y s or less fr e q u e nt l y 
b as e d o n I n v est i g at or’s dis cr eti o n u ntil t h er e is n o d e-es c al at i on a n d st u d y  dr u g d o s e is 
di s c o nti n u e d. Aft er t a p eri n g, p ati e nts will c o m pl et e a s af et y f oll ow- u p visit a p pr o xi m at el y 
1 5 d a y s aft er t h e la st d o s e of st u d y  dr u g a n d e xit t h e st u d y.

7. 2. 2. I n v esti g at o r R es p o nsi biliti es f o r D r u g A d mi nist r ati o n

T h e I n v esti g at or or his/ h er d esi g n e e is r es p o nsi bl e f or t h e f o ll owi n g:

 E x pl ai ni n g t h e c orr e ct us e of t h e i n v est i g ati on al a g e nt(s) t o t h e p ati e nt/sit e 
p ers o n n el/l e g al r e pr es e nt ati v e

 V erif yi n g t h at i nstr u cti o ns ar e f o ll ow e d pr o p erl y

 M ai nt ai ni n g a c c ur at e r e c or ds of st u d y  dr u g dis p e nsi n g a n d a c c o u nt a bility

 R et ur ni n g or d estr o yi n g all u n us e d m e di c at i on t o t h e S p o ns or or its d esi g n e e at t h e 
e n d of t h e st u d y

N ot e: I n s o m e c as es, sit es m a y d estr o y t h e mat eri al  if, d uri n g t h e I n v est i gat or si t e s el e cti on, t h e 
e v al u at or h as v erifi e d a n d d o c u m e nt e d t h at t h e sit e h as a p pr o pri at e f a cilit i e s a n d writt e n 
pr o c e d ur es t o dis p os e cli ni c al st u d y  mat eri als. 

P ati e nts a n d/ or t h eir p ar e nt/ c ust o di a n/l e g al r e pr es e nt ati v e will b e i nstr u ct e d t o c o nt a ct t h e 
I n v esti g at or as s o o n as p ossi bl e if h e or s h e h as a c o m pl ai nt or pr o bl e m wit h t h e st u d y dr u g s o 
t hat t h e sit u ati o n c a n b e ass ess e d.

All cli ni c al tri al m at eri al pr o vi d e d t o t h e I n v esti g at or will b e st or e d i n a s e c ur e a n d l o c k e d pl a c e 
a n d all o c at e d a n d dis p e ns e d b y I nt er a cti v e V oic e/ W e b R es p o ns e S yst e m (I x R S/I W R S). D et ail e d 
r e c or ds of t h e a m o u nts of t h e st u d y dr u g r e c ei v e d, dis p e ns e d, a n d r e m ai ni n g at t h e e n d of t h e 
st u d y will be m ai nt ai n e d.

T A K -9 3 5 t a bl ets/ mi ni -t a bl ets s h o uld b e a d mi nist er e d at a p pr o xi m at el y t h e s a m e ti m es o n e a c h 
d a y . T h e a ct u al ti m e of d os e a d mi nistr ati o ns a n d all P K s a m pl e c oll e cti on will b e r e c or d e d i n t h e 
p ati e nt’s s o ur c e d o c u m e nts a n d i n t h e el e ctr o ni c c as e r e p ort f or m ( e C R F). 

7. 3. M et h o d of A s si g n m e nt t o T r e at m e nt

All s u bj e cts will r e c ei v e t h e s a m e tr e at m e nt t hr o u g h o ut t h e st u d y . P atie nt s w h o m e et all crit eri a 
f or e nr oll m e nt will b e gi n tr e at m e nt at Visit 2 ( D a y 1). Assi g n m e nt t o tr e at m e nt gr o u ps will b e 
d et er mi n e d b y t h e s ei z ur e s y n dr o m e: D u p 1 5 q or C D D .Pr
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7. 4. C o nti n u e d A c c e s s t o St u d y D r u g

T A K -9 3 5 m a y  b e ma d e a v ail a bl e aft er c o n cl usi o n of t h e st u d y  t o p atie nts w h o ar e still r e c ei vi n g 
a n d b e n efitti n g fr o m st u d y tr e at me nt i n a n O L E st u d y  ( u n d er a s e p ar at e pr ot o c ol; s e e 
S e cti o n 5. 1. 1 ).

7. 5. Bli n di n g

T his is a n o p e n -l a b el st u d y.

7. 6.  C o n c o mit a nt M e di c ati o n s a n d N o n -P h a r m a c ol o gi c T h e r a pi e s a n d 
P r o c e d u r es

A d j u n cti v e A E D tr e at m e nt, V N S s etti n gs, a n d k et o g e ni c di et s h o ul d n ot b e alt er e d d uri n g t h e 
st u d y. C o n c urr e nt tr e at m e nt r e gi m e n d at a will b e c oll e ct e d t hr o u g h o ut t h e st u d y .

All m e di c ati o ns i n cl u di n g vit a mi n s u p pl e m e nts, o v er- t he- c o u nt er m e d i c ati ons, a n d h er b al 
pr e p ar ati o ns i n cl u di n g ( m e di c al) m arij u a n a a n d c a n n a bi di o l pr o d u cts will  be c oll e ct e d 
t hr o u g h out t h e st u d y. ( M e dic al) M arij u a n a a n d c a n n a bi di o l pr o d u ct s s h o ul d n ot b e al t er e d d uri n g 
t he st u d y . 

Us e of p er a m p a n el is pr o hi bit e d d uri n g t h e st u d y .

Us e of tr a dit i on al C hi n es e m e di ci n es s h o ul d b e a p pr o v e d b y  t h e M e di c al M o nit or at s cr e e ni n g.

7. 7. T r e at m e nt C o m pli a n c e

P ati e nt c o m pli a n c e wi t h st u d y me di c at i on will b e ass ess e d at e a c h visit. O n i n -cli ni c d osi n g d a ys, 
af t er a d mi nistr atio n of  st u d y dr u g, 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. If  a sit e vi sit is n ot p ossi bl e 
d uri n g t h e m or ni n g h o urs, t h e p ati e nt s h o ul d t a k e t h eir m or ni n g d os e pri or t o att e n di n g t h e visit 
d uri n g t h e aft er n o o n h o urs. T h e d at e a n d ti m e of e a c h d os e gi v e n i n t h e cli ni c will b e r e c or d e d i n 
t he s o ur c e d o c u m e nts a n d o n t h e e C R Fs. 

P ati e nts a n d/ or p ati e nts’ c ar e gi v ers will b e r e q uir e d t o bri n g st u d y  dr u g b ottle s/ u n u s e d st u d y  
dr u g a n d t h e r e c or di n gs i n t h e d osi n g c ar d t o e a c h dis p e nsi n g sit e visit. All p at i ent s a n d/ or 
p ati e nts’ c ar e gi v ers s h o ul d b e r e -i nstr u ct e d a b o ut t h e d osi n g r e q uir e m e nts d uri n g st u d y c o nt a ct s. 
T h e a ut h ori z e d st u d y  p ers o n n el c o n d u cti n g t h e r e-e d u c ati o n m ust d o c u m e nt t h e pr o c ess i n t h e 
p ati e nt s o ur c e r e c or ds.

P ati e nts w h o ar e si g nifi c a nt l y n o n c o m pli a nt will  b e dis c o nt i n u e d fr om t he st u d y . A p ati ent  will 
b e c o nsi d er e d si g nifi c a nt l y n o n c o m p li a nt if h e or s h e i nt e nti o n all y miss es m or e t h a n 2 0 % of 
st u d y me di c at i on d uri n g t h e st u d y . Si mil arl y, a p ati e nt will b e c o nsi d er e d si g nifi c a ntl y 
n o n c o m p li a nt if h e or s h e is j u d g e d b y t h e I n v esti gat or t o h a v e i nt e nt i on all y or r e p e at e dl y  t a k e n 
m o r e t h a n t h e pr es cri b e d a m o u nt of m e di c at i on.
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8. S T U D Y A S S E S S M E N T S 

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 t o b e p erf or m e d 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, p ati e nts ar e t o b e ass ess e d b y t h e s a m e I n v est ig at or or si t e p ers o n n el 
w h e n e v er p ossi bl e. St u d y  pr o c e d ur es a n d t h eir ti mi n g (i n cl u di n g t ol er a n c e li mits f or ti mi n g) ar e 
s u m m ari z e d i n t h e S c h e d ul e of Ass ess m e nts (A p p e n di x 1, T a bl e 2 ).

A p p e n di x 2 lists t h e l a b or at or y t ests t h at will b e p erf or m e d f or t his st u d y.

A p p e n di x 3 pr o vi d es a s u m m ar y  of t h e ma xi m u m  nu m b er a n d v ol u m e of i n v asi v e s a m pl es, f or 
all s a m pli n g, d uri n g t h e st u d y.

8. 1. St u d y P r o c e d u r e s

8. 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 1. 1 .

8. 1. 1. 1. St u d y I nf o r m e d C o ns e nt P r o c e d u r e

I nf or me d c o n s e nt m ust b e o bt ai n e d b ef or e t h e p ati e nt e nt ers i nt o t h e st u d y , a n d b ef 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. 

T h e i nf or m e d c o ns e nt f or m m ust b e si g n e d b y t h e p ati e nt’s l e g all y a ut h ori z e d r e pr es e nt ati v e. A 
v er b al or writt e n p ati e nt ass e nt s h o ul d b e o bt ai n e d fr o m t he p ati e nt, if a p pli c a bl e, i n t h e e v e nt t h e 
p ati e nt is n ot c a p a bl e of pr o vi di n g a n i nf or m e d c o ns e nt. If t h e p ati e nt is n ot c a p a bl e of pr o vi di n g 
a n ass e nt, t h e r e as o n s h o ul d b e d o c u m e nt e d b y  t h e I n v esti g at or.

A u ni q u e p ati e nt i d e nt ifi c ati on n u m b er ( p ati e nt n u m b er) will b e assi g n e d t o e a c h p ati e nt a n d will 
b e us e d t hr o u g h o ut t h e st u d y .

8. 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 ( as all o w e d b y l o c al 
r e g ulat i ons), g e n d er, et h ni cit y,  a n d r a c e as d es cri b e d b y t h e p ati ent / c ar e gi v er. H ei g ht a n d w ei g ht 
will b e c o ll e ct e d at S cr e e ni n g ( Visit 1).

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 het h er t h e p ati e nt 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 u n d er st u d y t h at r es ol v e d at or b ef or e si g ni n g of 
i nf or me 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.

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 es 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 a n d t h e effi c a c y or s af ety e v al u at i ons st o p p e d at or wit hi n 3 0 d a ys b ef or e si g ni n g of 
i nf or me d c o ns e nt. A E D hist or y  will b e c oll e ct e d as p art of t h e m e di c ati on hist or y  inf or m at i on.

8. 1. 3. P h ysi c al E x a mi n ati o n P r o c e d u r e

T h e p h ysi c al e x a mi n at i on will  c o nsist of t h e f oll o wi n g b o d y s yst e ms: ( 1) h e a d, e ars, n os e, t hr o at; 
( 2) c ar dio v as c ul ar s yst e m; ( 3) r es pir at or y  s yst e m; ( 4) g astr oi nt esti n al s yst e m; ( 5) d er m at ol o gi c 
s yst e m; ( 6) e xtr e mit i es; ( 7) m u s c ulo s k el et al  s yst e m; ( 8) l y m p h n o d es; ( 9) ps yc hi atri c st at us; a n d 
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( 1 0) ot h er. All e x a mi n ati ons ar e t o b e p erf or m e d b y t h e I n v est i g at or or a q u alifi e d sit e st aff 
m e m b er. T h e p h ysi c al e x a mi n at i on m ust b e c a pt ur 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.

8. 1. 4. N e u r ol o gi c al E x a mi n ati o n P r o c e d u r e

A s e p ar at e n e ur o l ogi c al e x a mi n at i on will  be p erf or m e d a n d c oll e ct e d i n t h e e C R F. T his will 
i n cl u d e t esti n g m e nt al st at us, g ait, c er e b ell ar f u n cti o n, cr a ni al n er v es, m ot or f u n cti o n, a n d 
s e ns at i on.

8. 1. 5. W ei g ht a n d H ei g ht

W ei g ht a n d h ei g ht ar e t o b e m e as ur e d w hil e t h e p ati e nt is 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. If u n a bl e t o o bt ai n h ei g ht or w ei g ht , d at a m a y be c oll e ct e d fr o m  ot h er s o ur c es 
( e. g., m e d i c al r e c or ds or t h e s u bj e ct’s c ar et a k er). T h e I n v esti g at or m ust d o c u m e nt i n t h e s o ur c e 
d o c u m e nt t h e r e as o n f or n ot o bt ai ni n g h ei g ht or w ei g ht ( e. g., t h e s u bj e ct is i n a w h e el c h air).

8. 1. 6. Vit al Si g ns P r o c e d u r e

Vi t al si g n s t o b e me as ur e d ar e b o d y  t e mp er at ur e, bl o o d pr ess ur e, h e art r at e ( b e ats p er mi n ut e), 
a n d r es pir at or y  r at e.  

Vi t al si g n s s h o uld b e m e as ur e d at t h e s a m e ti m e o f d a y a cr oss visits, if p ossi bl e. W h e n vit al 
sig 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 
sig ns will b e o bt ai n e d wit hi n 1 5 mi n ut es 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, if p ossi bl e.

All vit al si g ns d at a c oll e ct e d at st u d y  visits 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 h e 
e C R F. 

8. 1. 7. S ei z u r e Di a r y P r o c e d u r e

T h e s ei z ur e di ar y is a n o bs er v er -r e p ort e d cli ni c al o ut c o m e ass ess m e nt m e as ur e t h at c a pt ur es t h e 
t ot al n u m b er a n d d ur ati o n of m ot or s ei z ur es (i. e., dr o p s ei z ur es, t o ni c-cl o ni c, t o ni c, bil at er al  
cl o ni c, at o ni c, m y o cl o ni c -at o ni c, m y o cl o ni c -t o nic- cl o ni c, f o c al  s ei z ur e s wit h bil at er al 
h y p er ki n et i c m o t or f e at ur es. N ot e – e x cl u d e - is ol at e d m y o cl oni c s ei z ur es) b y t y p e, i n 
a c c or d a n c e wit h t h e n e w s ei z ur e cl assifi c at i on s yst e m .9

P ati e nts a n d/ or p ati e nts’ c ar e gi v ers will b e t h e o bs er v ers a n d r e p ort ers i n t h e c urr e nt st u d y . 
P ati e nts a n d/ or p ati e nts’ c ar e gi v ers m a y  r e c or d s ei z ur es t hr o u g h o ut t h e d a y b ut mu st e n s ur e t h at 
t he d ail y  di ar y a s s e s s m e nt i s c o m p l et e d e a c h e v e ni n g, e v e n if n o s ei z ur es o c c urr e d.

At  t h e S cr e e ni n g visit ( Visit 1) a n d at e v er y cli ni c visit, t h e p ati e nt a n d/ or p ati e nt’s c ar e gi v er will 
b e gi v e n a s ei z ur e di ar y  a n d s p e cifi c i n str u ctio n s t o e n s ur e c o m pli a n c e wi t h t h e s ei z ur e 
r e c or di n g. T h e s ei z ur e e v e nts will b e r e c or d e d st arti n g at t h e S cr e e ni n g/ B as eli n e P eri o d u p u ntil 
t he F oll o w -u p Vi si t a n d c oll e ct e d at e a c h cli ni c visit. Pri or t o t h e first d os e at D a y 1 ( Visit 2), 
s ei z ur e di ari es m ust b e s e nt t o t h e M e di c al M o nit ors f or r e vie w a n d a p pr o v al. At all ot h er visits, 
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t he di ar y  c a n b e r e vi e w e d b y t h e I n v esti g at or wit h t h e p ati e nt a n d/ or p ati e nt’s c ar e gi v er f or 
pr o p er r e c or di n g a n d a c c o u nt a bilit y.  

8. 1. 8.  D o c u m e nt ati o n of St u d y D r u g

A S ei z ur e di ar y wit h d osi n g f or m will b e pr o vi d e d t o t h e p ati e nt a n d/ or c ar e gi v er at e a c h cli ni c visit 
t o r e c or d A M a n d P M st u d y dr u g a d mi nistr ati o n t hr o u g h o ut t h e st u d y, i n cl u di n g c h a n g es i n d osi n g 
r e gi m e n ( d e-es c al ati o n) t h at m a y o c c ur b et w e e n visits a n d d uri n g t h e d e -es c al ati o n p eri o d of t h e 
st u d y. T h es e will b e r e c or d e d i nt o t h e el e ctr o ni c c as e r e p ort f or m ( e C R F).

8. 1. 9. 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 at i on is a n y dr u g gi v e n i n a d diti on t o t h e st u d y  dr u g. T h es e m a y be 
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 p ati ent o v er t h e c o u nt er. C o n c o mit a nt m e di c at i on is 
n ot pr o vi d e d b y  t h e S p o ns or. At e a c h st u d y vi sit, p atie nts a n d/ or c ar e gi v ers will b e as k e d 
w h et h er p ati e nts h a v e t a k e n a n y m e di c at i on ot h er t h a n t h e st u d y  dr u g ( us e d fr o m si g ni n g of 
i nf or me d c o ns e nt t hr o u g h t h e e n d of t h e s t u d y), a n d all me di c at i on i n cl u di n g vit a mi n 
s u p pl e m e nts, o v er -t he -c o u nt er m e di c at i ons, a n d h er b al pr e p ar at i ons i n cl u di n g ( m e di c al) 
m arij u a n a m ust b e r e c or d e d i n t h e s o ur c e d o c u m e nt a n d e C R F. D o c u m e nt ati o n will i n cl u d e 
g e n eri c m e di c at i on n a m e, d os e, u nit, f r e q u e n c y, r o ut e of a d mi nistr atio n, st art a n d e n d d at es, a n d 
r e as o n f or us e.

A nt i e pil e pti c dr u g tr e at m e nt, ( me di c al) m arij u a n a, c a n n a bi di o l pr o d u cts, V N S s etti n gs, a n d 
k et o g e ni c di et s h o ul d n ot b e alt er e d d uri n g t h e st u d y .

8. 1. 1 0. 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

Bl o o d a n d uri n e s a m pl es ar e t o b e c oll e ct e d at t h e ti m e p oi nts sti p ul at e d i n t h e S c h e d ul e of 
Ass ess m e nts (T a bl e 2 ). S a mpl 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. D et ails of t h es e pr o c e d ur es a n d r e q uir e d s af et y m o nit ori n g will b e gi v e n i n t h e 
l a b or at or y ma n u al.

T h e cli ni c al l a b or at or y  t ests t o b e p erf or m e d ar e list e d i n A p p e n di x 2 .

F or a n i n di vi d u al p at i ent , t h e m a xi m u m v ol um e of bl o o d c oll e ct e d o v er t h e c o urs e of t h e st u d y 
will b e a p pr o xi m at el y  1 1 8. 2 m L (A p p e n di x 3 ). 

Bl o o d v ol u m e li mit at i ons will s o m et i m es pr e cl u d e t h e c oll e cti on of all s a m pl es i n a p art i c ul ar 
st u d y vi sit. A p p e n di x 3 e n u m er at es t h e pri orit i es f or bl o o d c oll e cti on. 

I n g e n er al, e xisti n g g ui d eli n es f or bl o o d s a m pl e v ol u m e li mits (m a xi m u m of  1 2 0 m L f or e a c h 
p ati e nt wi t h m a xi m u m bl o o d v ol u m e c o ll e ct e d d uri n g a 3 0-d a y  p erio d of a p pr o xi m a t el y 4 0 m L
a n d m a xi m u m bl o o d v ol u m e c o ll e ct e d d uri n g a si n gl e visit of a p pr o xi m at el y 2 5 m L ) ar e 
c o nsist e nt wit h t h e li mit e d e vi d e n c e a v ail a bl e o n “ mi ni m al ris k ” t o c hil dr e n. E x a m pl es of 
g ui d eli n es f or bl o o d dr a w li mits i n p e di atri cs c a n b e f o u n d at: 
ht t p:// w w w. w h o.i nt/ b ull eti n/v o l um es/ 8 9/ 1/ B L T - 1 0- 0 8 0 0 1 0-t a ble -T 2. ht ml .

T h e c e ntr al l a b or at or y  will p erf or 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 str y, a n d 
uri n al ysis. T h e r es ults of cli ni c al l a b or at or y  t ests will be r et ur n e d t o t h e 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. T h e I n v esti g at or will m ai nt ai n a c o p y of t h e 
l a b or at or y a c cr e dit atio n a n d t h 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  us e d.
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If p ati ent s e x p eri e n c e A L T or A S T > 3 × U L N, f oll o w -u p l a b or at or y t ests ( at a mi ni m u m, s er u m 
al k ali n e p h os p h at as e, A L T, A S T, t ot al bilir u bi n , γ- gl ut a m yl  tr a nsf er as e [ G G T], a n d I N R) s h o ul d 
b e p erf or m e d pr ef er a bl y  wit hi n 4 8 t o 7 2 h o urs a n d n o l at er t h a n 5 d ays aft er t h e a b n or m alit y w as 
n ot e d. Pl e as e r ef er t o S e cti o n 6. 3. 1 f or dis c o nti n uati o n cri t eria a n d S e ct i on 8. 3. 3. 1 f or r e p ortin g 
r e q uir e m e nt s r elat e d t o A L T or A S T > 3 × U L N i n c o nj u n ct i on wi t h t ot al bilir u bi n > 2 × U L N.

If t h e A L T or A S T 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 ut i 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 esti n g, cl os e 
m o nit ori n g, p ossi bl e dis c o nt i n u ati on of st u d y  dr u g, a n d dis c ussi o n of t he 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 T E A E ( pl e as e r ef er 
t o S e cti o n 8. 3. 3. 1 f or r e p orti n g r e q uir e m e nts).

If uri n e c a n n ot b e c oll e ct e d d u e t o t h e p ati e nt’s c o o p er ati o n or be c a us e t h e p ati e nt is w e ari n g a 
di a p er, t h e r e as o n s h o ul d b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nt a n d, f or f e m al e p at i ent s, t h e 
r e s ult s of t h e s er u m pr e g n a n c y t est o bt ai n e d at Visit 1 must b e c o nfir m e d t o b e n e g ati v e b y t h e 
I n v esti g at or pri or t o i niti ati on of tr e at me nt. 

8. 1. 1 1. 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

Pl e as e r ef er t o S e cti o n 6. 1 f or d et ail e d c o ntr a c e pti o n r e q uir e m e nts.

P ati e nt s will  be pr o vi d e d wi t h inf or m ati o n 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 
p ati e nt 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 nts f or 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  a n d f or 3 0 d a ys aft er t h e l ast d os e of st u d y dr u g. T his ma y b e 
sig n e d b y t h e l e g all y a ut h ori z e d r e pr es e nt ati v e o f t h e p ati ent .

All s e x u all y a cti v e f e m al e p ati ent s of c hil d b e ari n g p ot e nti al m ust h a v e a n e g at i v e uri n e or s er u m 
h u m a n c h ori o ni c g o n a d otr o pi n ( h C G) pr e g n a n c y t est at S cr e e ni n g ( Visit 1) b ef or e r e c ei vi n g a n y 
d os e of st u d y  dr u g. A d ditio n al  pr e g n a n c y t ests ( uri n e o nl y ) m a y be p erf or m e d t hr o u g h o ut t h e 
st u d y at t h e I n v esti g at or’s dis cr eti on. D uri n g t h e st u d y , p atie nt s will  r e c ei v e c o nti n u e d g ui d a n c e 
wi t h r es p e ct t o t h e a v oi d a n c e of pr e g n a n c y a nd o v a or s p er m d o n ati o n as p art of t h e st u d y  
pr o c e d ur es. A n a d dit i on al s er u m hC G pr e g n a n c y t est will b e p erf or m e d at t h e p ati e nt’s l ast cli ni c 
visit.

S e x u all y  a cti v e mal e p at i ent s ( p ost -p u b ert al u nl ess p er m a n e ntl y st erili z e d b y bil at er al 
or c hi d e ct o m y) m ust a gr e e t o us e m al e c o ntr a c e pti o n ( c o n d o m) d uri n g t h e st u d y  a n d for 3 0 d a y s 
f oll owi n g t h e l ast d os e of st u d y  dr u g. M ale p ati e nts m u st al s o n ot d o n at e s p er m d uri n g t h e 
S cr e e ni n g a n d Tr e at m e nt P eri o ds a n d f or 3 0 d a y s aft er t h e l ast d os e of st u d y dr u g. F e mal es of 
c hil d b e ari n g p ot e nti al w h o ar e p art n ers of m al e p ati e nts ar e als o a d vis e d t o us e a d dit i on al 
c o ntr a c e pti o n as s h o w n i n t h e list c o nt ai ni n g hi g hl y  eff e cti v e/ eff e cti v e c o ntr a c e pti o n i n
S e cti o n 6. 1 .

8. 1. 1 2.  E C G P r o c e d u r e

A 1 2 -l ea d E C G will b e r e c or d e d at S cr e e ni n g ( Visit 1) a n d at 3 0 mi n ut es ( ± 1 0 mi n ut es) aft er t h e 
m o r ni n g d os e at ot h er visits. If t h e p ati e nt c a n n ot t ol er at e b ei n g s u pi n e, a sitti n g E C G m a y b e 
o bt ai n e d. T h e I n v esti g at or ( or a q u alifi e d o bs er v e r at t h e st u d y sit e) will i nt er pr et t h e E C G usi n g 
1 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  sig 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 i nt er pr et ati on of t h e E C G will b e r e c or d e d i n t h e s o ur c e 
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d o c u m e nt s a n d i n t h e e C R F. T h e ti m e t h at t h e E C G w as p erf or m e d will b e r e c or d e d. 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 p at i ent ’s E C G tr a c e: h e art r at e, 
r e s pir ati on r at e, P R i nt er v al, Q T i nt er v al, Q R S i nt er v al, a n d c orr e ct e d Q T i nt er v al. E C G t r a c es 
r e c or d e d o n t h er m al p a p er will b e p h ot o c o pi e d t o a v oi d d e gr a d ati o n of tr a c e o v er ti m e.

8. 1. 1 3. Cli ni c al Ass ess m e nt of S ui ci d al I d e ati o n a n d B e h a vi o r

S ui ci d al  id e ati o n a n d b e h a vi or will  be ass ess e d i n p ati e nts a g e d ≥ 6 y e ars usi n g 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., p ati e nt e n d ors es t h o u g hts a b o ut a 
wi s 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  id e at i on (fr e q u e n c y), 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, or a b ort e d att e m pts at s ui ci d e) .1 0

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 -Vi sit C-S S R S.

St u d y  st aff tr ai n e d i n t he a d mi ni str ati o n of  t h e C-S S R S will ass ess p ati e nt s ui ci d alit y usi n g t h e 
C- S S R S, eli cit i n g a ns w ers fr om t he p ati e nt or t h e p ati e nt’s c ar e gi v er. Ul ti m at el y, t h e 
d et er mi n at i on of t h e pr es e n c e of s ui ci d al i d e ati o n or b e h a vi or d e p e n ds o n t h e cli ni c al j u d g e m e nt
of  t h e i n v esti g at or. 

If a p ati e nt e x hi bits si g ns of s ui ci d al i d e ati o n, t h e p ati e nt m a y be dis c o nt i n u e d as d es cri b e d i n 
S e cti o n 6. 3. 1 .

8. 1. 1 4. Vi n el a n d A d a pti v e B e h a vi o r S c al e

T h e V A B S, 3 r d E di tio n P ar e nt C ar e gi v er F or m ( V A B S - 3 P ar e nt C ar e gi v er F or m), is a p ar e nt-
r e p ort q u esti o n n air e of a d a pt i v e f un ct i oni n g or h o w a n i n di vi d u al b e h a v es i n t h eir d a y -t o-d a y lif e 
at h o m e a n d i n t h e c o m m u nit y .1 2 It ass ess es a d a pti v e f u n cti o ni n g a cr oss 4 d o m ai ns: b e h a vi or, 
c o m m u ni c at i on, d ail y  li vi ng, s o ci ali z at i on, a n d pr o bl e m b e h a vi or. T h e i nt er vi e w t a k es a b o ut 
2 0 mi n ut es t o c o m pl et e.

If t h e p ati e nt is u n a bl e t o c o m pl y with t h e V A B S f or e x a m pl e d u e t o t h e l a n g u a g e b arri er 
( e. g., u n a v ail a bilit y of  v ali d at e d t est i n p ati e nt’s l a n g u a g e), t h e I n v esti g at or ma y  als o us e cli ni c al 
j u d g m e nt t o ass ess f or a d a pti v e f u n cti on a n d b e h a vi or.

8. 1. 1 5. A b e r r a nt B e h a vi o r C h e c klist -C o m m u nit y ( A B C -C)

B e h a vi or will b e ass ess e d b y  t h e us e of t h e A B C-C q u e sti o n n air e, w hi c h is a r ati n g s c al e t h at 
m e as ur es t h e s e v erit y of  a r a n g e of pr o bl e m  b e h a vi or s c o m mo nl y o bs er v e d i n i n di vi d u als wit h 
i ntell e ct u al  a n d d e v elo p m e nt al  dis a bilitie s .1 1 It is c o m pl et e d b y t h e c ar e gi v er. It is a n e mpiri c all y  
d e v el o p e d s c al e d esi g n e d t o m e as ur e ps y c hi atri c s y m pt o ms a n d b e h a vi or al dist ur b a n c e e x hi bit e d 
b y i n di vi d u als a cr oss 5 d o m ai ns with 5 8 i t e ms: irrit a bilit y, a git atio n, a n d cr yi n g ( 1 5 it e ms); 
l et h ar g y, s o ci al wit hdr a w al  ( 1 6 it e m s); st er e ot yp y ( 7 i t ems); h y p er a ct i vity/ n o n c o m p li a n c e 
( 1 6 ite m s); a n d i n a p pr o pri at e s p e e c h ( 4 it e ms).

If t h e p ati e nt is u n a bl e t o c o m pl y with t h e A B C -C d u e t o t h e l a n g u a g e b arri er 
( e. g., u n a v ail a bilit y of  v ali d at e d t est i n p ati e nt’s l a n g u a g e) t h e I n v esti g at or m a y als o us e cli ni c al 
j u d g m e nt t o ass ess f or b e h a vi or. Pr
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8. 1. 1 6. 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 dit i ons ar e t h os e si g nifi c a nt o n g oi n g c o n dit i ons or di s 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 h es e i n cl u d e cli ni c all y  si g nifi c a nt la b or at or y , E C G, or 
p h ysi c al e x a mi n at i on a b n or m alit i es n ot e d at S cr e e ni n g ( Visit 1), a c c or di n g t h e j u d g m e nt of t h e 
I n v esti g at or. T h e c o n diti on (i . e., dia g n osis) s h o ul d b e d es cri b e d a n d r e c or d e d o n t h e M e di c al 
Hi st or y for m .

8. 1. 1 7. C a r e gi v e r Gl o b al I m p r essi o n of C h a n g e ( C a r e GI -C) 

At  Visit 2 ( D a y 1; prior t o a d mi nistr ati o n of t h e first d os e of st u d y  dr u g), t h e c ar e gi v er will b e 
as k e d t o writ e a bri ef d es cri pt i on of t h e p ati e nt’s o v er all c o n dit i on as a m e m or y  ai d for t h e 
C ar e GI -C at s u bs e q u e nt visits.

T h e C ar e GI -C c o m pri s es t h e f ollo wi n g q u e sti o n t o b e r at e d o n a 7 -p oi nt s c al e:

Si n c e y o ur c hil d st art e d tr e at m e nt, pl e as e ass ess t h e st at us of y o ur c hil d’s o v er all c o n dit i on 
( c o mp ari n g t h eir c o n dit i on n o w t o t h eir c o n dit i on b ef or e tr e at m e nt) usi n g t h e s c al e b el o w.

 V er y  M u c h I m pr o v e d

 M u c h I m pr o v e d

 Sl i g htl y I m pr o v e d

 N o C h a n g e

 Sl i g htl y W ors e

 M u c h W ors e

 V er y  M u c h W ors e

If t h e m ai n c ar e gi v er is n ot a v ail a bl e at t h e a p pr o pri at e visit t h e n t his i nf or m at i on c a n b e 
c a pt ur e d o v er t h e t el e p h o n e, i d e all y o n t h e d a y  of t h e visit or ot h er wis e wit hi n 3 d a ys.

8. 1. 1 8. Cli ni c al Gl o b al I m p r essi o n of S e v e rit y ( C GI -S) a n d Cli ni c al Gl o b al I m p r essi o n –
C h a n g e ( C GI - C)

C GI -S e v erit y ( C GI-S) is us e d t o o b t ain a n ass ess m e nt of s y m pt o ms s e v erit y.  T h e C GI-C f o c us es 
o n cli ni ci a ns’ o bs er v ati o ns of c h a n g e i n t h e p at i ent ’s c o g niti v e, f u n cti on al, a n d b e h a vi or al 
p erf or m a n c e si n c e t h e b e gi n ni n g of t h e st u d y . 

T h e C GI -S is r at e d o n a 7 -p oi nt s c al e, wit h t h e s e v erit y of  ill n ess s c al e usi n g a r a n g e of 
r es p o ns es fr om 1 ( n or m al) t hr o u g h t o 7 ( a m o n gst t h e m ost s e v er el y  ill p ati ent s). C GI -S s c or es 
r a n g e fr om 1 ( v er y  mu c h i m pr o v e d) t hr o u g h t o 7 ( v er y  mu c h w or s e). 

F or t h e C GI- C, tr e at m e nt r es p o ns e r ati n gs s h o ul d t a k e a c c o u nt of b ot h t h er a p e uti c effi c a c y a n d 
tr e at me nt -r el at e d A Es a n d r a n g e fr om 0 ( m ar k e d i m pr o v e m e nt a n d n o s i d e-eff e cts) a n d 4 
( u n c h a n g e d or w ors e a n d si d e-eff e cts o ut w ei g h t h e t h er a p e uti c eff e cts). E a c h c o m p o n e nt of t h e 
C GI is r at e d s e p ar at el y; t h e i nstr u m e nt d o es n ot yi el d a gl o b al s c or e. T h e PI or d esi g n e e will 
c o m pl et e t h e C GI -S a n d C GI -C at t h e ti m e p oi nts s p e cifi e d i n  T a bl e 2 ( A p p e n di x 1 ).
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8. 1. 1 9. S e v e rit y Ass ess m e nt i n C D K L 5 D efi ci e n c y Dis o r d e r

T h e o pti o n al s e v erit y ass ess m e nt will b e c o n d u ct e d i n o nl y  t h e C D D p at i ent s a n d c a pt ur es 
d e gr e es of s e v erit y a s s o ci at e d wi t h mot or f u n ct i on, c o g ni tio n, a n d visi o n a n d a ut o n o mi c 
d y sf u n ct i on. A c o p y  of t h e q u e stio n n ai r e i s pr o vid e d i n A p p e n di x 5 . 

8. 1. 2 0. E xit S u r v e y 

A n e xit s ur v e y will b e c o n d u ct e d at Visit 6 or at t h e e arl y t er mi n at i on visit wi t h C ar e GI-C, a n d it 
t a k es a p pr o xi m at el y 2 mi n ut es. T h e s ur v e y c a pt ur es wit h p ar e nt’s ( a n d c ar e gi v ers’) e x p eri e n c es 
wi t h T A K-9 3 5 i n cl u di n g i m p a ct of tr e at m e nt wit h T A K -9 3 5 o n d ail y lif e/f u n ct i oni n g a n d o n 
m o st i mp ort a nt b ot h er s o m e s y m pt o m s. 

8. 1. 2 1. P h a r m a c o ki n e ti c S a m pl e C oll e cti o n a n d A n al ysis

8. 1. 2 1. 1. C oll e cti o n of Pl as m a S a m pl es f o r T A K -9 3 5 P K E v al u ati o n

8. 1. 2 1. 2. Bi o a n al yti c al M et h o ds f o r T A K -9 3 5
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8. 1. 2 1. 3. P h a r m a c o ki n eti c P a r a m et e rs

8. 1. 2 2. P h a r m a c o d y n a mi c S a m pl e C oll e cti o n a n d A n al ysis

8. 1. 2 2. 1. C oll e cti o n of Pl as m a S a m pl es f o r P h a r m a c o d y n a mi c E v al u ati o n

8. 1. 2 2. 2. Bi o a n al yti c al M et h o ds f o r 2 4 H C

8. 1. 2 2. 3. P h a r m a c o d y n a mi c P a r a m et e rs 

T h e P D p ar a m et er of  c h a n g e fr o m B as eli n e i n pl as m a 2 4 H C l e v els will b e s u m m ari z e d. 
A d dit i on al P D p ar a m et ers m a y  be c al c ul at e d a n d s u bj e ct e d t o a d dit i on al P K/ P D m o d eli n g, as 
a p pr o pri at e.

8. 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 p ati ent s wit h a si gn e d i nf or m e d c o ns e nt. If t h e p ati e nt is f o u n d 
t o b e i n eli gi bl e f or t h e st u d y at Vi sit 2 ( D a y 1), t h e I x R S/I W R S s h o ul d b e c o nt a ct e d as a 
n otifi c ati o n o f s cr e e n f ail ur e.

T h e pri m ar y  r e as o n f or s cr e e n f ail ur e is t o b e r e c or d e d i n t h e e C R F. 

C CI

C CI

C CI
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P ati e nt s m a y  b e r e-s cr e e n e d aft er a p pr o v al  of M e di c al  M o nit or a n d S p o ns or .

P ati e nt n u m b ers assi g n e d t o p ati e nts 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. If a p ati e nt f ails 
s cr e e ni n g, b ut is l at er s u c c essf ull y r es cr e e n e d, t h e d at a f or t h e p ati e nt will b e e nt er e d as if t h es e 
w er e 2 s e p ar at e p ati e nts. T h er ef or e, t h e d at a s h o ul d b e e nt er e d as f oll o ws:

1. T h e s cr e e n f ail ur e d at a s h o ul d b e e nt er e d as a s cr e e n f ail ur e p at i ent

2. R es cr e e n e d p at i ent s s h o ul d b e assi g n e d a n e w p ati e nt n u m b er a n d tr e at e d as a st a n d -al o n e 
p ati e nt

8. 1. 2 4.  D o c u m e nt ati o n of St u d y E nt r a n c e

O nl y p ati e nts w h o m e et all t h e i n cl usi o n cri t eria a n d n o n e of t h e e x cl usi o n crit eri a ar e eli gi bl e f or 
e ntr y  int o t h e st u d y .

If t h e p ati e nt is f o u n d t o b e n ot eli gi bl e, t h e I n v esti 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 c a bl e e C R F.

8. 2. S a m pl e C oll e cti o n a n d T esti n g 

A p p e n di x 1 lists t h e s c h e d ul e f or s a m pl e c oll e cti ons i n t his st u d y .

A p p e n di x 2 lists t h e l a b or at or y t ests t h at will b e p erf or m e d f or t his st u d y. 

A p p e n di x 3 pr o vi d es a s u m m ar y  of t h e ma xi m u m  nu m b er a n d v ol u m e of i n v asi v e s a m pl es, f or 
all s a m pli n g, d uri n g t h e st u d y. 

8. 3. S af et y E v al u ati o ns

I n v esti g at ors ar e r es p o nsi bl e f or m o nit ori n g t h e s af et y of p ati ent s w h o h a v e e nt er e d t his st u d y 
a n d f or al erti n g t h e S p o ns or or d esi g n e e t o a n y  e v e nt t h at s e e ms u n us u al, e v e n if t his e v e nt m a y 
b e c o nsi d er e d a n u n a nti ci p at e d b e n efit t o t h e p ati e nt.

T h e I n v esti g at or is r es p o nsi bl e f or t h e a p pr o pri at e m e di c al c ar e of p at i ent s d uri n g t h e st u d y.

T h e I n v esti g at or r e m ai n s r es p o nsi bl e f or f oll o wi n g, t hr o u g h a n a p pr o pri at e h e alt h c ar e o pti o n, 
A Es t h at ar e s eri o us, c o nsi d er e d r el at e d t o t h e st u d y tr e at m e nt or t h e st u d y , or t h at c a us e d t h e 
p ati e nt t o di s c o nt i n u e b ef or e c o m pl et i n g t h e st u d y. T h e p ati e nt s h o ul d b e f oll ow e d u nt il t he e v e nt 
is r es ol v e d or e x pl ai n e d. Fr e q u e n c y of f oll ow- u p e v al u at i on is l eft t o t h e dis cr eti on of t h e 
I n v esti g at or. 

8. 3. 1. A d v e rs e E v e nts

A n a d v ers e e v e nt ( A E) is a n y u nt o w ar d m e di c al o c c urr e n c e i n a p at i ent  or cli ni c al st u d y p ati ent  
a d mi nist er e d a m e di ci n al pr o d u ct a n d w hi c h d o es n ot n e c ess aril y h a v e a c a us al r el at i ons hi p wit h 
t his tr e at me 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 or u ni nt e n d e d si g n (f or e x a m pl e, a n 
a b n or m al  la 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 
m e di ci n al pr o d u ct, w h et h er c o nsi d er e d r el at e d t o t his m e di ci n al pr o d u ct.

T h e d efi nit i on of a n A E als o c o v ers m e di c at i on err ors a n d us es o utsi d e w h at is f or es e e n i n t h e 
pr ot o c ol  o nl y if a n A E r e s ult s fr o m t h e err or, i n cl u di n g i nt e nti on al mis us e, a b us e, a n d o v er d os e 
of  t h e pr o d u ct. A d v ers e e v e nts (i n cl u di n g 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 
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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 ct i on  8 . 3. 1. 3. I n t h e e v e nt of dr u g o v er d os e, t h e p ati e nt 
s h o uld b e tr e at e d s y m pt o m at i c all y.

Si t u atio ns w h er e a n u nt o w ar d m e di c al o c c urr e n c e di d n ot o c c ur (s o ci al a n d/ or c o n v e ni e n c e 
a d missi o n t o a h os pit al) a n d a nti ci p at e d d a y -t o-d a y fl u ct u ati o ns of pr e -e xist i n g dis e as e(s) or 
c o n di tio n(s) pr es e nt or d et e ct e d at t h e st art of t h e st u d y  t h at d o n ot w ors e n ar e n ot A 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 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 i s p erf or me 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 xist i n g c o n diti on, t h e w ors e ni n g of t h e c o n dit i on 
s h o uld b e r e c or d e d as a n A E. C o m pli c ati o ns 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 uld b e 
r e p ort e d as A Es.

El e ct i 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 on 
s h o uld n ot b e r e c or d e d as 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 nts. 
C o m pli c at i ons r es ult i n g fr om a n el e ct i v e s ur g er y s h o ul d b e r e p ort e d as A Es. 

F or t h e p ur p os e of t his st u d y , r e p orti n g of s ei z ur es s h o ul d m e et t h e A E/ S A E r e p orti n g 
r e q uir e m e nts. As s ei z ur es ar e c o nsi d er e d a b as eli n e c o n dit i on, s ei z ur es s h o ul d b e r e p ort e d as a n 
A E/ S A E if: 1) t h er e is a cl e ar i n cr e as e i n t h e fr e q u e n c y o f s ei z ur es c o m p ar e d t o t h e s u bj e ct’s 
b as eli n e, 2) t h er e is a n e m er g e n c e of a n e w s ei z ur e t y p e, or 3) t h e s u bj e ct e x p eri e n c es st at us 
e pil e pt i c us, a n d a n y ot h er ti m e t h e i n v esti g at or f e els t h e s ei z ur e s h o ul d b e c a pt ur e d as a n 
A E/ S A E, i n w hi c h c as e t h e I n v est i g at or s h o ul d d o c u m e nt his/ h er r e as o ni n g. All s ei z ur es will b e 
c a pt ur e d i n t h e s ei z ur e di ar y  c oll e ct e d at t h e sit e d uri n g t h e st u d y a n d will b e a n al y z e d b y t h e 
s p o ns or al o n g wit h t h e r e p ort a bl e S A Es i n e v al u at i n g ris k: b e n efit. T h e s p o ns or will r e p ort t h e 
S A E e v e nts of s ei z ur e t h at m e et t h es e crit eri a i n a n a g gr e g at e d u n bli n d e d r e p ort at t h e c o n cl usi o n 
of  t h e st u d y.

T h e S p o ns or h as st a n d ar ds f or r e p orti n g A Es t h at ar e t o b e f o ll ow e d r e g ar dl ess of a p pli c a bl e 
r e g ulat or y  r e q uir e m e nt s t h at ma y  b e less stri n g e nt. 

L a c k of dr u g eff e ct is n ot a n A E i n cli ni c al st u di es, b e c a us e t h e p ur p os e of t h e cli ni c al st u d y is t o 
est a blis h dr u g eff e ct.

C as es of pr e g n a n c y t h at o c c ur d uri n g m at er n al or p at er n al e x p os ur es t o st u d y  dr u g ar e t o b e 
r e p ort e d. D at a o n f et al o ut c o m e a n d br e ast -f ee di n g ar e c oll e ct e d f or r e g ul at or y  r e p orti n g a n d 
dr u g s af et y e v al u at i on.

St u d y  sit e p er s o n n el will r e c or d t h e o c c urr e n c e a n d n at ur e of e a c h p ati e nt’s pr e-e xist i n g 
c o n di tio ns, i n cl u di n g cli ni c all y  sig nifi c a nt si g n s a n d s y m pt o m s of t h e dis e as e u n d er tr e at m e nt i n 
th e st u d y.

Aft er t h e i nf or m e d c o ns e nt f or m (I C F) is si g n e d, sit e p ers o n n el will r e c or d a n y c h a n g e i n t h e 
c o n di tio n(s) a n d t h e o c c urr e n c e a n d n at ur e of a n y A Es. If a p at i ent  e x p eri e n c es a n A E aft er 
sig ni n g i nf or m e d c o ns e nt, b ut pri or t o r e c ei vi n g st u d y  dr u g, t he e v e nt will b e r e p ort e d, b ut will 
b e i n cl u d e d i n t h e p ati e nt’s m e di c al hist or y u nl ess t h e e v e nt is s eri o us, or t h e I n v esti g at or f e els 
t he e v e nt m a y h a v e b e e n c a us e d b y a pr ot o c ol pr o c e d ur e.

I n a d diti on, all A Es o c c urri n g aft er t h e p ati e nt r e c ei v es t h e first d os e of st u d y dr u g must b e 
r e p ort e d t o t h e S p o ns or or its d esi g n e e vi a t h e e C R F.
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8. 3. 1. 1. S e v e rit y Ass ess m e nt

I n v esti g at ors will b e i nstr u ct e d t o r at e t h e s e v erity of  A Es usi n g t h e f oll owi n g cri t eri a:

Mil d E v e nts r e q uir e mi ni m al or n o tr e at m e nt a n d d o n ot i nt erf er e wi t h t h e p atie nt’s 
d ail y  a cti vitie s

M o d e r at e E v e nts r es ult i n a l o w l e v el o f i n c o n v e ni e n c e or c o n c er ns with t h e t h er a p e uti c 
m e as ur es. M o d er at e e v e nts m a y c a us e s o m e i nterf er e n c e wit h f un ct i oni n g

S e v e r e E v e nts i nt err u pt a p ati e nt’s us u al d ail y  a ctivit y a n d m a y  r e q uir e s yst e mi c dr u g 
t her a p y  or ot h er tr e at me nt. S e v er e e v e nts ar e us u all y  in c a p a ci t ati n g

C h a n g e i n s e v erit y of  a n A E s h o uld b e d o c u m e nt e d b as e d o n s p e cifi c g ui d eli n es i n t h e e C R F 
C o m pl et i on G ui d eli n es.

S e v erit y a n d s eri o u s n e s s m ust b e diff er e nti at e d: s e v erit y d es cri b es t h e i nt e nsit y of  a n A E, w hil e 
t he t er m  s erio us n ess r ef ers t o a n A E t h at h as m et t h e crit eri a f or a n S A E.

8. 3. 1. 2. C a us alit y Ass ess m e nt

I n v esti g at ors will b e i nstr u ct e d t o r e p ort t o t h e S p o ns or or its d esi g n e e t h eir ass ess m e nt of th e 
p ot e nti al  r el at e d n ess of e a c h A E t o pr ot o c ol pr o c e d ur e a n d/ or st u d y dr u g vi a t h e C R F.

A n I n v est i g at or c a us ality a s s e s s m e nt m ust b e pr o vi d e d f or all A Es ( b ot h s eri o us a n d n o n -
s erio u s). T hi s ass ess m e nt m ust b e r e c or d e d i n t h e e C R F a n d a n y  a d ditio n al f or m s a s a p pr o pri at e.

R el ati o ns hi p of A Es t o t h e d efi n e d st u d y  tr e at me nt ( T A K -9 3 5 [ aft er t h e st art of T A K -9 3 5 o n 
D a y  1]), will b e d et er mi n e d b y t h e I n v esti g at or a c c or di n g t o t h e f oll owi n g crit eri a. Pl e as e n ot e 
t hat n ot all crit eri a m ust b e pr es e nt t o b e i n di c at i v e of a p arti c ul ar r el ati ons hi p.

N ot R el at e d E x p os ur e t o t h e d efi n e d st u d y tr e at m e nt di d n ot o c c ur, or t h e 

o c c urr e n c e of t h e A E is n ot r e as o n a bl y r el at e d i n ti m e

U n li k el y R el at e d T h e A E o c c urr e d i n a r e as o n a bl e ti m e aft er t h e d efi n e d st u d y 

tr e at m e nt a n d is d o u btf ull y r el at e d t o t h e i n v esti g ati o n al 

a g e nt/ pr o c e d ur e

P ossi bl y R el at e d T h e d efi n e d st u d y tr e at m e nt a n d t h e A E w er e r e as o n a bl y r el at e d i n 

ti m e, a n d t h e A E c o ul d b e e x pl ai n e d e q u all y w ell b y c a us es ot h er 

t h a n e x p os ur e t o t h e d efi n e d st u d y tr e at m e nt

R el at e d T h e d efi n e d st u d y tr e at m e nt a n d t h e A E w er e r e as o n a bl y r el at e d i n 

ti m e, a n d t h e A E w as m or e li k el y e x pl ai n e d b y e x p os ur e t o t h e 

d efi n e d st u d y tr e at m e nt t h a n b y ot h er c a us es, or t h e d efi n e d st u d y 

tr e at m e nt w as t h e m ost li k el y c a us e of t h e A E

If a pati e nt’s d os a g e is r e d u c e d or tr e at m e nt is dis c o nti n u e d as a r es ult of a n A E, st u d y  sit e 
p ers o n n el m ust cl e arl y  r e p ort t o t h e S p o ns or or its d esi g n e e vi a C R F t h e cir c u mst a n c es a n d d at a 
l e a di n g t o a n y s u c h d os a g e r e d u cti o n or dis c o nti n u ati o n of tr e at m e nt.
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8. 3. 1. 3. S e ri o us A d v e rs e E v e nts

S eri o us a d v ers e e v e nt c oll e ct i on b e gi ns aft er t h e p ati e nt h as si g n e d t h e I C F. If a p at i ent  
e x p eri e n c es a n S A E aft er si g ni n g t h e I C F, b ut pri or t o r e c ei vi n g st u d y  dr u g, t h e e v e nt will b e 
r e p ort e d, b ut will b e cl assifi e d as a pr e-tr e atm e nt  S A E u nl ess t h e I n v esti g at or f e els t h e e v e nt m a y 
h a v e b e e n c a us e d b y a pr o c e d ur e list e d i n t h e pr ot o c ol.

Pl a n n e d s ur g eri es a n d/ or h os pit ali z at i ons s h o ul d n ot b e r e p ort e d as S A Es u nl ess t h e u n d erl yi n g 
m e di c al c o n dit i on h as w ors e n e d d uri n g t h e c o urs e of t he st u d y .

St u d y  sit e p er s o n n el mu st al ert t h e S p o ns or or its d esi g n e e of a n y  S A E wit hi n 2 4 h o urs of 
I n v esti g at or a w ar e n ess of t h e e v e nt vi a a s p o ns or-a p pr o v e d m et h o d. If al erts ar e iss u e d vi a 
t ele p h o n e, t h e y  ar e t o b e i m m e di at el y f oll ow e d wi t h offi ci al no tifi c ati on o n st u d y -s p e cifi c S A E 
f or ms. T his 2 4 -h o ur n otifi c at i on r e q uir e m e nt r ef ers t o t h e i nit i al S A E i nf or m ati on a n d all 
f oll ow- u p S A E i nf or m at i on.

A n S A E is a n y  AE f r o m t hi s st u d y t h at r e s ult s i n 1 or mor e of t h e f o ll owi n g o ut c o m es:

 R es ults i n d e at h 

 R e q ui r e s or pr olo n g s h o s pi t ali z ati on

 Is lif e t hr e at e ni n g (t h at is, i m m e di at e ris k of d yi n g)

 P er si st e nt or sig nifi c a nt dis a bilit y/ i n c a p a city

 C o n g e nit al a n o m a l y or birt h d ef e ct

 Ot h er m e di c all y i m p ort a nt s eri o us e v e nt

I mp ort a nt m e di c al e v e nts t h at m a y n ot r es ult  i n d e at h, b e lif e-t hr e at e ni n g, or r e q uir e 
h o s pi t ali z atio n m a y  b e c o n si d er e d s erio us w h e n, b as e d u p o n a p pr o pri at e m e di c al j u d g m e nt, t h e y  
m a y j e o p ar di z e t h e p ati e nt a n d m a y r e q uir e m e di c al or s ur gi c al i nt er v e nt i on t o pr e v e nt o n e of t h e 
o ut c o m es list e d i n t his d efi niti on.

S eri o us a d v ers e e v e nts o c c urri n g u p t o a n d i n cl u di n g t h e p ati e nt’s l ast st u d y  vi sit will b e 
c oll e ct e d, r e g ar dl ess of t h e I n v esti g at or’s o pi ni o n of c a us at i on.

If a n I n v esti g at or b e c o m es a w ar e of S A Es o c c urri n g t o a p ati e nt aft er t h e p ati e nt’ s p artici p at i on 
i n t h e st u d y has e n d e d (i n cl u di n g a n y  pr ot o c ol-r e q uir e d p o st-tr e at me nt f ol l ow- u p), t h e 
I n v esti g at or s h o ul d r e p ort t h e S A Es t o t h e s p o ns or, r e g ar dl ess of t h e I n v esti g at or’s o pi ni o n of 
c a us at i on.

8. 3. 1. 4. S us p e ct e d U n e x p e ct e d S e ri o us A d v e rs e R e a cti o n s

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) ar e s eri o us e v e nts t h at ar e n ot list e d 
i n t h e I B a n d t h at t h e I n v esti g at or i d e ntifi es as r el at e d t o st u d y dr u g or pr o c e d ur e. U nit e d St at es 
2 1 C F R 3 1 2. 3 2 a n d E ur o p e a n U ni o n Cli ni c al Tri al Dir e cti v e 2 0 0 1/ 2 0/ E C a n d t h e ass o ci at e d 
d et ail e d g ui d a n c e or n ati o n al r e g ul at or y  r e q uir e m e nt s i n p artici p at i n g c o u ntri es r e q uir e t h e 
r e p orti n g of S U S A Rs. T h e S p o ns or h as pr o c e d ur es t h at will b e f oll ow e d f or t h e r e c or di n g a n d 
e x p e dit e d r e p orti n g of S U S A Rs t h at ar e c o nsist e nt wit h gl o b al r e g ul at i ons a n d t h e ass o ci at e d 
d et ail e d g ui d a n c e.
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8. 3. 1. 5. R e p o rti n g A d v e rs e E v e nts

All n o n- s erio us A Es m ust b e r e c or d e d i n t h e e C R F u p o n a w ar e n ess. 

A n y A E t h at m e ets S A E crit eri a ( S e cti o n 8. 3. 1. 3 ) m ust i m m e di at el y (i. e., wit hi n 1 b usi n ess d a y) 
b e s e nt t o t h e S p o ns or u p o n l e ar ni n g of a n y S A E t h at o c c urs ( w h et h er or n ot attri b ut a bl e t o t h e 
st u d y dr u g). It is t h e I n v est i g at or’s r es p o nsi bility t o e ns ur e t h at S A E r e p orti n g pr o c e d ur es ar e 
f oll ow e d a p pr o pri at el y . All S A E r e p orts a n d a n y r e visi ons t o a n S A E m ust b e s e nt b y  
f a x n u m b er or e m ail . All s u p p orti n g s o ur c e i nf or m ati o n c o n c er ni n g t h e S A E ( e. g., h os pit al 
r e c or ds) s h o ul d als o b e pr o vi d e d b y f a x or e mail.

C o u ntr y -s p e cifi c F A X n u m b ers will b e pr o vi d e d i n a s e p ar at e d o c u m e nt.

E m ail:  

If t h er e is a q u esti o n c o n c er ni n g a n S A E, t h e sit e n e e ds g ui d a n c e r e g ar di n g t h e r e p orti n g of  a n 
S A E, t h e sit e is r et ur ni n g a c all fr o m t he S p o ns or’s s af et y s p e ci alist, or t h e sit e ur g e nt l y n e e ds t o 
r e p ort a n S A E or m a k e t h e S p o ns or a w ar e of a n S A E, t h e s af et y h otli n e s h o ul d b e us e d. C o u ntr y -
s p e cifi c h otli n e n u m b ers will b e pr o vi d e d i n a s e p ar at e d o c u m e nt.

If a n S A E is r e p ort e d vi a t h e h otli n e, t h e sit e s h o ul d first s u b mit t h e S A E p a p er f or m a n d t h e n 
e nt er t h e S A E i n t h e e C R F. A n y  AE t h at m e et s S A E cri t eri a (S e cti o n 8. 3. 1. 3 ) must b e e nt er e d 
i nto t h e el e ctr o ni c d at a c a pt ur e ( E D C) s y st e m i m m e diat el y (i . e., wit hi n 1 b usi n ess d a y) aft er sit e 
p ers o n n el first l e ar n a b o ut t h e e v e nt i n a d dit i on t o f a xi n g/ e m aili n g t h e S A E R e p ort f or m. O n c e 
t he q u alif yi n g S A E d at a ar e e nt er e d i nt o E D C, O vi d will b e n otifi e d b y a n e m ail al ert, w hi c h will 
c o nt ai n hi g h -l ev el s af et y i nf or m ati on. 

All S A Es m ust b e r e p ort e d st arti n g fr o m t he ti m e t h at i nf or m e d c o ns e nt f or st u d y  p artici p at i on is 
pr o vi d e d. If t h e i n v esti g at or b e c o m es a w ar e of a n S A E wit hi n 3 0 d a ys aft er t h e s u bj e ct’s l ast 
d os e of st u d y  dr u g or wit hi n 3 0 d a ys aft er t h e l ast st u d y vi sit, t h e S A E must b e r e p ort e d. S eri o us 
A Es m ust b e f o ll ow e d u nt il t h e e v e nt r es ol v es, t h e e v e nt or s e q u el a e st a bili z e, or it is u nlik el y 
t hat a d di tio n al i nf or m at i on c a n b e o bt ai n e d aft er d e m o nstr ati o n of d u e dili g e n c e wit h f o ll ow- u p 
eff ort s (i . e., t h e s u bj e ct or h e alt h c ar e pr a ctiti o n er is u n a bl e t o pr o vi d e a d diti on al i nf or m at i on, or 
t he s u bj e ct i s lo st t o f oll o w -u p). S eri o us A Es t h at o c c ur m or e t h a n 3 0 d a y s aft er t h e l ast d os e of 
st u d y dr u g d o n ot n e e d t o b e r e p ort e d u nl ess t h e i n v esti g at or c o nsi d ers t h e m r el at e d t o st u d y 
dr u g.

8. 3. 1. 6. S p o ns o r R e p o rti n g R e q ui r e m e nts

T h e S p o ns or or its l e g al r e pr es e nt ati v e is r es p o nsi bl e f or n otif yi n g t h e r el e v a nt r e g ul at or y  
a ut h ori ti es of S A Es me et i n g t h e r e p orti n g crit eri a. T his pr ot o c ol will us e A p p e n di x A of t h e 
c urr e nt I n v est i g at or’s Br o c h ur e as t h e R ef er e n c e S af ety D o c u m e nt. T h e e x p e ct e d n ess a n d 
r e p orti n g crit eri a of a n S A E will b e d et er mi n e d b y t h e S p o ns or fr o m t h e R ef er e n c e S af ety 
I nf or mat i on.

8. 3. 1. 7. I n v esti g at o r R e p o rti n g R e q ui r e m e nts

T h e I n v esti g at or m ust f ulfill all l o c al r e g ul at or y  o bli g ati ons r e q uir e d f or t h e st u d y  I n v esti g at ors. 
It is t h e PI’s r es p o nsi bilit y t o n otif y t h e I R B or I E C of all S A Es t h at o c c ur at his or h er sit e. 
I n v esti g at ors will als o b e n otifi e d of all S U S A R e v e nts t h at o c c ur d uri n g t h e cli ni c al st u d y. E a c h 
sit e is r es p o nsi bl e f or n otif yi n g its I R B/I E C of t h es e a d dit i on al S A Es. 
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I n v esti g at ors will r e c ei v e bli n d e d i nf or m ati on u nl ess u n bli n d e d i nf or m ati on is j u d g e d n e c ess ar y 
f or s af ety r e as o ns.

8. 3. 2. E x p os u r e D u ri n g P r e g n a n c y a n d/ o r L a ct ati o n

T A K -9 3 5 s h o ul d n ot b e a d mi nist er e d t o pr e g n a nt a n d l a ct ati n g f e m al es b e c a us e t h e p ot e nti al f or 
a d v ers e r e a cti o ns t o T A K -9 3 5 i n pr e g n a nt f e m al es, f et us es, a n d n ur si n g i nf a nts is u n k n o w n.

If a n y p ati e nt 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, 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.

Pr e g n a n c y d at a will b e c oll e ct e d d uri n g t his st u d y  for all  p ati ent s. E x p os ur e d uri n g pr e g n a n c y 
( als o r ef err e d t o as e x p os ur e i n-ut er o) c a n b e t h e r es ult of eit h er m at er n al e x p os ur e or 
tr a ns missi on of dr u g pr o d u ct vi a s e m e n f o ll owi n g p at er n al  e x p os ur e.

F or all O vi d pr o d u cts, b ot h i n d e v el o p m e nt or p ost -a p pr o v al, e x p os ur e d uri n g pr e g n a n c y m u st b e 
r e c or d e d a n d t h e p ati e nt f o ll ow e d u nt il t h e o ut c o m e of t h e pr e g n a n c y is k n o w n (s p o nt a n e o us 
mi s c arri a g e, el e cti v e t er mi n at i on, n or m al birt h, or c o n g e nit al a b n or m alit y), e v e n if t h e p ati e nt 
di s c o nti n u e s st u d y dr u g or dis c o nt i n u es fr om t he st u d y .

If a p ati e nt wi t hi n t his st u d y or a p atie nt’s p art n er b e c o m e s pr e g n a nt w hil e tr e at e d or e x p os e d t o 
st u d y dr u g, t h e I n v esti g at or m ust s u b mit a pr e g n a n c y f or m t o t h e S p o ns or vi a t h e s a m e m et h o d 
a s S A E r e p orti n g. P h ar m a c o vi gil a n c e will s u p pl y  t h e I n v esti g at or wit h a c o p y  of a “ Pr e g n a n c y 
R e p orti n g a n d O ut c o m e/ Br e ast F e e di n g ” F or m. W h e n t h e o ut c o m e o f t he pr e g n a n c y  be c o m es 
k n o w n, t h e f or m s h o ul d b e c o m p l et e d a n d r et ur n e d t o O vi d or O vi d P h ar m a c o vi gil a n c e d el e g at e
vi a t h e s a m e m et h o ds as S A E r e p orti n g. If a d dit i on al  fol l ow- u p i s r e q ui r e d, t h e i n v esti g at or will 
b e r e q u est e d t o pr o vi d e t h e i nf or m at i on.

E x p os ur e of a n i nf a nt t o a S p o ns or pr o d u ct d uri n g br e ast f e e di n g m ust als o b e r e p ort e d a n d a n y 
A Es e x p eri e n c e d b y  t h e i nf a nt must b e r e p ort e d t o t h e S p o ns or P h ar m a c o vi gil a n c e or d e si g n e e 
vi a t h e s a m e m et h o ds as S A E r e p orti n g ( S e cti o n  8. 3. 1. 5 ).

Pr e g n a n c y is n ot r e g ar d e d as a n A E u nl ess t h er e is a s us pi ci o n t h at st u d y  dr u g m a y ha v e 
i nterf er e d wi t h t h e eff e cti v e n ess of a c o ntr a c e pti v e m e di c ati on. H o w e v er, c o m pli c at i ons of 
pr e g n a n c y a n d a b n or m al o ut c o m es of pr e g n a n c y ar e A Es a n d m a y  me et cri t eria f or a n S A E 
(s u c h as e ct o pi c pr e g n a n c y, s p o nt a n e o us a b orti o n, i ntr a ut eri n e f et al d e mis e, n eo n at al  d e at h, or 
c o n g e nit al a n o m a l y). Ele ct i v e a b orti o ns wit h o ut c o m pli c ati ons s h o ul d n ot b e r e p ort e d as A Es .

8. 3. 3. S af et y M o nit o ri n g

T h e S p o ns or’s M e di c al M o nit or a n d/ or P h ar m a c o vi gil a n c e p h ysi ci a n will m o nit or s af et y d at a 
t hr o u g h o ut t h e c o urs e of t h e st u d y.

8. 3. 3. 1. 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 or A S T el e v at e d > 3 × U L N o n 2 c o ns e c uti v e o c c asi o ns, as 
s p e cifi e d i n S e cti o n 8. 1. 1 0 , t h e a b n or m ality s h o uld b e r e c or d e d as a n A E.

If a s u bj e ct is n ot e d t o h a v e A L T or A S T > 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 
al t er n ati 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 
as p er S e cti o n 8. 3. 1. 5 . 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 
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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 cri b e d i n S e ct i on 8. 1. 1 0 m ust als o b e p erf or m e d.

8. 4. A p p r o p ri at e n e s s of M e as u r e m e nts

All effi c a c y a n d s af et y ass ess m e nts i n cl u d e d i n t his st u d y  ar e g e n er all y r e g ar d e d as r eli a bl e a n d 
a c c ur at e wit h r es p e ct t o t h e effi c a c y a n d s af et y ass ess m e nts i n i n di vi d u als a n d p o p ul at i ons wit h 
D u p 1 5 q or C D D .
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9. D A T A Q U A L I T Y A S S U R A N C E

T o e ns ur e a c c ur at e, c o m pl et e, a n d r eli a bl e d at a, t h e S p o ns or or its r e pr es e nt ati v es will d o t h e 
f oll owi n g:

 Pr o vi d e i n str u cti o n al  mat eri al t o t h e st u d y  sit es, as a p pr o pri at e

 S p o ns or st art -u p tr ai ni n g t o i nstr u ct t h e I n v esti g at ors a n d st u d y c o or di n at ors. T his 
tr ai ni n g will gi v e i nstr u cti o n o n t h e pr ot o c ol, t h e c o m pl eti on of t h e e C R Fs, a n d st u d y  
pr o c e d ur es

 M a k e p eri o di c visits t o t h e st u d y  sit e

 B e a v ail a bl e f or c o ns ult ati o n a n d st a y  in c o nt a ct wit h t h e st u d y sit e p er s o n n el b y 
E m ail, t el e p h o n e, a n d/ or f a x

 R e vi e w a n d e v al u at e C R F d at a a n d us e st a n d ar d c o m p ut er e dits t o d et e ct err ors i n 
d at a c oll e ct i on

 C o n d u ct a q u alit y r e vi e w of t h e d at a b as e

I n a d diti on, t h e S p o ns or or its r e pr es e nt ati v es will p eri o di c all y c h e c k a s a m pl e of t h e p ati e nt d at a 
r e c or d e d a g ai nst s o ur c e d o c u m e nts at t h e st u d y sit e. T h e st u d y ma y b e a u di t e d b y t h e S p o ns or or 
its r e pr es e nt ati v es, a n d/ or r e g ul at or y a g e n ci es at a n y tim e. I n v esti g at ors will b e gi v e n n oti c e 
b ef or e a n a u dit o c c urs.

T o e ns ur e t h e s af et y of  p artici p a nt s i n t h e st u d y , a n d t o e ns ur e a c c ur at e, c o m pl et e, a n d r eli a bl e 
d at a, t h e I n v est i g at or will k e e p r e c or ds of l a b or at or y t ests, cli ni c al n ot es, a n d p ati e nt m e di c al 
r e c or ds i n t h e p ati e nt fil es as ori gi n al s o ur c e d o c u m e nts f or t he st u d y . If r e q u est e d, t h e 
I n v esti g at or will pr o vi d e t h e s p o ns or, a p pli c a bl e r e g ul at or y a g e n ci es, a n d a p pli c a bl e I R Bs/I E Cs 
wi t h dir e ct a c c e s s t o origi n al  s o ur c e d o c u me nts.

9. 1. D at a C oll e cti o n a n d St o r a g e

All cli ni c al r a w d at a will b e r e c or d e d pr o m pt l y, a c c ur at el y , a n d l e gi bl y, eit h er dir e ctl y i nt o t h e 
d at a c a pt ur e s y st e m as e-s o ur c e d at a, or i n d eli bl y o n p a p er ( e. g., E C G r e a di n gs). A d et ail e d list 
of  t h e t yp e ( el e ctr o ni c or p a p er) a n d l o c at i on f or all s o ur c e d at a will b e i n cl u d e d i n t h e Tri al 
M ast er Fil e . W h e n r e c or d e d el e ctr o ni c all y, c as e r e p ort f or ms will b e el e ctr o ni c all y g e n er at e d. All 
r a w d at a will b e pr es er v e d t o m ai nt ai n d at a i nt e grit y. T h e I n v esti g at or or d esi g n e e will ass u m e 
t he r es p o nsi bilit y of  e ns uri n g t h e c o mpl et e n ess, a c c ur a c y , a n d ti m eli n ess of t h e cli ni c al d at a.

T h e E D C s yst e m is f ull y v ali d at e d a n d C o d e of F e d er al R e g ul at i ons Ti tle 2 1 P art 1 1 c o m pli a nt. 
T h e E D C s yst e m will m ai nt ai n a c o m p l et e a u dit tr ail of all  d at a c h a n g es. At e a c h s c h e d ul e d 
m o nit ori n g visit, t h e I n v esti g at or or d esi g n e e will c o o p er at e wit h t h e S p o ns or’s r e pr es e nt ati v e(s) 
f or t h e p erio di c r e vi e w of st u d y  d o c u me nts t o e ns ur e t h e a c c ur a c y  a n d c o mpl et e n ess of t h e d at a 
c a pt ur e s yst e m.

El e ctr o ni c c o nsist e n c y c h e c ks a n d m a n u al r e vi e w will b e us e d t o i d e ntif y a n y err ors or 
i n c o nsist e n ci es i n t h e d at a. T his i nf or m ati on will b e pr o vi d e d t o t h e r es p e cti v e st u d y  sit e s b y 
m e a ns of el e ctr o ni c or m a n u al q u eri es.
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T h e I n v esti g at or or d esi g n e e will pr e p ar e a n d m ai nt ai n a d e q u at e a n d a c c ur at e st u d y  d o c u me nts 
( me di c al r e c or ds, E C Gs, A E a n d c o n c o mit a nt m e di c at i on r e p orti n g, r a w d at a c oll e ct i on f or ms) 
d esi g n e d t o r e c or d all o bs er v ati o ns a n d ot h er p erti n e nt d at a f or e a c h p ati e nt r e c ei vi n g st u d y  dr u g.

T h e I n v esti g at or will all o w S p o ns or r e pr es e nt ati v es, c o ntr a ct d esi g n e es, a ut h ori z e d r e g ul at or y  
a ut h ori t y ins p e ct ors, a n d t h e I R B/I E C t o h a v e dir e ct a c c ess t o all d o c u m e nts p ert ai ni n g t o t h e 
st u d y.
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1 0. S T A T I S T I C A L M E T H O D S A N D P L A N N E D A N A L Y S E S

1 0. 1. G e n e r al C o n si d e r ati o ns

All st atist i c al a n al ys es will b e p erf or m e d usi n g S A S ® V er si o n 9. 4 or hi g h er. All cli ni c al st u d y  
d at a will b e pr es e nt e d i n p ati e nt d at a list i n gs. D at a s u m m ari es will b e pr es e nt e d f or all e n d p oi nts 
a n d will i n cl u d e d es cri pt i v e st atisti cs ( n u m b er of p ati e nts [ n], m e a n, st a n d ar d d e vi ati o n [ S D], 
first q u artil e [ Q 1], m e di a n, t hir d q u artil e [ Q 3], mi ni m u m a n d m a xi m u m ) for c o nti n u o us 
v ari a bl es, a n d fr e q u e n c y a n d p er c e nt a g e f or c at e g ori c al a n d or di n al v ari a bl es. If t h er e ar e 
missi n g v al u es, t h e n u m b er of missi n g will b e pr es e nt e d, b ut wit h o ut a p er c e nt a g e.

F or all a n al ys es, ‘ B as eli n e’ r ef ers t o t h e pr os p e cti v e 4 -w e e k B as eli n e P eri o d.

Effi c a c y A n al ys es

M ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s will be c al c ul at e d at e a c h s p e cifi e d i nt er v al as:

F or all p ati e nts, m ot or s ei z ur e fr e q u e n ci es p er 2 8 d a ys f or t h e 4 -w e e k pr os p e cti v e 
S cr e e ni n g/ B as eli n e P eri o d, e a c h 4 -w e e k i nt er v al i n t h e M ai nt e n a n c e P eri o d, t h e M ai nt e n a n c e 
P eri o d a n d t h e 2 0 -w e e k Tr e at m e nt P eri o d will b e c al c ul at e d. T h e p er c e nt c h a n g e fr o m B as eli n e 
t o t h e M ai nt e n a n c e P eri o d i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s is t h e pri m ar y effi c a c y 
e n d p o i nt. T h e p er c e nt ch a n g e fr o m B as eli n e t o t h e Tr e at m e nt P eri o d i n m ot or s ei z ur e fr e q u e n c y 
p er 2 8 d a y s is t h e s e c o n d ar y effi c a c y e n d p o i nt. 

O bs er v e d v al u es, c h a n g e fr o m B as eli n e, a n d p er c e nt c h a n g e fr o m B as eli n e f or t h e m ot or s ei z ur e 
fr e q u e n c y ( p er 2 8 d a ys) will b e s u m m ari z e d d es cri pti v el y  b y a n al ysis gr o u p f or t h e f oll o wi n g 
i nter v als: t h e t hr e e 4 -w e e k i nt er v als i n t h e M ai nt e n a n c e P eri o d, t h e M ai nt e n a n c e P eri o d, a n d t h e 
e nt ire 2 0 w e e ks of Tr e at m e nt P eri o d. F or e a c h a n al ysis gr o u p, t h e m e a n of pri m ar y e n d p o i nt (t h e 
p er c e nt c h a n g e f r o m B as eli n e t o t h e M ai nt e n a n c e P eri o d i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a ys) 
will b e pr es e nt e d al o n g wit h its c orr es p o n di n g 9 0 % c o nfi d e n c e i nt er v al ( CI). Hist o gr a ms will b e 
pr o d u c e d f or t h e pri m ar y e n d p o i nt for e a c h a n al ysis gr o u p. T h e a n al ysis will b e r e p e at e d f or all 
m o t or s ei z ur e t yp es.

T h e ti m e c o urs e of s ei z ur e fr e q u e n ci es ( p er 2 8 d a ys) i n c o ns e c ut i v e 4-w e e k i nt er v als i n t h e 
M ai nt e n a n c e P eri o d will b e dis pl a y e d i n a li n e gr a p h b y a n al ysis gr o u p. 

T h e pr o p orti o n of  tr e at me nt r es p o n d ers b as e d o n  ≥ 2 5 % w ors e ni n g, < 2 5 % a n d > 1 % w ors e ni n g, 
n o c h a n g e (W o rs e ni n g of 1 % t o R e d u cti o n of 1 %) , ≥ 2 5 % r e d u cti o n, ≥ 5 0 % r e d u cti o n, ≥ 7 5 % 
r e d u ctio n, a n d 1 0 0 % r e d u cti o n f r o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y d uri n g t h e M ai nt e n a n c e 
P eri o d will  be s u m m ari z e d at e a c h 4 -w e e k i nt er v al, t h e M ai nt e n a n c e p eri o d, a n d t h e e ntir e 2 0 
w e e ks of t h e Tr e at m e nt P eri o d b y  a n al ysis gr o u p.

O bs er v e d v al u es a n d c h a n g e fr o m B as eli n e i n C GI -S r es p o ns es of I n v esti g at or-r e p ort e d 
i m pr essi o n of effi c a c y a n d t ol er a bilit y of  st u d y dr u g a n d i n C ar e GI-C r es p o ns es of p ar e nt/f a mil y 
r e p ort e d i m pr essi o n of effi c a c y a n d t ol er a bilit y of  st u d y dr u g will be a n al y z e d d e s cri pt i v el y at 
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e a c h st u d y  vi sit. R ati n gs of C GI -C will b e ass ess e d at D a y  3 6, D a y 8 5 a n d D a y 1 4 1. T h e 
r elat i ons hi p b et w e e n m ot or s ei z ur e fr e q u e n c y a n d pl as m a 2 4 H C will b e e x pl or e d.

T e c h ni q u es f or h a n dli n g missi n g i nf or m at i on wi t h r es p e ct t o r e p orti n g of s ei z ur es i n t h e 
tr e at me nt p eri o d ( D os e O pti mi z at i on a n d M ai nt e n a n c e) will b e s p e cifi e d i n d et ail i n t h e 
st atist i c al a n al ysis pl a n ( S A P).

S af et y A n al ys es

All s af et y ass ess m e nts will b e s u m m ari z e d usi n g d es cri pt i v e st atisti cs. All s af ety a n al ys es will b e 
b as e d o n o bs er v e d d at a o nl y, a n d n o missi n g v al u es will b e i m p ut e d. R e p o rt e d A E t er ms will b e 
c o d e d usi n g M e d D R A a n d s u m m ari z e d b y pr ef err e d t er m a n d s yst e m or g a n cl ass c at e g ori es. 
S eri o us A Es a n d A Es l e a di n g t o st u d y  dis c o nti n u ati on will als o b e s u m m ari z e d.

O bs er v e d v al u es a n d c h a n g e fr o m b as eli n e i n l a b or at or y  p ar a met er s, vi t al si g ns, a n d E C G 
p ar a m et er s will  be s u m m ari z e d b y  st u d y vi sit. T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o h a v e 
m et p ot e nti all y cli ni c all y  si g nifi c a nt crit eria at a n y  p o st b as eli n e visit will b e s u m m ari z e d f or 
l a b or at or y, vit al si g n s, a n d E C G p ar a met er s. T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h s hift s 
i n l a b or at or y will b e s u m m ari z e d. T h e n u m b er a n d p er c e nt a g e of p ati ent s wit h C-S S R S 
ass ess m e nts of s ui ci d al i d e ati o n a n d b e h a vi or will als o b e s u m m ari z e d.

Pri or a n d c o n c o mit a nt m e di c at i on us e will b e s u m m ari z e d b y W H O -A T C cl assifi c at i on s yst e m. 

E x pl or at or y  A n al ys es

1 0. 2. D et e r mi n ati o n of S a m pl e Si z e

A f or mal  s a m pl e si z e c al c ul ati on w as n ot p erf or m e d f or t his st u d y. Gi v e n t h e r ar e o c c urr e n c e of 
t hes e e pil e pt i c e n c e p h al o p at h y s y n dr om e s a n d b as e d o n pri or cli ni c al d e v el o p m e nt pr o gr a ms f or 
tr e at me nt of r ar e dis e as es, t h e c urr e nt s a m pl e si z e is d e e m e d a p pr o pri at e t o e v al u at e t h e effi c a c y  
a n d s af et y of  T A K-9 3 5i n p ati e nts wit h D u p 1 5 q or C D D .

1 0. 3. A n al ysis S ets

1 0. 3. 1. M o difi e d I nt e nt -t o-T r e at A n al ysis S et

All p ati e nts w h o h a v e r e c ei v e d at l e ast 1 d os e of st u d y  dr u g a n d h a v e b e e n ass ess e d f or at l e ast 
1 d a y  in t h e Tr e at m e n t P erio d will b e i n cl u d e d i n t h e m o difi e d i nt e nt- t o-tr e at ( mI T T) a n al ysis 
s et. 

C CI
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1 0. 3. 2. Effi c a c y A n al ysis S et

All mI T T s u bj e cts w h os e ass ess m e nts ar e c o m pli a nt wit h Pr ot o c ol A m e n d m e nt 1 will b e 
i n cl u d e d i n t h e effi c a c y a n al ysis p o p ul atio n. Effi c a c y  a n al ys es f or pri m ary a n d s e c o n d ar y  
effi c a c y  e nd p oi nts will b e b as e d o n t h e effi c a c y  a n al y si s p o p ulat i on, a n d t h os e f or e x pl or at or y  
effi c a c y  e nd p oi nts will b e b as e d o n t h e mI T T s et. 

1 0. 3. 3. S af et y A n al ysis S et

All p ati e nts w h o t a k e at l e ast 1 d os e of st u d y  me di c ati o n will b e i n cl u d e d i n t h e S af ety A n al ysis 
S et. S af et y a n al ys es will b e b as e d o n t h e m e di c ati o n t h at w as a ct u all y a d mi nist er e d t o e a c h 
p ati e nt.

1 0. 3. 4. A n al ysis G r o u ps

All a n al ys es will b e p erf or m e d b y  2 a n al ysis gr o u ps: t h eD u p 1 5 q gr o u p a n d t h e C D D gr o u p. 

1 0. 4. D e m o g r a p hi c s a n d B a s eli n e C h a r a ct e ri sti c s

D e m o gr a p hi c c h ar a ct eri st i cs i n cl u d e a g e, g e n d er, r a c e, et h ni city,  a n d st u d y c e nt er. B as eli n e 
c h ar a ct erist i cs i n cl u d e b as eli n e b o d y w ei g ht a n d h eig ht. S u m m ar y  st ati sti c s b y tr e at me nt gr o u p 
a n d o v er all will i n cl u d e c o u nts a n d p er c e nt a g es f or dis cr et e v ari a bl es, a n d m e a ns, S D, Q 1, 
m e di a ns, Q 3, mi ni m u m a n d m a xi m u m f or c o nti n u o us v ari a bl es.

1 0. 5. P ati e nt Di s p o siti o n

All p ati e nts w h o dis c o nt i n u e fr om t he st u d y  will b e id e nt ifi e d, a n d t h e e xt e nt of t h eir 
p arti ci p at i on i n t h e st u d y will b e r e p ort ed. If k n o w n, a r e as o n f or t h eir dis c o nt i n u ati on will b e 
gi v e n. Dis p osit i on d at a will b e s u m m ari z e d a n d pr o vi d e d i n p at i ent  listi n gs.

1 0. 6. C o n c o mit a nt M e di c ati o n s a n d N o n -P h a r m a c ol o gi c T h e r a pi e s a n d 
P r o c e d u r es

C o n c o mit a nt m e di c at i ons will b e c o d e d usi n g t h e W orl d H e al t h Or g a ni z ati on Dr u g Di ct i on ar y  
(W H O -D D ). A b y-p at i ent  listi n g of c o n c omit a nt m e di c at i ons will i n cl u d e all m e di c at i ons t a k e n 
d uri n g t h e st u d y  r e g ar dless of t h e ti mi n g f or t h e st art of t h e m e di c at i on. All m e di c ati o ns st art e d 
pri or t o t h e a d mi nistr ati o n o f t he st u d y  dr u g will b e i n cl u d e d i n t h e d at a b ut will b e i d e ntifi e d as 
pri or i n t h e list i n g. O nl y t h e c o n c omit a nt m e di c ati o n us e will b e s u m m ari z e d.

T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o t o o k at l e ast 1 d os e of st u d y  dr u g as w ell 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 t o o k e a c h t y p e of m e di c at i on will b e pr es e nt e d f or e a c h 
tr e at me nt gr o u p. M e di c at i ons will b e list e d a c c or di n g t o t h eir W H O -D D A T C cl ass l e v el 4 a n d 
pr ef err e d dr u g n a m e wit hi n A T C cl ass l e v el 4 b y d e cr e asi n g fr e q u e n c y of i n ci d e n c e f or all  a cti v e 
tr e at me nt gr o u ps c o m bi n e d.
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1 0. 7. T r e at m e nt C o m pli a n c e 

Tr e at m e nt c o m pli a n c e will b e s u m m ari z e d b y tr e at m e nt gr o u p o v er t h e e ntir e tr e at m e nt p eri o d. 
C o m pli a n c e r at e s d uri n g t h e tr e at m e nt p eri o d will b e d eri v e d usi n g t h e f o ll owi n g f or m ul a:

E x p e c t e d n u m b er of t a bl et s/ mi ni-t a bl ets t o b e t a k e n is b as e d o n t h e d at e of first st u d y me di c at i on 
d o s e a n d t h e d at e of l ast st u d y  me di c at i on d os e (i. e., [ d at e of l ast st u d y  me di c at i on d os e – d at e of 
fir st st u d y me di c at i on d os e] + 1). C o m pli a n c e r at es will b e pr es e nt e d f or t h e s af et y a n al ysis s et 
usi n g s u m m ar y st atist i cs a n d p er c e nt a g e f or t h e fr e q u e n c y distri b uti o ns ( 0 % t o < 2 0 %, 2 0 % t o 
4 0 %, 4 0 % t o < 6 0 %, 6 0 % t o < 8 0 %, 8 0 % t o < 1 0 0 %, 1 0 0 % t o ≤ 1 2 0 %) b y tr e at m e nt gr o u p a n d 
o v er all.

1 0. 8. Effi c a c y A n al y s e s

1 0. 8. 1. P ri m a r y Effi c a c y A n al ys es

F or all p ati e nts t h e f o ll owi n g will b e c al c ul at e d: m ot or s ei z ur e fr e q u e n ci es p er 2 8 d a y s for t h e 
4 -w e e k pr os p e cti v e S cr e e ni n g/ B as eli n e P eri o d a n d t h e M ai nt e n a n c e P eri o d. 

M ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s will be c al c ul at e d at e a c h s p e cifi e d i nt e r v al as:

P er c e nt c h a n g e fr o m B as eli n e t o t h e m ot or s ei z ur e fr e q u e n c y d uri n g t h e M ai nt e n a n c e P eri o d ( p er 
2 8 d a y s) will b e s u m m ari z e d usi n g d es cri pt i v e st atisti cs.

1 0. 8. 2. S e c o n d a r y Effi c a c y A n al ys es

P er c e nt c h a n g e fr o m B as eli n e t o t h e m ot or s ei z ur e fr e q u e n c y d uri n g t h e Tr e at m e nt P eri o d will b e 
s u m m ari z e d f or e a c h a n al ysis gr o u p.

T h e pr o p orti o n of  tr e at me nt r es p o n d ers b as e d o n ≥ 2 5 % w ors e ni n g, < 2 5 % a n d > 1 % w ors e ni n g, 
n o c h a n g e (W o rs e ni n g of 1 % t o R e d u cti o n of 1 %) , ≥ 2 5 % r e d u cti o n, ≥ 5 0 % r e d u cti o n, ≥ 7 5 % 
r e d u ctio n, a n d 1 0 0 % r e d u cti o n fr o m B as eli n e i n m ot or s ei z ur e fr e q u e n c y f or t h e e ntire 2 0 -w e e k 
Tr e at m e nt P eri o d will  be s u m m ari z e d.

T h e c h a n g e i n C GI -S a n d C GI -C r es p o ns es of I n v esti g at or -r e p ort e d i m pr essi on of effi c a c y a n d 
t oler a bilit y of st u d y  dr u g a n d c h a n g e i n C ar e GI-C r es p o ns es o f p ar e nt/f a mil y r e p ort e d 
i m pr essi o n of effi c a c y a n d t ol er a bilit y of  st u d y dr u g will b e a n al y z e d d es cri pti v el y.

T h e r el at i ons hi p b et w e e n m ot or s ei z ur e fr e q u e n c y a n d pl as m a 2 4 H C will b e e x pl or e d.

T e c h ni q u es f or h a n dli n g missi n g i nf or m at i on wi t h r es p e ct t o r e p orti n g of s ei z ur es i n t h e 
tr e at me nt p eri o d ( D os e O pti mi z at i on a n d M ai nt e n a n c e) will b e s p e cifi e d i n d et ail i n t h e S A P.Pr
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1 0. 8. 3. E x pl o r at o r y A n al ysis

1 0. 9. S af et y A n al y s e s

All s af et y ass ess m e nts will b e s u m m ari z e d usi n g d es cri pt i v e st atisti cs. All s af et y a n al ys es will b e 
b as e d o n o bs er v e d d at a o nl y, a n d n o missi n g v al u es will b e i m p ut e d. R e p ort e d A E t er ms will b e 
c o d e d usi n g M e d D R A a n d s u m m ari z e d b y pr ef err e d t er m a n d s yst e m or g a n cl ass c at e g ori es. 
S eri o us A Es a n d A Es l e a di n g t o st u d y dis c o nti n u ati o n will als o b e s u m m ari z e d.

O bs er v e d v al u es a n d c h a n g e fr o m b as eli n e i n l a b or at or y  p ar a met er s, vi t al si g ns, a n d E C G 
p ar a m et er s will  be s u m m ari z e d b y  st u d y vi sit. 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 h a v e 
m et p ot e nti all y cli ni c all y  si g nifi c a nt crit eri a at a n y p ost b as eli n e visit will b e s u m m ari z e d f or 
l a b or at or y, vit al si g n s, a n d E C G p ar a met ers. 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 s hifts 
i n l a b or at or y will b e s u m m ari z e d. S u p p orti n g listi n gs will b e pr o vi d e d. 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 C- S S R S ass ess m e nts of s ui ci d al i d e at i on a n d b e h a vi or will als o b e 
s u m m ari z e d.

Pri or a n d c o n c o mit a nt m e di c at i on us e will b e s u m m ari z e d b y W H O -A T C cl assifi c at i on s yst e m. 
List i n gs will b e pr o vi d e d f or all c o n c omit a nt m e di c ati o n s.

1 0. 9. 1. P h ysi c al E x a mi n ati o n, Vit al Si g ns, a n d Ot h e r P h ysi c al Fi n di n gs

P h ysi c al e x a mi n at i ons ( g e n er al a p p e ar a n c e; s ki n; h e a d, e ar, e y e, n os e, a n d t hr o at; n e c k; l y m p h 
n o d e; c h est; h e art; a b d o mi n al; li m b; c e ntr al n er v o us s yst e m; a n d m us c ul o s k el et al) at B as eli n e 
will b e s u m m ari z e d. S hift s fr o m  B as eli n e t o p ost-b as eli n e st u d y  visits i n e a c h b o d y s y st e m/ sit e 
will b e s u m m ari z e d b y  tr e at me nt gr o u p.

Vi t al si g n s (t e mp er at ur e, h e art r at e, r es pir at or y  r at e, a n d s yst oli c a n d di ast oli c bl o o d pr ess ur e), 
w ei g ht, a n d h ei g ht will b e s u m m ar i z e d d es cri pti v el y at B as eli n e a n d all p ost -b as eli n e st u d y visit s 
b y tr e at m e nt gr o u p. C h a n g e fr o m B as eli n e t o all p ost- b as eli n e st u d y  visits als o will b e 
s u m m ari z e d d es cri pt i v el y b y tr e at m e nt gr o u p.

D at a list i n gs will b e pr o vi d e d.

1 0. 9. 2. Cli ni c al L a b o r at o r y T ests

C h a n g es fr o m B as eli n e t o st u d y  ti m e p oi nts i n cli ni c al c h e mistr y, h e m at olo g y , a n d uri n al ysis 
r e s ult s will be s u m m ari z e d d es cri pt i v el y. E a c h l a b or at or y  p ar a m et er will b e cl assifi e d as l o w, 
n or m al , or hig h r el at i v e t o t h e p ar a m et er’s r ef er e n c e r a n g e. L a b or ator y  a b n or mali ties f or e a c h 
tr e at me nt will als o b e s u m m ari z e d wit h s hift t a bl es. 

List i n gs of p ati ent s wit h a b n or mal  r e s ult s will b e pr o vid e d.

C CI
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1 0. 9. 3. A d v e rs e E v e nts

T h e f o ll owi n g d efi nit i ons will b e us e d f or A Es:

 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): A n y A E t h a t st arts or i n cr e as es i n 
s e v erit y d uri n g or aft er t h e first d os e of st u d y  dr u g

 Tr e at m e nt -e m er g e nt S A E: A T E A E t h at is s eri o us

T h e i n ci d e n c e of T E A Es, dis c o nt i n u ati ons d u e t o T E A Es, dr u g -r el at e d, s eri o us, a n d s e v er e 
T E A Es will b e s u m m ari z e d. All A Es will b e c o d e d usi n g M e d D R A a n d will b e s u m m ari z e d b y 
s y st e m or g a n class ( S O C ) a n d pr ef err e d t er m  (P T ) a n d tr e at m e nt gr o u p. D et ail e d listi n gs of A Es, 
S A Es, i nf usi on- a s s o ci at e d r e a cti o ns ( I A Rs), r elat e d A Es, a n d dis c o nt i n u ati ons d u e t o A Es will 
b e pr o vi d e d.

1 0. 1 0. P h a r m a c o ki n eti c/ P h a r m a c o d y n a mi c A n al y s e s 

1 0. 1 1. Ot h e r St ati sti c al I s s u e s

1 0. 1 1. 1. Si g nifi c a n c e L e v els

A pri m ar y  e nd p oi nt i s d efi n e d a n d will b e t est e d at 0. 0 5 l e v el o f si g nifi c a n c e.  

1 0. 1 1. 2.  Missi n g o r I n v ali d D at a

T e c h ni q u es f or h a n dli n g missi n g i nf or m at i on wi t h r es p e ct t o r e p orti n g of s ei z ur es i n t h e 
tr e at me nt p eri o d ( D os e O pti mi z at i on a n d M ai nt e n a n c e) will b e s p e cifi e d i n d et ail i n t h e S A P.

1 0. 1 2. I nt e ri m A n al y s e s 

A d h o c a n al ys es c a n b e p erf or m e d b as e d o n t h e dis cr eti o n of t h e S p o ns or f or pl a n ni n g p ur p os es 
i n f urt h er d esi g ni n g of t h e T A K-9 3 5 d e v el o p m e nt pr o gr a m . Fi n al a n al ys es will b e p erf or m e d 
af t er t h e la st p ati e nt c o m pl et e s t h e st u d y  a n d t h e d at a b as e is l o c k e d. 

C CI

C CI
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1 1. I N F O R M E D C O N S E N T, E T HI C A L R E VI E W, A N D 
R E G U L A T O R Y C O N S I D E R A T I O N S

1 1. 1. I nf o r m e d C o ns e nt

T h e I n v esti g at or is r es p o nsi bl e f or e ns uri n g t h at t h e p ati e nt u n d erst a n ds t h e p ot e nti al ris ks a n d 
b e n efits of p art i ci p ati n g i n t h e st u d y, i n cl u di n g a ns w eri n g a n y q u esti o ns t h e p ati e nt m a y  ha v e 
t hr o u g h o ut t h e st u d y a n d s h ari n g i n a ti m el y m a n n er a n y ne w i nf or m at i on t h at m a y  b e r ele v a nt t o 
t he p ati e nt’s willi n g n ess t o c o nti n u e his or h er p arti ci p at i on i n t h e st u d y.

T h e I C F will b e us e d t o e x pl ai n t h e p ot e nti al ris ks a n d b e n efits of  st u d y p artici p at i on t o t h e 
p ati e nt i n si m pl e t er ms b ef or e t h e p ati e nt is e nt er e d i nt o t h e st u d y , a n d t o d o c u me nt t h at t h e 
p ati e nt is s at isfi e d wit h his or h er u n d erst a n di n g of t h e ris ks a n d b e n efits of p arti ci p ati n g i n t h e 
st u d y a n d d esir es t o p artici p a t e i n t h e st u d y.

T h e I n v esti g at or is r es p o nsi bl e f or e ns uri n g t h at i nf or m e d c o ns e nt is gi v e n b y e a c h p ati e nt or 
l e g al r e pr es e nt ati v e. T his i n cl u d es o bt ai ni n g t h e a p pr o pri at e si g n at ur es a n d d at es o n t h e I C F pri or 
t o t h e p erf or m a n c e of a n y pr ot o c ol pr o c e d ur es a n d pri or t o t h e a d mi nistr ati o n of st u d y dr u g.

A l e g al r e pr es e nt ati v e m ust gi v e i nf or m e d c o ns e nt f or a c hil d t o p arti ci p at e i n t his st u d y. I n 
a d di tio n t o i nf or m e d c o ns e nt gi v e n b y t h e l e g al r e pr es e nt ati v e, t h e c hil d m a y  be r e q ui r e d t o gi v e 
d o c u m e nt e d ass e nt, if c a p a bl e.

1 1. 2. D at a M o nit o ri n g C o m mitt e e 

T h e s p e cifi c r es p o nsi bilit i es of t h e i D M C ar e d es cri b e d i n t h e i D M C C h art er, w hi c h is 
m ai nt ai n e d as a s e p ar at e d o c u m e nt.

1 1. 3. Et hi c al R e vi e w

T h e S p o ns or or its r e pr es e nt ati v es m ust a p pr o v e all I C Fs b ef or e t h e y  ar e us ed at i n v e sti g ati v e 
sit e s( s). All I C F s m u st b e c o mpli a nt wi t h t h e I C H g uid eli n e o n G C P. 

D o c u m e nt ati o n of  I R B/I E C a p pr o v al of t h e pr ot o c ol a n d t h e I C F mu st b e pr o vi d e d t o t h e 
S p o ns or b ef or e t h e st u d y  ma y b e gi n at t h e i n v est i gati v e sit e(s). T h e I R B/I E C(s) wi ll r e vi e w t h e 
pr ot o c ol  a s r e q uir e d.

T h e st u d y  sit e’s I R B/I E C(s) s h o ul d als o b e pr o vi d e d wit h t h e f oll o wi n g:

 T h e c urr e nt I B a n d u p d at es d uri n g t h e st u d y

 I C F

 R el e v a nt c urri c ul a vit a e
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1 1. 4. R e g ul at o r y C o nsi d e r ati o ns

T hi s st u d y  will b e c o n d u ct e d i n a c c or d a n c e with:

 C o ns e ns us et hi cs pri n ci pl es d eri v e d fr o m i nter n at i o n al et hi cs g ui d eli n es, i n cl u di n g t h e 
D e cl ar ati o n of H elsi n ki a n d C o u n cil f or I nt er n ati o n al Or g a ni z at i ons of M e di c al 
S ci e n c es ( CI O M S) I nt er n ati o n al Et hi c al G ui d eli n es

 T h e I C H G C P G ui d eli n e ( E 6)

 A p pli c a bl e l a ws a n d r e g ul ati o ns

T h e I n v esti g at or or d esi g n e e will pr o m pt l y s u b mit t h e pr ot o c ol t o a p pli c a bl e I R B/I E C(s).

S o m e of  t h e o bli g ati ons of t h e s p o ns or m a y  be assi g n e d t o a T hir d -P art y  Or g a ni z atio n.

A n i de ntifi c at i on c o d e assi g n e d t o e a c h p ati e nt will b e us e d i n li e u of t h e p ati e nt’s n a m e t o 
pr ot e ct t h e p ati e nt’s i d e ntit y w h e n r e p orti n g A Es a n d/ or ot h er st u d y -r elat e d d at a.

1 1. 4. 1. C o nfi d e nti alit y

T h e S p o ns or affir ms t h at s u bj e ct’s ri g hts t o pr ot e cti o n a g ai nst i n v asi o n of pri v a c y ar e i n 
c o m pli a n c e wi t h I C H a n d ot h er lo c al  r e g ulat i ons ( w hi c h e v er i s most stri n g e nt). I nf or m at i on 
a b o ut p ati e nts a n d t h eir r e c or ds will b e k e pt c o nfi d e nt i al b y t h e S p o ns or a n d its r e pr es e nt ati v es. 
St u d y  r elat e d r e c or ds i d e ntif yi n g p ati e nts will b e k e pt c o nfi d e nt i al a n d, 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 ws a n d/ or r e g ul at i ons will n ot b e m a d e p u bli cl y a v ail a bl e. 

All l a b or at or y s p e ci m e ns, e v al u ati on f or ms, r e p orts, a n d ot h er r e c or ds will b e i d e nt ifi e d i n a 
m a n n er d esi g n e d t o m ai nt ai n s u bj e ct c o nfi d e nt i ality.  All r e c or d s will be k e pt i n a s e c ur e st or a g e 
ar e a wi t h li mit e d a c c ess. Cli ni c al i nf or m ati on will n ot b e r el e as e d wit h o ut t h e writt e n p er missi o n 
of  t h e p atie nt a n d/ or p ati e nt ’s c u st o dial  p ar e nt or g u ar dia n, e x c e pt as n e c ess ar y  for m o ni t orin g 
a n d a u dit i n g b y t h e s p o ns or, its d esi g n e e, F D A, H e alt h A ut h oriti es, Et hi cs C om mitt e es, a n d/ or 
I R Bs.

T h e i n v est i g at or a n d all e m pl oy e es a n d c o w or k ers i n v o l v e d wit h t his st u d y ma y n o t dis cl os e or 
u s e f or a n y  p ur p os e ot h er t h a n p erf or m a n c e of t h e st u d y a n y d at a, r e c or d, or ot h er u n p u blis h e d, 
c o nfi d e nt i al i nf or m ati o n dis cl os e d t o t h os e i n di vi d u als f or t h e p ur p os e of t h e st u d y. Prior wri tt e n 
a gr e e m e nt f r o m t h e s p o ns or or its d esi g n e e m ust b e o bt ai n e d f or t h e dis cl os ur e of a n y s ai d 
c o nfi d e nt i al i nf or m ati o n t o ot h er p arti es.

If a n y of t he r e s ul t s of t h e st u d y ar e p u blis h e d, p ati e nt’s i d e ntity will  r e m ai n c o nfi d e nti al.

T h e S p o ns or r e q uir es t h e I n v est i g at or t o p er mit s p o ns or r e pr es e nt ati v es an d, w h e n n e c ess ar y , 
r e pr es e nt ati v es fr o m F D A a n d ot h er r e g ul at or y a ut h oritie s, m o ni t or, a u dit or, I R B t o h a v e a c c ess 
t o st u d y r elat e d m e di c al r e c or ds i n a c c or d a n c e wit h l oc al  pri v a c y l a ws.

1 1. 4. 2. I n v esti g at o r I nf o r m ati o n

P h ysi ci a ns wit h a s p e ci alt y i n n e ur o l og y  a nd/ or e pil e ps y  di s or d er s will p artici p at e as 
I n v esti g at ors i n t his cli ni c al st u d y.Pr
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 6 6 of 1 0 1

1 1. 4. 3. P r ot o c ol Si g n at u r es

T h e s p o ns or’s r es p o nsi bl e m e di c al o ffi c er will a p pr o v e t h e pr ot o c ol, c o nfir mi n g t h at, t o t h e b est 
of  his or h er k n o wl e d g e, t h e pr ot o c ol a c c ur at el y d e s cri be s t h e pl a n n e d d esi g n a n d c o n d u ct of t h e 
st u d y. 

Aft er r e a di n g t h e pr ot o c ol, e a c h pri n ci p al I n v est i g at or will si g n t h e pr ot o c ol si g n at ur e p a g e a n d 
s e n d a c o p y of t h e si g n e d p a g e t o a S p o ns or r e pr es e nt ati v e.

1 1. 4. 4. Fi n al R e p o rt Si g n at u r e

T h e cli ni c al st u d y  r e p ort c o or di n at i n g i n v esti g at or will si g n t h e fi n al cli ni c al st u d y r e p ort f or t his 
st u d y, i n di c ati n g a gr e e m e nt t h at, t o t h e b est of his or h er k n o wl e d g e, t h e r e p ort a c c ur at el y 
d es cri b es t h e c o n d u ct a n d r es ults of t h e st u d y . 

T h e S p o ns or’s r es p o nsi bl e m e di c al off i c er a n d st atist i ci a n will  a p pr o v e t h e fi n al cli ni c al st u d y 
r e p ort f or t his st u d y, c o nfir mi n g t h at, t o t h e b est of his or h er k n o wl e d g e, t h e r e p ort a c c ur at el y 
d es cri b es t h e c o n d u ct a n d r es ults of t h e st u d y .

1 1. 5. P u bli c ati o n P oli c y

T h e f ull t er ms r e g ar di n g p u bli c at i on of t h e r es ults of t his st u d y  ar e o utli n e d i n t h e Cli ni c al St u d y 
A gr e e m e nt, St at e m e nt of A gr e e m e nt, or t h e M ast er Cli ni c al St u d y  A gr e e m e nt. P u bli c ati on is 
p er mitt e d o nl y aft er m ult i-c e nt er r es ults ar e a v ail a bl e a n d all dis cl o s ur e r e q uir e m e nts f or clini c al 
st u d y r e gistri es h a v e b e e n m et. A n y d at a t o b e s u b mitt e d f or p u bli c ati on, i n cl u di n g a bstr a ct 
s u b missi o ns or pr es e nt ati o ns, ar e r e q uir e d t o b e s u b mitt e d t o O vi d f or r e vi e w at l e ast 3 0 d a ys 
pri or t o s u b missi o n.
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 6 7 of 1 0 1

1 2. L I S T O F R E F E R E N C E S

1. H o wi e S. Bl o o d s a m pl e v o l um es i n c hil d h e alt h r es e ar c h: r e vi e w of s af e li mit s. B ull et i n of 
t he W orl d H e alt h Or g a ni z at i on, 2 0 1 1; 8 9: 4 6 -5 3. D oi : 1 0. 2 4 7 1/ B L T. 1 0. 0 8 0 0 1 0. 

2. P a ul  S M, D o h ert y J J, R o bic h a u d AJ, B elf ort G M, C h o w B Y, H a m m o n d R S, et al. T h e 
m aj or br ai n c h ol est er ol m et a b o lite 2 4( S) -h y dr o x y c h o l est er ol is a p ot e nt all ost eri c m o d ul at or 
of  N-m et h yl- D- as p art at e r e c e pt ors. J N e ur os ci 2 0 1 3; 3 3( 4 4): 1 7 2 9 0 - 3 0 0.

3. Fi n u c a n e B M, L us k L, Ar kil o D, et al. 1 5 q D u pli c ati o n S y n dr o m e a n d R el at e d Dis or d ers. 
2 0 1 6 J u n 1 6. I n: A d a m M P, Ar di n g er H H, P a g o n R A, et al., e dit ors. G e n e R e vi e ws ® 
[I nt er n et]. S e attl e ( W A): U ni v ersit y of  Wa s hi n gt o n, S e attl e; 1 9 9 3 - 2 0 1 8.

4. H o p e K A, L e D o u x M S, R eit er L T. Gli al o v er e x pr essi o n of D u b e 3 a c a us es s ei z ur es a n d 
s y n a pti c i m p air m e nts i n Dr os o p hil a c o n c o mit a nt wit h d o w n r e g ul at i on of t h e N a( +)/ K( +) 
p u m p A T P α. N e ur o bi ol  Dis. 2 0 1 7 D e c; 1 0 8: 2 3 8- 2 4 8.

5. C o n a nt K D, Fi n u c a n e B, Cl e ar y  N, M arti n A, M uss C, D el a n y M, M ur p h y E K, R a b e O, 
L u c hsi n g er K, S p e n c e SJ, S c h a n e n C, D e vi ns k y O, C o o k E H, L a S all e J, R eit er L T, T hi b ert 
R L. A s ur v e y  of s eiz ur es a n d c urr e nt tr e at m e nts i n 1 5 q d u pli c ati o n s y n dr o m e. E pil e psi a. 
2 0 1 4 M ar; 5 5( 3): 3 9 6 -4 0 2. 

6. Kilstr u p -Ni els e n C, R us c o ni L, L a M o nt a n ar a P, Ci c eri D, B er g o A, B e d o g ni F, 
L a n ds b er g er N. W h at w e k n o w a n d w o ul d li k e t o k n o w a b o ut C D K L 5 a n d its i n v o l v e m e nt 
i n e pil e pti c e n c e p h al o p at h y . N e ur al Pl ast. 2 0 1 2; 2 0 1 2: 7 2 8 2 6 7.

7. O k u d a K, K o b a y as hi S, F u k a y a M, W at a n a b e A, M ur a k a mi T, H a gi w ar a M, S at o T, U e n o 
H, O g o n u ki N, K o m a n o -I n o u e S, M a n a b e H, Y a m a g u c hi M, O g ur a A, As a h ar a H, 
S a k a g a mi H, Mi z u g u c hi M, M a n a b e T, T a n a k a T. C D K L 5 c o ntr ols p osts y n a pt i c 
l oc ali z at i on of Gl u N 2 B - c o nt ai ni n g N M D A r e c e pt ors i n t h e hi p p o c a m p us a n d r e g ul at es 
s ei z ur e s us c e pt i bility.  N e ur o biol  Dis. 2 0 1 7 O ct; 1 0 6: 1 5 8- 1 7 0.

8. W a g n er T, Ts ai M, et al. Cli ni c al tri al si m ul at i ons usi n g a p h ar m a c o ki n eti c/ e n z y m e
o c c u p a n c y/ p h ar m a c o d y n a mi c m o d el of T A K -9 3 5, a c h o l est er ol 2 4 S-h y dr o x yl as e i n hi bit or; 
p ost er pr es e nt e d at t h e A m eri c a n E pil e ps y S o ci et y 7 1 st A n n u al M e et i n g ( W as hi n gt o n, D. C. 
2 0 1 7).

9. Fis h er R S, Cr oss J H, Fr e n c h J A, Hi g ur as hi N, Hirs c h E, J a ns e n F E, et al. O p er ati o n al  
cl assifi c at i on of s ei z ur e t y p es b y t h e I nt er n at i on al L e a g u e A g ai nst E pil e ps y : P o sitio n P a p er 
of  t h e I L A E C o m missi on f or Cl assifi c ati on a n d T er mi n o l og y . E pil e psi a 2 0 1 7.

1 0. 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 dit y a n d i nt er n al  c o nsist e n c y fi n di n gs 
fr om t hr e e mul tisit e st u die s wi t h a d ol es c e nts a n d a d ults. A m J Ps y c hi atr y 
2 0 1 1; 1 6 8( 1 2): 1 2 6 6 -7 7. 

1 1. A m a n M G, Si n g h N N, St e w art A W, Fi el d CJ. T h e a b err a nt b e h a vi or c h e c kl ist: a b e h a vi or 
r ati n g s c al e f or t h e ass ess m e nt of tr e at m e nt eff e cts. A m J M e nt D efi c 1 9 8 5; 8 9( 5): 4 8 5-9 1. Pr
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 6 8 of 1 0 1

1 2. d e Bil dt A, Kr aij er D, S y t e ma S, Mi n d er a a R. T h e Ps y c h o m etri c Pr o p erti es of t h e Vi n el a n d 
A d a pt i v e B e h a vi or S c al es i n C hil dr e n a n d A d ol es c e nt s wit h M e nt al R et ar d atio n. J A ut is m 
D e v Dis or d. 2 0 0 5; 3 5( 1): 5 3 -6 2.

1 3. G u y  W. C GI Cli ni c al Gl ob al I m pr e s si o n s. E C-D E U Ass ess m e nt M a n u al f or 
P s y c h o p h ar m a c ol o g y . 1 9 7 6; 7 6- 3 3 8.

1 4. Br etill o n L, L utj o h a n n D, St a hl e L, Wi d h e T, Bi n dl L, E g g erts e n G, et al. Pl as m a l e v els o f 
2 4 S- h y d r o x y c h ole st er ol  r efl e ct t h e b al a n c e b et w e e n c er e br al pr o d u cti o n a n d h e p ati c 
m et a b o lis m a n d ar e i n v ers el y r el at e d t o b o d y s urf a c e. J Lipi d R es 2 0 0 0; 4 1( 5): 8 4 0- 5.

1 5. C art a g e n a C M, A h m e d F, B ur ns M P, P aj o o h es h -G a nji  A, P a k D T, F a d e n AI, et al. C orti c al 
i nj ur y in c r e a s e s c h ole st er ol  2 4 S h y dr o x yl as e ( C y p 4 6) l e v els i n t h e r at br ai n. J N e ur otr a u m a 
2 0 0 8; 2 5( 9): 1 0 8 7 -9 8.

1 6. Ti a n G, K o n g Q, L ai L, R a y -C h a u d h ur y  A, Li n C G. I n cr e as e d e x pr essi on of c h o l est er ol 
2 4 S- h y dr o x yl as e r es ults i n disr u pti o n o f gli al gl ut a m at e tr a ns p ort er E A A T 2 ass o ci at i on wi t h 
li pi d r afts: a p ot e nti al r ol e i n Al z h ei m er ’s dis e as e. J N e ur o c h e m 2 0 1 0; 1 1 3( 4): 9 7 8 - 8 9.

1 7. D e m ar est S, B e n k e T A. S e v erit y Ass ess m e nt i n C D K L 5 D efi ci e n c y Dis or d er. I n pr ess.
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Pr ot o c ol T A K - 9 3 5- 1 8-0 0 2 ( O V 9 3 5) A m e n d m e nt 2 O vi d T h er a p e uti cs I n c.
D at e: 2 1 N o v e m b er 2 0 1 9

P a g e 6 9 of 1 0 1

A P P E N D I X 1. S C H E D U L E O F A S S E S S M E N T S
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P a g e 7 0 of 1 0 1
C O N FI D E N TI A L

T a bl e 2: S c h e d ul e of Ass ess m e nts
C CI
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P a g e 7 1 of 1 0 1
C O N FI D E N TI A L

C CI

C CI
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P a g e 7 2 of 1 0 1
C O N FI D E N TI A L

C CI
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C CI
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P a g e 8 9 of 1 0 1

A P P E N D I X 6. O V E R V I E W O F M A J O R C H A N G E S 
I M P L E M E N T E D B Y A M E N D M E N T S

A m e n d m e nt 1

1. T h e st u d y d esi g n is r e vis e d

D es c ri pti o n of C h a n g e: T h e st u d y d ur ati o n is e xt e n d e d fr o m 1 2 t o 2 0 w e e ks ( 8 -w e e k D os e O pti mi z ati o n p eri o d a n d 
1 2- w e e k M ai nt e n a n c e P eri o d)

R ati o n al e f o r C h a n g e:  
 

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 7. 2
 Fi g ur e 1
 A p p e n di x 1

2. T h e tit r ati o n p e ri o d is n o w r ef e r r e d t o as t h e D os e O pti mi z ati o n p e ri o d

D es c ri pti o n of C h a n g e: D es c ri pti o n of C h a n g e: Wit h t h e c h a n g e is t h e l e n gt h of t h e tr e at m e nt p eri o d, d os e 
o pti mi z ati o n b ett er d efi n es t his p eri o d

R ati o n al e f o r C h a n g e:  

S e cti o ns I m p a ct e d: 
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 7. 2
 S e cti o n 1 0. 1
 S e cti o n 1 0. 8. 2
 S e cti o n 1 0. 1 1. 2
 A p p e n di x 1
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3. T h e p ri m a r y a n d s e c o n d a r y o bj e cti v es a r e r e vis e d

D es c ri pti o n of C h a n g e:

 T h e pri m ar y o bj e cti v e is r e v is e d t o c h a n g e t h e ass ess m e nt fr o m t h e tr e at m e nt p eri o d t o t h e m ai nt e n a n c e 
p eri o d.

 T h e s e c o n d ar y o bj e cti v e t o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e fr e q u e n c y of m ot or s ei z ur es is 
c h a n g e d fr o m t h e m ai nt e n a n c e p eri o d t o t h e tr e at m e nt p eri o d.

 T h e s e c o n d ar y o bj e cti v es t o i n v esti g at e t h e fr e q u e n c y of p ati e nts c o nsi d er e d tr e at m e nt r es p o n d ers ar e 
c h a n g e d fr o m t h e tr e at m e nt p eri o d t o t h e m ai nt e n a n c e p eri o d. Tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e 
wit h:

- W ors e ni n g of 2 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

-  Wor s e ni n g of 1 % t o 2 5 % i n m ot or s ei z ur es fr o m b as eli n e

- N o c h a n g e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 2 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 5 0 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 1 0 0 % i n m ot or s ei z ur es fro m b as eli n e

R ati o n al e f o r C h a n g e: T h e c h a n g e is m a d e t o a d dr ess t h e fi n di n gs fr o m St u d y T A K - 9 3 5-2 0 0 1 a n d t o b ett er 
u n d erst a n d t h e eff e ct of t h e dr u g o n d ur ati o n of s ei z ur es a n d o n d ur ati o n of s ei z ur e fr e e d o m.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 4. 1. 1
 S e cti o n 4. 1. 2
 S e cti o n 4. 1. 3

4. T w o s e c o n d a r y o bj e cti v es a r e a d d e d

D es c ri pti o n of C h a n g e: 

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n t h e d ur ati o n of m ot or s ei z ur es f or p ati e nts wit h C D K L 5 d efi ci e n c y 
dis or d er t hr o u g h o ut t h e Tr e at m e nt P eri o d

 T o i n v esti g at e t h e eff e ct of T A K -9 3 5 o n d ur ati o n of s ei z ur e fr e e d o m i n p ati e nts wit h C D K L 5 d efi ci e n c y 
dis or d er i n p ati e nts wit h C D K L 5 d efi ci e n c y dis or d er d uri n g t h e M ai nt e n a n c e P eri o d.

R ati o n al e f o r C h a n g e: T h e o bj e cti v es of t h e st u d y h a v e b e e n e x p a n d e d t o u n d erst a n d t h e eff e ct of t h e dr u g o n 
d ur ati o n of s ei z ur es a n d o n d ur ati o n of s ei z ur e fr e e d o m

S e cti o ns Aff e ct e d:
 S y n o psis
 S e cti o n 4. 1. 2
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5. E x pl o r at o r y o bj e cti v es a r e r e vis e d

6. T h e p ri m a r y a n d s e c o n d a r y e n d p oi nts a r e r e vis e d 

D es c ri pti o n of C h a n g e:

 T h e pri m ar y effi c a c y e n d p oi nt is c h a n g e d fr o m d uri n g t h e tr e at m e nt p eri o d t o d uri n g t h e m ai nt e n a n c e 
p eri o d. 

 T h e s e c o n d ar y effi c a c y e n d p oi nts f or p er c e nt c h a n g e fr o m b as eli n e i n m ot or s ei z ur e fr e q u e n c y p er 2 8 d a y s 
ar e c h a n g e d fr o m d uri n g t h e m ai nt e n a n c e p eri o d t o d uri n g t h e tr e at m e nt p eri o d. 

 T h e s e c o n d ar y e n d p oi nts f or pr o p orti o n of p ati e nts c o nsi d er e d tr e at m e nt r es p o n d ers ar e c h a n g e d fr o m 
d uri n g t h e tr e at m e nt p eri o d t o d uri n g t h e m ai nt e n a n c e p eri o d. tr e at m e nt r es p o n d ers ar e d efi n e d as t h os e 
wit h: 

- W ors e ni n g of 2 5 % or m o r e i n m ot or s ei z ur es fr o m b as eli n e

- W ors e ni n g of 1 % t o 2 5 % i n m ot or s ei z ur es fr o m b as eli n e

- N o c h a n g e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 2 5 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 5 0 % or m or e i n m ot or s ei z ur es fr o m b as eli n e

- R e d u cti o n of 1 0 0 % i n m ot or s ei z ur es fro m b as eli n e

R ati o n al e f o r C h a n g e: T h e pr eli mi n ar y d at a fr o m t h e T A K -9 3 5- 2 0 0 1 st u d y i n a d ult p ati e nts wit h e pil e pti c 
e n c e p h al o p at h y m a y i n di c at e t h at f ull eff e cts of T A K -9 3 5 ar e o bs er v e d aft er 8 w e e ks of tr e at m e nt. A c c or di n gl y, 
si n c e tr e at m e nt d ur ati o n is e xt e n d e d t o 2 0 w e e ks a n d t o o bs er v e t h e f ull eff e cts, t h e pri m ar y a n d s e c o n d ar y e n d p oi nts 
ar e c h a n g e d.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 4. 2. 1
 S e cti o n 4. 2. 2
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7. S e c o n d a r y e n d p oi nts a r e a d d e d

 D es c ri pti o n of C h a n g e: T h e f oll o wi n g e n d p oi nts ar e a d d e d:

 P er c e nt c h a n g e fr o m B as eli n e i n fr e q u e n c y of m ot or s ei z ur es l o n g er t h a n 5 mi n ut es i n p ati e nts wit h 
C D K L 5 d efi ci e n c y dis or d er

 P er c e nt c h a n g e fr o m B as eli n e i n m ot or s ei z ur e -fr e e d a ys fr e q u e n c y i n p ati e nts wit h 1 5 q d u pli c ati o n 
s yn dr o m e d uri n g t h e M ai nt e n a n c e P eri o d 

 T o c h ar a ct eri z e pl as m a 2 4 H C l e v els a n d c h a n g e i n m ot or s ei z ur e fr e q u e n c y i n p ati e nts tr e at e d wit h T A K -
9 3 5 as a n a dj u n cti v e t h er a p y

R ati o n al e f o r C h a n g e: T h e s e c o n d ar y e n d p oi nts ar e a d d e d t o a d dr ess t h e s e c o n d ar y o bj e cti v es.

S e cti o ns Aff e ct e d:
 S y n o psis
 S e cti o n 4. 2. 2

8. O n e e x pl o r at o r y o bj e cti v e/ e n d p oi nt is a d d e d

D es c ri pti o n of C h a n g e: St u d y visits ar e c h a n g e d as f oll o ws:

 St u d y visits at D a ys 8 a n d 5 7 ar e c h a n g e d t o p h o n e c o nt a cts
 St u d y visit at D a y 8 5 is c h a n g e d fr o m e n d of tr e at m e nt visit t o a tr e at m e nt p eri o d visit
 T h e e n d of st u d y visit is c h a n g e d t o D a y 1 4 1
 P h o n e c o nt a cts ar e a d d e d at D a ys 2 2 a n d 1 1 3
 T h e s af et y f oll o w -u p visit is at D a y 1 6 9

R ati o n al e f o r C h a n g e: B e c a us e t h e d ur ati o n of tr e at m e nt is c h a n g e d t o 2 0 w e e ks, a d d iti o n al st u d y visits ar e 
i n c or p or at e d.

S e cti o ns I m p a ct e d:
 A p p e n di x 1
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1 0. Ti m e p oi nts f o r c oll e cti o n of s a m pl es f o r p h a r m a c o ki n eti c a n al ysis a r e cl a rifi e d

D es c ri pti o n of C h a n g e: Fi v e ( 5) P K bl o o d dr a ws will o c c ur at t h es e f oll o wi n g ti m e p oi nts o n t h e first st u d y d a y : 3 0 
mi n ut es ( ± 1 0 mi n ut es), 1, 2, a n d 4 h o urs ( ± 1 0 mi n ut es) p ost -first d os e. O n ot h er st u d y visit d a ys, t w o P K bl o o d 
dr a ws will b e c oll e ct e d; o n e wit hi n 1 h o ur pri or t o t h e m or ni n g d os e ( pr e -d os e) a n d t h e ot h er at 3 0 mi n ut es ( ± 1 0 
mi n ut es) p ost -m or ni n g d os e.

R ati o n al e f o r C h a n g e: T h es e ti m e p oi nts will b ett er c h ar a ct eri z e P K pr ofil e of t h e dr u g i n a p e di atri c p o p ul ati o n.

S e cti o ns Aff e ct e d:
 S y n o psis
 S e cti o n 8. 1. 2 2. 1

1 1. T h e a g e f o r p a rti ci p ati o n is i n c r e as e d t o 3 5 y e a rs

D es c ri pti o n of C h a n g e: T h e u p p er a g e li mit is c h a n g e d fr o m 1 7 y e ars t o 3 5 y e ars

R ati o n al e f o r C h a n g e: B ot h d u p 1 5 Q s y n dr o m e a n d t h e C D K L 5 d efi ci e n c y dis or d er o c c ur i n c hil d h o o d a n d 
c o nti n u e i nt o a d ult h o o d; t h us, c urr e nt cli ni c al sit es h a v e i n di c at e d p ot e nti al ol d er p ati e nts i n t h eir cli ni c al pr a cti c e 
f or t his st u d y

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 6. 1

1 2. R o ut e of a d mi nist r ati o n is e x p a n d e d t o i n cl u d e G -t u b e/ P E G t u b e/ J-t u b e at all sit es e x c e pt t h os e i n C hi n a . 

D es c ri pti o n of C h a n g e: St u d y dr u g m a y b e a d mi nist er e d or all y or vi a G -t u b e/ P E G t u b e/ J-t u b e. J-t u b e 
a d mi nistr ati o n r e q uir es a p pr o v al b y t h e M e di c al M o nit or a n d S p o ns or. P ati e nts e nr oll e d i n cli ni c al sit es i n C hi n a ar e 
n ot t o r e c ei v e st u d y dr u g vi a G -t u b e/ P E G t u b e/ J-t u b e.

R ati o n a l e f o r C h a n g e: C h a n g e is n e c ess ar y t o a c c o m m o d at e p ati e nts u n a bl e t o t a k e st u d y dr u g or all y.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 7. 2

1 3. P e r a m p a n el is a d d e d as a p r o hi bit e d m e di c ati o n

D es c ri pti o n of C h a n g e: P er a m p a n el is a pr o hi bit e d m e di c ati o n

R a ti o n al e f o r C h a n g e:  

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 1
 S e cti o n 7. 6Pr
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1 4. T h e us e of t r a diti o n al C hi n es e m e di ci n es is cl a rifi e d

D es c ri pti o n of C h a n g e: T h e us e of tr a diti o n al C hi n es e m e di ci n es s h o ul d b e a p pr o v e d b y t h e M e di c al M o nit or at 
s cr e e ni n g.

R ati o n al e f o r C h a n g e: T his cl arifi c ati o n is a d d e d d u e t o i n cl usi o n of sit es i n C hi n a.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 7. 2
 S e cti o n 7. 6

1 5. I n cl usi o n c rit e ri o n 1 is r e vis e d t o cl a rif y t h e d efi niti o n of C D K L 5 d efi ci e n c y dis o r d e r

D es c ri pti o n of C h a n g e: C D K L 5 d efi ci e n c y dis or d er is d efi n e d as: 

 A p at h o g e ni c or li k el y p at h o g e ni c v ari a nt i n C D K L 5

O R

A v ari a nt of u n c ert ai n si g nifi c a n c e ( V U S) i n t h e ki n as e d o m ai n of C D K L 5 t h at h as b e e n c o nfir m e d t o b e d e 
n o v o. U nl ess b ot h p ar e nts h a v e b e e n t est e d a n d f o u n d t o n ot h ar b or t h e V U S, a p ati e nt wit h a V U S c a n n ot 
b e e nr oll e d. P arti ci p a nts wit h a V U S f o u n d o utsi d e of t h e ki n as e d o m ai n will n ot b e e nr oll e d. 

A p ati e nt wit h m os ai cis m f or a C D K L 5 v ari a nts is eli gi bl e.

R ati o n al e f o r C h a n g e: T his cl arifi c ati o n is a d d e d t o e ns ur e c o nsist e n c y a cr oss sit es.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 1

1 6. I n cl usi o n c rit e ri a 6 a n d 7 a r e r e vis e d t o cl a rif y t h e c h r o ni c us e of b e n z o di a z e pi n es as a nti e pil e pti c d r u gs 
a n d t o i n cl u d e st a bl e us e of c a n n a bi di ol p r o d u cts

D es c ri pti o n of C h a n g e: C hr o ni c us e of b e n z o di a z e pi n es is d efi n e d as d ail y  fr e q u e n c y t o tr e at s ei z ur es a n d t h e us e 
of c a n n a bi di ol pr o d u cts m ust b e st a bl e f or 4 w e e ks pri or t o s cr e e ni n g.

R ati o n al e f o r C h a n g e: 

 B as e d o n i n q uiri es fr o m cli ni c al sit es, f urt h er cl arifi c ati o n w as n e e d e d t o b ett er d efi n e t h e “ c hr o ni c ” us e.

 Wit h c urr e nt us e of l e g al m e di c al m arij u a n a a n d t h e a v ail a bilit y of c a n n a bi di ol pr o d u cts as A E Ds, t his 
i n cl usi o n w as a d d e d t o all o w eli gi bl e p ati e nts usi n g t h es e pr o d u cts t o e nr oll.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 1
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1 7. E x cl usi o n c rit e ri o n 1 is r e vis e d r e g a r di n g t h e t r e at m e nt of st at us e pil e pti c us

D es c ri pti o n of C h a n g e: T h e c h a n g e r e m o v e d t h e a v er a g e n u m b er of e pis o d es t h at c o ul d b e all o w e d p er w e e k a n d 
t h at st at us e pil e pti c us is d efi n e d as a s ei z ur e or r e p e at e d s ei z ur es t h at l asts 5 mi n ut es or l o n g er a n d r e q uir e d r es c u e 
t h er a p y O R a s ei z ur e or r e p e at e d s ei z ur es t h at l asts 1 5 mi n ut es or l o n g er wit h o ut r es c u e t h er a p y. T h e n e w e x cl usi o n 
r e q uir es t h e p ati e nt h as b e e n a d mitt e d t o a m e di c al f a cilit y f or tr e at m e nt of st at us e pil e pti c us 2 or m or e ti m es i n t h e 3 
m o nt h s i m m e di at el y pri or t o t h e s cr e e ni n g visit

R ati o n al e f o r C h a n g e: St at us e pil e pti c us c a n b e a l o n g s ei z ur e o v er 5 mi n ut es a n d s e v er al p ati e nts, es p e ci all y wit h 
Dr a v et s y n dr o m e, c a n h a v e pr ol o n g e d s ei z ur es ( > 5 mi n ut es) t h at ar e n ot s e v er e e n o u g h t o e x cl u d e t h e m fr o m t h e 
st u d y. T h er ef or e, p ati e nts w h os e st at us e pil e pti c us r e q uir e d h os pit ali z ati o n or i nt u b ati o n will b e e x cl u d e d.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 2

1 8. E x cl usi o n c rit e ri o n 8 is d el et e d ( p ositi v e fi n di n gs i n t h e s c r e e ni n g C -S S R S ass ess m e nt)

D es c ri pti o n of C h a n g e:

R ati o n al e f o r C h a n g e: T his e x cl usi o n w as c o nf usi n g si n c e t h er e ar e a n u m b er of s y m pt o ms fr o m t h e C -S S R S 
ass ess m e nt t h at m a y n ot n e c ess aril y dis q u alif y p ati e nts fr o m e nt eri n g t h e st u d y.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 2

1 9. A n o pti o n al s e v e rit y ass ess m e nt f o r C D K L 5 d efi ci e n c y s y n d r o m e is a d d e d

D es c ri pti o n of C h a n g e: T h e o pti o n al s e v erit y ass ess m e nt is c o n d u ct e d i n o nl y t h e C D K L 5 d efi ci e nt p ati e nts.

R ati o n al e f o r C h a n g e: T his ass ess m e nt will c a pt ur e d e gr e es of s e v erit y ass o ci at e d wit h m ot or f u n cti o n, c o g niti o n, 
a n d visi o n a n d a ut o n o mi c d ysf u n cti o n.

S e cti o ns I m p a ct e d:
 S e cti o n 8. 1. 1 9

2 0. H a n dli n g of miss e d d os es is cl a rifi e d

D es c ri pti o n of C h a n g e: If a p ati e nt miss es a d os e, t h e miss e d d os e s h o ul d b e s ki p p e d, a n d t h e p ati e nt s h o ul d 

c o nti n u e wit h his/ h er n or m al d osi n g s c h e d ul e. S ki p p e d d os es s h o ul d b e r e p ort e d as miss e d d os es.

R ati o n al e f o r C h a n g e: B as e d o n i n q uiri es fr o m cli ni c al sit es, cl arifi c ati o n  w as r e q uir e d f or pr o p er i nstr u cti o ns t o 
st u d y p ati e nts o n h o w t o h a n dl e missi n g d os es.

S e cti o ns I m p a ct e d:
 S e cti o n 7. 2
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P a g e 9 6 of 1 0 1

2 1. R e q ui r e m e nt is a d d e d t o dis c o nti n u e a p ati e nt if h e/s h e e x hi bits si g ns of s ui ci d al i d e ati o n

D es c ri pti o n of C h a n g e: St u d y st aff tr ai n e d i n t h e a d mi nistr ati o n of t h e C -S S R S will ass ess p ati e nt s ui ci d alit y usi n g 
t h e C-S S R S, eli citi n g a ns w ers fr o m t h e p ati e nt or t h e p ati e nt’s c ar e gi v er. Ulti m at el y, t h e d et er mi n ati o n of t h e 
pr es e n c e of s ui ci d al i d e ati o n or b e h a vi or d e p e n ds o n t h e cli ni c al j u d g m e nt of t h e i n v esti g at or

R ati o n al e f o r C h a n g e: T his c h a n g e pr o vi d e d c o nsist e n c y b et w e e n S e cti o n 8. 1. 1 4 a n d S e cti o n 6. 3. 1.

S e cti o ns I m p a ct e d:
 S e cti o n 6. 3. 1
 S e cti o n 8. 1. 1 3

2 3. T w o a d diti o n al ti m e p oi nts a r e a d d e d f o r c oll e cti o n of pl as m a 2 4 H C 

D es c ri pti o n of C h a n g e: D a y  1 4 1 a n d F oll o w-u p visit ( D a y 1 6 9)

R ati o n al e f o r C h a n g e: T h es e ti m e p oi nts ar e a d d e d t o c orr el at e 2 4 H C bl o o d l e v el wit h c h a n g e i n s ei z ur e fr e q u e n c y

S e cti o ns I m p a ct e d:
 A p p e n di x 1

2 4. A m o u nt of bl o o d s a m pl es is c h a n g e d t o r efl e ct a d diti o n al visits

D es c ri pti o n of C h a n g e: T h e t ot al m a xi m u m a m o u nt of bl o o d c oll e ct e d d uri n g t h e st u d y p er p ati e nt is 1 2 0. 2 m L.

R ati o n al e f o r C h a n g e: I n cr e as e b as e d o n a d diti o n al st u d y visits

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 8. 1. 1 0
 A p p e n di x 3
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P a g e 9 7 of 1 0 1

2 5. C h a n g e i n d os e d u ri n g t h e st u d y is cl a rifi e d

D es c ri pti o n of C h a n g e: P ati e nts will b e c o nt a ct e d b y p h o n e wit hi n first t w o d a ys f oll o wi n g e s c al ati o n t o t h e 
m a xi m u m d os e t o ass ess s af et y a n d t ol er a bilit y of t h e st u d y dr u g. Aft er r e a c hi n g t h e m a xi m u m d os e, a n a d diti o n al 
6 w e e ks will b e all o w e d t o a dj ust t h e p ati e nt t o t h e o pti m al d os e l e v el, b as e d o n t h e j u d g m e nt of t h e I n v esti g at or a n d 
wit h t h e a p pr o v al of t h e M e di c al M o nit or. T h e fi n al d os e l e v el will b e m ai nt ai n e d u ntil t h e e n d of t h e M ai nt e n a n c e 
P eri o d; h o w e v er, t h e d os e m a y b e c h a n g e d d uri n g t h e D os e O pti mi z ati o n P eri o d i n c o ns ult ati o n wit h t h e m e di c al 
m o nit or.

R ati o n al e f o r C h a n g e: T his c h a n g e will all o w fl e xi bilit y t o a c hi e v e o pti m al d os e d uri n g t h e O pti mi z ati o n P eri o d.

S e cti o ns I m p a ct e d:
 S y n o psis 
 S e cti o n 7. 2

2 6. W ei g ht -b as e d d osi n g is u p d at e d t o r efl e ct t h e a d mi nist r ati o n of 1 0 0 m g t a bl ets

D es c ri pti o n of C h a n g e: T h e n u m b er of t a bl ets b y w ei g ht gr o u p is a d d e d as t h e ori gi n al t a bl e o nl y s h o w e d t h e 
n u m b er of mi ni -t a bl ets.

R ati o n al e f o r C h a n g e: T h e st u d y is a m e n d e d t o i n cl u d e a d ults

S e cti o ns I m p a ct e d:
 S y n o psis 
 S e cti o n 7. 2

2 7. Us e of a n E E G c h a rt e r is r e m o v e d

D es c ri pti o n of C h a n g e: A d et ail e d d es cri pti o n of t h e E E G p ar a m et ers e v al u at e d, a n d eli gi bilit y crit eri a will b e 
f urt h er dis c uss e d i n wit h t h e S p o ns or’s M e di c al M o nit or.

R ati o n al e f o r C h a n g e: T h e S p o ns or m e di c al m o nit or will dis c uss t h e E E G p ar a m et ers wit h t h e cli ni c al sit es, s o a 
c h art er i s n o l o n g er r e q uir e d.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 8. 1. 2 1

2 8. A n a d diti o n al E C G ass ess m e nt is a d d e d

D es c ri pti o n of C h a n g e: A n  a d diti o n al ass ess m e nt is i n cl u d e d at D a y 1 5

R ati o n al e f o r C h a n g e: Ass ess m e nt a d d e d d u e t o t h e st u d y d ur ati o n e xt e nsi o n

S e cti o ns I m p a ct e d:
A p p e n di x 1
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P a g e 9 8 of 1 0 1

2 9. Cl a rifi c ati o n is a d d e d f o r r olli n g o v e r f r o m t h e a nt e c e d e nt t ri al t o t h e o p e n -l a b el e xt e nsi o n

D es c ri pti o n of C h a n g e: T o cl arif y t h at P ati e nts c urr e ntl y p arti ci p ati n g i n t his tri al c a n i m m e di at el y r oll o v er t o t h e 
o p e n -l a b el e xt e nsi o n as l o n g as t h e y m e et t h e crit eri a s p e cifi e d i n t h e O L E st u d y.

R ati o n al e f o r C h a n g e: T o a d d cl arit y

S e cti o ns I m p a ct e d:
 S e cti o n 5. 1. 2

3 0. O x c a r b a z e pi n e is a d d e d t o t h e ass a y f o r c o n c o mit a nt A E Ds

D es c ri pti o n of C h a n g e: O x c a r b a z e pi n e is a d d e d t o t h e ass a y f o r c o n c o mit a nt A E Ds

R ati o n al e f o r C h a n g e: T his ass a y w as o mitt e d i n t h e pr e vi o us v ersi o n of t h e pr ot o c ol.

S e cti o ns I m p a ct e d:
 A p p e n di x 3

3 1. A n a n al ysis p o p ul ati o n ( Effi c a c y A n al ysis P o p ul ati o n) is a d d e d

D es c ri pti o n of C h a n g e: T h e p o p ul ati o n is d efi n e d as All mI T T s u bj e cts w h os e ass ess m e nts ar e c o m pli a nt wit h 
Pr ot o c ol A m e n d m e nt 1 will b e i n cl u d e d i n t h e effi c a c y a n al ysis p o p ul ati o n. Effi c a c y a n al ys es f or pri m ar y a n d 
s e c o n d ar y effi c a c y e n d p oi nts will b e b as e d o n t h e effi c a c y a n a l ysis p o p ul ati on, a n d t h os e f or e x pl or at or y effi c a c y 
e n d p oi nts will b e b as e d o n t h e mI T T s et.

R ati o n al e f o r C h a n g e: O n l y a m o difi e d I T T p o p ul ati o n h a d i niti all y b e e n pr o p os e d.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 1 0. 1

3 2. St atisti c al a n al ys es a r e r e vis e d

D es c r i pti o n of C h a n g e: Ti m e p oi nts ar e c h a n g e d t o eit h er m ai nt e n a n c e p eri o d or tr e at m e nt p eri o d b as e d o n c h a n g es 
t o t h e st u d y e n d p oi nts

R ati o n al e f o r C h a n g e: A n al ys es ar e r e vis e d t o r efl e ct c h a n g es i n st u d y e n d p oi nts

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 1 0. 8. 1
 S e cti o n 1 0. 8. 2
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P a g e 9 9 of 1 0 1

3 3. C o nfi d e nti alit y of s u bj e ct i nf o r m ati o n is cl a rifi e d

D es c ri pti o n of C h a n g e: All l a b or at or y s p e ci m e ns, e v al u ati o n f or ms, r e p orts, a n d ot h er r e c or ds will b e i d e ntifi e d i n 
a m a n n er d esi g n e d t o m ai nt ai n s u bj e ct c o nfi d e nti alit y. All r e c or ds will b e k e pt i n a s e c ur e st or a g e ar e a wit h li mit e d 
a c c ess. Cli ni c al i nf or m ati o n will n ot b e r el e as e d wit h o ut t h e writt e n p er missi o n of t h e p ati e nt a n d/ or p ati e nt's 
c ust o di al p ar e nt or g u ar di a n, e x c e pt as n e c ess ar y f or m o nit ori n g a n d a u diti n g b y t h e s p o ns or, its d esi g n e e, F D A, 
H e alt h A ut h oriti es, Et hi cs C o m mitt e es, a n d/ or I R Bs.

T h e i n v esti g at or a n d a ll e m pl o y e es a n d c o w or k ers i n v ol v e d wit h t his st u d y m a y n ot dis cl os e or us e f or a n y p ur p os e 
ot h er t h a n p erf or m a n c e of t h e st u d y a n y d at a, r e c or d, or ot h er u n p u blis h e d, c o nfi d e nti al i nf or m ati o n dis cl os e d t o 
t h os e i n di vi d u als f or t h e p ur p os e of t h e st u d y. Pri or writt e n a gr e e m e nt fr o m t h e s p o ns or or its d esi g n e e m ust b e 
o bt ai n e d f or t h e dis cl os ur e of a n y s ai d c o nfi d e nti al i nf or m ati o n t o ot h er p arti es.

R ati o n al e f o r C h a n g e: T h e cl arifi c ati o n is b as e d o n l o c al r e g ul at or y a n d I R B r e q uir e m e nts

S e cti o ns I m p a ct e d:
 S e cti o n 1 1. 4. 1

3 4. T h e l e n gt h of ti m e s u bj e cts m ust a v oi d p r e g n a n c y, d o n ati o n of o v a, a n d s p e r m d o n ati o n aft e r t h e l ast d os e 
of st u d y d r u g is cl a rifi e d a n d i nst r u cti o ns a r e i n cl u d e d if u ri n e c a n n ot b e c oll e ct e d at Visit 2

D es c ri pti o n of C h a n g e: M o nt hs ar e c h a n g e d t o d a ys a n d i nstr u cti o ns ar e pr o vi d e d if uri n e c a n n ot b e c oll e ct e d at 
Visit 2

R ati o n al e f o r C h a n g e: T h e ori gi n al t e xt w as n ot c o nsist e nt wit h ot h er s e cti o ns of t h e pr ot o c ol.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 1
 S e cti o n 8. 1. 1 2

3 5. E n d of st u d y d efi niti o n is a d d e d

D es c ri pti o n of C h a n g e: T h e e n d of st u d y is d efi n e d f or a n i n di vi d u al p ati e nt is d efi n e d as t h e l ast pr ot o c ol -
s p e cifi e d c o nt a ct wit h t h at p ati e nt. T h e o v er all e n d of t h e st u d y is d efi n e d as t h e l ast pr ot o c ol -s p e cifi e d c o nt a ct wit h 
t h e l ast p ati e nt o n g oi n g i n t h e st u d y.

R ati o n al e f o r C h a n g e: T o cl arif y t h e e n d of st u d y f or a p ati e nt a n d t h e e n d of t h e o v er all st u d y.

S e cti o ns I m p a ct e d:
 S e cti o n 5. 1. 1

3 6. D es c ri pti o n of t h e d osi n g c a r d is a d d e d

D es c ri pti o n of C h a n g e: A d osi n g c ar d will b e pr o vi d e d t o t h e p ati e nt a n d/ or c ar e gi v er at e a c h cli ni c al visit t o 
r e c or d a ct u al ti m e of t h e l ast 2 d os e a d mi nistr ati o ns pri or t o P K s a m pl e c oll e cti o n a n d c h a n g e i n d osi n g r e gi m e n ( d e-
es c al ati o n) t h at m a y o c c ur b et w e e n visits a n d d uri n g t h e d e -es c al ati o n p eri o d of t h e st u d y; t h es e will b e r e c or d e d i n 
t h e p ati e nt’s s o ur c e d o c u m e nts a n d tr a ns cri b e d i nt o t h e e C R F.

R ati o n al e f o r C h a n g e: T o cl arif y f or sit es t h e us e of t h e d osi n g c ar d.

S e cti o ns I m p a ct e d:
 S e cti o n 8. 1. 8
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P a g e 1 0 0 of 1 0 1

A m e n d m e nt 2

1. T h e a g e f o r p a rti ci p ati o n is i n c r e as e d t o 5 5 y e a rs

D es c ri pti o n of C h a n g e: T h e u p p er a g e li mit is c h a n g e d fr o m 3 5 y e ars t o 5 5 y e ars

R ati o n al e f o r C h a n g e: B ot h D u p 1 5 q a n d t h e C D D o c c ur i n c hil d h o o d a n d c o nti n u e i nt o a d ult h o o d; t h us, c urr e nt 
cli ni c al sit es h a v e i n di c at e d p ot e nti al ol d er p ati e nts i n t h eir cli ni c al pr a cti c e f or t his st u d y

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 6. 1

2. I n cl usi o n C rit e ri a f o r di a g n osis e x p a n d e d

D es c ri pti o n of C h a n g e: R e m o v e d t h e w or d ”is o di c e ntri c ” a n d i n cl u d e d pr o visi o n f or di a g n osis p er st a n d ar d of c ar e 
a n d p er lit er at ur e d es cri b e d p h e n ot y p e

R ati o n al e f o r C h a n g e: T o all o w p ati e nts wit h a di a g n osis of i nt erstiti al D u p 1 5 q.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 6. 1

3. T h e p ri m a r y a n d s e c o n d a r y e n d p oi nts a r e r e vis e d 

D es c ri pti o n of C h a n g e: S e c o n d ar y e n d p oi nts C GI -S/ C ( n o m e n cl at ur e) s e p ar at e d i nt o C GI -S a n d C GI -C a n d 
p er c e nt c h a n g e m o difi e d t o c h a n g e. P er c e nt c h a n g e als o m o difi e d t o c h a n g e fr o m C ar e -GI -C.  

R ati o n al e f o r C h a n g e: T o pr o vi d e cl arifi c ati o n r el at e d t o t h e a n al ys es of t h es e e n d p oi nts ( C GI).  

S e cti o ns I m p a ct e d:
 S y n o psis
 List of A b br e vi ati o ns a n d D efi niti o ns of T er ms
 S e cti o n 4. 1. 2
 S e cti o n 4. 2. 2
 S e cti o n 8. 1. 1 8
 S e cti o n 8. 1. 2 0
 S e cti o n 1 0. 1
 S e cti o n 1 0. 8. 2
 A p p e n di x 1. S c h e d ul e of Ass ess m e nts

4. A d diti o n of a d h o c a n al ys es

D es c ri pti o n of C h a n g e: A d d e d t h e pr o visi o n t h at a d h o c a n al ys es m a y b e p erf or m e d at t h e dis cr eti o n of t h e 
S p o ns or

R ati o n al e f o r C h a n g e: T h es e a n al ys es m a y b e n e c ess ar y f or pl a n ni n g p ur p os es i n f urt h er d esi g ni n g of t h e 
T A K -9 3 5 d e v el o p m e nt pr o gr a m

S e cti o n I m p a ct e d:

 S e cti o n 1 0. 1 2
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P a g e 1 0 1 of 1 0 1

5. A d diti o n of J -t u b e a n d d es c ri pti o n

D es c ri pti o n of C h a n g e: Cl arifi c ati o n t h at J ej u n ost o m y t u b e (J -t u b e) m a y b e c o nsi d er e d f oll o wi n g a p pr o v al b y t h e 
S p o ns or a n d M e di c al M o nit or . P ati e nts e nr oll e d i n cli ni c al sit es i n C hi n a ar e n ot t o r e c ei v e st u d y dr u g vi a J -t u b e.

R ati o n al e f o r C h a n g e: M a y  b e ne c ess ar y t o a c c o m m o d at e p ati e nts u n a bl e t o t a k e st u d y dr u g or all y.

S e cti o ns I m p a ct e d:
 S y n o psis
 S e cti o n 5. 1
 S e cti o n 7. 2

6. C o r r e cti o ns m a d e t o t h e S c h e d ul e of Ass ess m e nts 

D es c ri pti o n of C h a n g e: S e p ar at e d C GI -S fr o m C GI -C s e p ar at e d i nt o 2 r o ws a n d s ei z ur e di ar y c oll e cti o n r e m o v e d 
fr o m P h o n e Visit d a ys

R ati o n al e f o r C h a n g e: Ass ess m e nts s e p ar at e d f or cl arit y a n d r e m o v al of di ar y e ntri es t o c orr e ct err or

S e cti o ns I m p a ct e d:
 A p p e n di x 1. S c h e d ul e of Ass ess m e nts

7. R e vis e d c o nt r a c e pti o n l a n g u a g e

D es c ri pti o n of C h a n g e: C o ntr a c e pti o n a n d e x p os ur e d uri n g pr e g n a n c y l a n g u a g e u p d at e d t o c urr e nt O vi d 
T h er a p e uti cs st a n d ar ds. I n cl u d es c urr e ntl y a c c e pt e d m et h o ds.

R ati o n al e f o r C h a n g e: T o m a k e c urr e nt a n d c o nsist e nt wit h ot h er st u di es s p o ns or e d b y O vi d T h er a p e uti cs

S e cti o ns I m p a ct e d:

 S e cti o n 6. 1 I n cl usi o n Crit eri a

 S e cti o n 8. 1. 1 1 C o n tr 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 es

 S e cti o n 8. 3. 2 E x p os ur e D uri n g Pr e g n a n c y a n d/ or L a ct ati o n

8. R e m o v e d o pti o n al bl o o d s a m pl e f o r r es e a r c h

D es c ri pti o n of C h a n g e: T h e o pti o n al bl o o d s a m pl e w as r e m o v e d

R ati o n al e f o r C h a n g e: t o mi ni mi z e t h e c oll e cti o n of bl o o d s a m pl es a n d t h er e ar e n o c urr e nt pl a n n e d a n al yse s f or 
t h e s a m pl e

S e cti o ns I m p a ct e d:



 A p p e n di x 3 S a m pli n g S u m m ar y

C CI

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

bj
e c
t t

o t
h e
 A p

pli
c a

bl
e 

T e
r
m s
 o
f 

U s
e


	PROTOCOL TAK-935-18-002 (OV935)
	PROTOCOL AMENDMENT 2 SUMMARY OF CHANGES
	1. SYNOPSIS
	TABLE OF CONTENTS
	2. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
	3. INTRODUCTION
	3.1. Background
	3.2. Study Rationale
	3.2.1. 15q Duplication Syndrome (Dup15q)
	3.2.2. CDKL5 Deficiency Disorder (CDD)


	4. STUDY OBJECTIVES AND ENDPOINTS
	4.1. Objectives
	4.1.1. Primary Objective
	4.1.2. Secondary Objectives
	4.1.3. Exploratory Objectives
	4.1.4. Safety Objectives

	4.2. Endpoints
	4.2.1. Primary Efficacy Endpoint
	4.2.2. Secondary Efficacy Endpoints
	4.2.3. Exploratory Efficacy Endpoints
	4.2.4. Safety Endpoints


	5. INVESTIGATIONAL PLAN
	5.1. Summary of Study Design
	5.1.1. End of Study Definition
	5.1.2. Study Extension

	5.2. Selection and Timing of Doses in the Study
	5.2.1. Modeling and Simulation of Clinical Data


	6. STUDY POPULATION
	6.1. Inclusion Criteria
	6.2. Exclusion Criteria
	6.3. Discontinuations
	6.3.1. Discontinuation of Patients
	6.3.2. Discontinuation of Study Sites/Site Terminated by Sponsor
	6.3.3. Discontinuation of the Study/Study Terminated by Sponsor


	7. TREATMENT
	7.1. Materials and Supplies
	7.1.1. Storage

	7.2. Treatments Administered
	7.2.1. Dose Tapering
	7.2.2. Investigator Responsibilities for Drug Administration

	7.3. Method of Assignment to Treatment
	7.4. Continued Access to Study Drug
	7.5. Blinding
	7.6. Concomitant Medications and Non-Pharmacologic Therapies and Procedures
	7.7. Treatment Compliance

	8. STUDY ASSESSMENTS
	8.1. Study Procedures
	8.1.1. Informed Consent Procedure
	8.1.1.1. Study Informed Consent Procedure

	8.1.2. Demographics, Medical History, and Medication History Procedure
	8.1.3. Physical Examination Procedure
	8.1.4. Neurological Examination Procedure
	8.1.5. Weight and Height
	8.1.6. Vital Signs Procedure
	8.1.7. Seizure Diary Procedure
	8.1.8. Documentation of Study Drug
	8.1.9. Documentation of Concomitant Medications
	8.1.10. Procedures for Clinical Laboratory Samples
	8.1.11. Contraception and Pregnancy Avoidance Procedure
	8.1.12. ECG Procedure
	8.1.13. Clinical Assessment of Suicidal Ideation and Behavior
	8.1.14. Vineland Adaptive Behavior Scale
	8.1.15. Aberrant Behavior Checklist-Community (ABC-C)
	8.1.16. Documentation of Concurrent Medical Conditions
	8.1.17. Caregiver Global Impression of Change (Care GI-C)
	8.1.18. Clinical Global Impression of Severity (CGI-S) and Clinical Global Impression –Change (CGI- C)
	8.1.19. Severity Assessment in CDKL5 Deficiency Disorder
	8.1.20. Exit Survey
	8.1.21. Pharmacokinetic Sample Collection and Analysis
	8.1.21.1. Collection of Plasma Samples for TAK-935 PK Evaluation
	8.1.21.2. Bioanalytical Methods for TAK-935
	8.1.21.3. Pharmacokinetic Parameters

	8.1.22. Pharmacodynamic Sample Collection and Analysis
	8.1.22.1. Collection of Plasma Samples for Pharmacodynamic Evaluation
	8.1.22.2. Bioanalytical Methods for 24HC
	8.1.22.3. Pharmacodynamic Parameters

	8.1.23. Documentation of Screen Failure
	8.1.24. Documentation of Study Entrance

	8.2. Sample Collection and Testing
	8.3. Safety Evaluations
	8.3.1. Adverse Events
	8.3.1.1. Severity Assessment
	8.3.1.2. Causality Assessment
	8.3.1.3. Serious Adverse Events
	8.3.1.4. Suspected Unexpected Serious Adverse Reactions
	8.3.1.5. Reporting Adverse Events
	8.3.1.6. Sponsor Reporting Requirements
	8.3.1.7. Investigator Reporting Requirements

	8.3.2. Exposure During Pregnancy and/or Lactation
	8.3.3. Safety Monitoring
	8.3.3.1. Reporting of Abnormal Liver Function Tests


	8.4. Appropriateness of Measurements

	9. DATA QUALITY ASSURANCE
	9.1. Data Collection and Storage

	10. STATISTICAL METHODS AND PLANNED ANALYSES
	10.1. General Considerations
	10.2. Determination of Sample Size
	10.3. Analysis Sets
	10.3.1. Modified Intent-to-Treat Analysis Set
	10.3.2. Efficacy Analysis Set
	10.3.3. Safety Analysis Set
	10.3.4. Analysis Groups

	10.4. Demographics and Baseline Characteristics
	10.5. Patient Disposition
	10.6. Concomitant Medications and Non-Pharmacologic Therapies and Procedures
	10.7. Treatment Compliance
	10.8. Efficacy Analyses
	10.8.1. Primary Efficacy Analyses
	10.8.2. Secondary Efficacy Analyses
	10.8.3. Exploratory Analysis

	10.9. Safety Analyses
	10.9.1. Physical Examination, Vital Signs, and Other Physical Findings
	10.9.2. Clinical Laboratory Tests
	10.9.3. Adverse Events

	10.10. Pharmacokinetic/Pharmacodynamic Analyses
	10.11. Other Statistical Issues
	10.11.1. Significance Levels
	10.11.2. Missing or Invalid Data

	10.12. Interim Analyses

	11. INFORMED CONSENT, ETHICAL REVIEW, AND REGULATORY CONSIDERATIONS
	11.1. Informed Consent
	11.2. Data Monitoring Committee
	11.3. Ethical Review
	11.4. Regulatory Considerations
	11.4.1. Confidentiality
	11.4.2. Investigator Information
	11.4.3. Protocol Signatures
	11.4.4. Final Report Signature

	11.5. Publication Policy

	12. LIST OF REFERENCES
	APPENDIX 1. SCHEDULE OF ASSESSMENTS
	APPENDIX 2. STUDY TAK-935-18-002 (OV935; ARCADE STUDY): CLINICAL LABORATORY TESTS
	APPENDIX 3. STUDY TAK-935-18-002 (OV935; ARCADE STUDY): SAMPLING SUMMARY
	APPENDIX 4. STRONG CYP3A4 INDUCERS AND INHIBITORS
	APPENDIX 5. OPTIONAL CDKL5 CLINICAL SEVERITY ASSESSMENT (VERSION 3.5)17
	APPENDIX 6. OVERVIEW OF MAJOR CHANGESIMPLEMENTED BY AMENDMENTS
	LIST OF TABLES
	Table 1: Dosing Schedule by Weight
	Table 2: Schedule of Assessments

	LIST OF FIGURES
	Figure 1: Study Design for Clinical Protocol TAK-935-18-002 (OV935; ARCADE Study)





