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P R O T O C O L A M E N D M E N T S

P r ot o c ol V e rsi o n Iss u e D at e
Ori gi n al Pr ot o c ol 2 9 M ar c h 2 0 1 7
A m e n d m e nt 1 2 2 J a n u ar y 2 0 1 8
A m e n d m e nt 2 2 4 A pril 2 0 1 8
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A m e n d m e nts b el o w ar e list e d b e gi n ni n g wit h t h e m ost r e c e nt a m e n d m e nt.

A m e n d m e nt 3 (2 5 J ul y 2 0 1 8)

T his a m e n d m e nt is c o nsi d er e d t o b e s u bst a nti al b as e d o n t h e crit eri a s et f ort h i n Arti cl e 1 0( a) of Dir e cti v e 
2 0 0 1/ 2 0/ E C of t h e E ur o p e a n P arli a m e nt a n d t h e C o u n cil of t h e E ur o p e a n U ni o n.  

T h e o v e r all r e as o n s f o r t h e a m e n d m e nt: T o r e m o v e t h e i nt eri m a n al ysis fr o m t h e pr ot o c ol . T o c h a n g e a 
s e c o n d ar y o bj e cti v e t o a n e x pl or at or y o bj e cti v e . T o c h a n g e a n e x pl or at or y c orr el ati o n a n al ysis. T o cl arif y t h e 
i n cl usi o n crit er ia r e g ar di n g t h e f olli cl e sti m ul ati n g h or m o n e ( F S H) l e v el t hr es h ol d f or p ost m e n o p a us al w o m e n 
a n d t h e ti m e s p e nt i n b e d as w ell as t h e e x cl usi o n crit eri o n f or t h e t hr es h ol d of E C G a b n or m aliti es. T o a d d 
a b n or m al ( vi vi d) dr e a ms as a n a d v ers e e v e nt of s p e ci al i nt er est. I n a d diti o n, ot h er mi n or c h a n g es a n d 
cl arifi c ati o ns r el at e d t o st u d y pr o c e d ur es w er e m a d e.

A p pli c a bl e S e cti o n(s) D es cri pti o n of C h a n g e(s)

R ati o n al e: T h e i nt eri m a n al ysis w as r e m o v e d as a n i m b al a n c e i n g e o gr a p hi c al distri b uti o n a n d a g e ( a d ults vs 
el d erl y) h as b e e n o bs er v e d a n d t h er e ar e n o r e p orts of e m er g e nt s af et y c o n c er ns.

S y n o psis ( O v er vi e w of 
St u d y D esi g n; St atisti c al 
M et h o ds); A b br e vi ati o ns; 
S e cti o n 3. 1 O v er vi e w of 
St u d y D esi g n; Fi g ur e 1; 
S e cti o n 3. 2 St u d y D esi g n 
R ati o n al e; S e cti o n 5 
Tr e at m e nt All o c a ti o n a n d 
Bli n di n g; S e cti o n 9. 1. 3 
D o u bl e -bli n d Tr e at m e nt 
P h as e; S e cti o n 1 1. 4 
P h ar m a c o ki n eti c A n al ysis 

R ef er e n c e s t o i nt eri m a n al ysis or i nt eri m p o p ul ati o n P K a n d e x p os ur e r es p o ns e 
a n al ysis w er e r e mo v e d.

S e cti o n 1 1. 3 I nt eri m A n al ysis h as b e e n r e m o v e d wit h n u m b eri n g of s u bs e q u e nt 
s e cti o ns ( 1 1. 4 -1 1. 8) u p d at e d a c c or di n gl y.

R ati o n al e: A c h a n g e i n t h e s e c o n d ar y o bj e cti v e t o ass ess t h e eff e cts o n c o g niti v e d o m ai ns d uri n g t h e st u d y w as 
li mit e d t o o bj e cti v e ass ess m e nts o nl y wit h s u bj e cti v e ass ess m e nts b ei n g c o nsi d er e d e x pl or at or y .

S y n o psis ( O bj e cti v es, 
E n d p oi nts, a n d H y p ot h esis); 
S e cti o n 2. 1 O bj e cti v es a n d 
E n d p oi nts

T h e s e c o n d ar y o bj e cti v e of s u bj e cti v e c o g niti v e ass ess m e nts b y t h e m o difi e d 
P R O MI S -A p pli e d C o g niti o n A biliti es ( P R O MI S -A C A) w as c h a n g e d t o a n 
e x pl or at or y o bj e cti v e.

R ati o n al e: C h a n g e d n N A W/ hr t o n N A W w h e n e x pl ori n g t h e c orr el ati o n w it h s-n N A W, s o t h at t h e d at a t y p e f or 
b ot h m e as ur es i n t h e c orr el ati o n c al c ul ati o n is c o u nt d at a.

S y n o psis ( O bj e cti v es, 
E n d p oi nts, a n d H y p ot h esis); 
S e cti o n 2. 1 O bj e cti v es a n d 
E n d p oi nts

C h a n g e d n u m b er of ni g htti m e a w a k e ni n gs p er h o ur ( n N A W/ hr) t o n u m b er of 
ni g htti m e a w a k e ni n gs ( n N A W ).
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R ati o n al e: A c h a n g e w as m a d e t o ali g n t h e F S H l e v el t hr es h ol d f or i d e ntifi c ati o n of p ost m e n o p a us al w o m e n 
wit h t h e c e ntr al l a b or at or y st a n d ar d r a n g e. T h e e n d b o u n d ar y c o n c er ni n g ti m e s p e nt i n b e d w a s cl arifi e d t o r ef er 
t o g etti n g o ut of b e d r at h er t h a n a w a k e ni n g.

S e ct i o n 4. 1. I n cl usi o n 
Crit eri a

 I n cl usi o n Crit eri o n # 1: U p d at e d t o c h a n g e t h e F S H l e v el fr o m “ > 4 0 I U/ L or 
mI U/ m L ” t o “ p er c e ntr al l a b or at or y r a n g e ”.

 I n cl usi o n Crit eri o n # 9: Cl arifi e d t e xt c o n c er ni n g ti m e s p e nt i n b e d wit h g o i n g
t o b e d b et we e n 8 P M a n d 1 A M a n d t y pi c all y a w a k e n g etti n g o ut of b e d
b et w e e n 5 A M a n d 9 A M .

R ati o n al e: A c h a n g e w as m a d e t o i n cr e as e t h e t hr es h ol d of E C G a b n or m aliti es f or e x cl usi o n aft er r e vi e wi n g 
a d diti o n al cli ni c al d at a t o r e d u c e e x cl usi o ns, p arti c ul a rl y f or t h e el d erl y.

S e cti o n 4. 2. E x cl usi o n 
Crit eri a

E x cl usi o n Crit eri o n # 4: U p d at e d t o i n cr e as e t h e P R i nt er v al fr o m > 2 0 0 ms e c t o 
> 2 1 0 ms e c.

R ati o n al e: A cl arifi c ati o n c o n c er ni n g r et esti n g of s cr e e ni n g v al u es as w ell as r et ests at a l at er ti m e p oi nt w a s 
m a d e t o i m pr o v e s u bj e ct e nr oll m e nt i n t h e st u d y. T h e c oll e cti o n of bl o o d s a m pl es f or l a b or at or y t ests w a s 
cl arifi e d t o b e u n d er f asti n g c o n diti o ns , e x c e pt at s cr e e ni n g, t o e ns ur e c o nsist e n c y of d at a c oll e cti o n . T h e 
l a b or at or y s a m pli n g ti m e o n D a y 1 5 wa s c h a n g e d t o c oi n ci d e wit h bi o m ar k er a n d P K s a m pl e ti m es t o si m plif y 
sit e pr o c e d ur es .

S e cti o n 4. S u bj e ct 
P o p ul ati o n ; S e cti o n 9. 1. 2. 
S cr e e ni n g P h as e

Ti m e a n d E v e nts S c h e d ul e –
P art 1; 
S e cti o n 9. 6. S af et y 
E v al u ati o ns

Cl arifi c ati o n t h at e x c e pti o n al a n d li mit e d ret esti n g of a b n or m al , b ut n ot cli ni c all y 
si g nifi c a nt, s cr e e ni n g v al u e s is li mit e d t o l a b or at or y v al u es, vit al si g ns, or E C G 
v al u es. Als o, s u bj e cts w h o f ail i niti al s cr e e ni n g ( e x c e pt f or P S G, C S D -M, I SI, or 
D S M -5 crit eri a f or i ns o m n i a di s or d er), b ut m a y b e eli gi bl e f or st u d y p arti ci p ati o n 
i n t h e f ut ur e, m a y b e r es cr e e n e d f or p ot e nti al f ut ur e e nr oll m e nt as s u bj e cts wit h 
n e w s u bj e ct n u m b ers. C o nsist e n c y of P S G a n d C S D -M t e xt r el e v a nt t o r et esti n g 
m a d e w h er e a p pli c a bl e.

Cl arifi e d t h at bl o o d s a m pl e s f or l a b or at or y t ests s h o ul d b e c oll e ct e d u n d er f asti n g 
c o n diti o ns , e x c e pt at s cr e e ni n g, (Ti m e a n d E v e nts S c h e d ul e , f o ot n ot e h h; 
S e cti o n 9. 6 ) a n d t h at cli ni c al l a b or at or y t ests s h o ul d b e c oll e ct e d at 8 hr 1 5 mi n o n 
D a y 1 5 , n ot at 1 2 hr ( Ti m e a n d E v e nts S c h e d ul e-P art 1) .

R ati o n al e: T o cl arif y t h at pr e d os e ass ess m e nts s h o ul d b e r el at e d t o st u d y dr u g a d mi nistr ati o n f or gr e at er 
c o nsist e n c y a cr oss sit es .

Ti m e a n d E v e nts S c h e d ul e –
P art 1 
(f o ot n ot e d)

T o cl arif y t h at pr e d os e ass ess m e nts s h o ul d o c c ur 9 0 mi n ut es pri or t o st u d y dr u g 
a d mi nistr ati o n a n d n ot b e r el at e d t o li g hts o ut or b e dti m e.

R ati o n al e: T o cl arif y t h at r e d u cti o n of  c aff ei n e i nt a k e as a c o n c o mit a nt t h er a p y w as p er mitt e d.

S e cti o n 8. Pr est u d y a n d 
C o n c o mit a nt T h er a p y

C aff ei n e us e m a y b e r e d u c e d o v er 5 d a ys aft er si g ni n g of I C F t o 5 0 0 m g/ d a y.

R ati o n al e: A b n or m al Dr e a ms is c at e g ori z e d as a n a d v ers e dr u g r e a cti o n a n d s o c o nsi d er e d as a n a d v ers e e v e nt 
( A E) of s p e ci al i nt er est . T h er ef or e, wor di n g r e g ar di n g t h e r e p orti n g of t his h as b e e n i n cl u d e d.

S e cti o n 3. 2. St u d y D esi g n 
R ati o n al e ( A Es of S p e ci al 
I nt er est); S e cti o n 9. 6. S af et y 
E v al u ati o ns ( A d v ers e e v e nts 
of S p e ci al I nt er est)

A d diti o n of “ A b n or m al ( Vi vi d) Dr e a ms ” a s a n a d v ers e e v e nt of s p e ci al i nt er est .

R ati o n al e: Cl arifi c ati o n t h at e x c e pti o ns t o ni g htti m e P K s a m pli n g m a y b e all o w e d f or sit es i n all c o u ntri es t o 
i mpr o v e sit e p arti ci p ati o n i n t h e st u d y .
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S y n o psis ( P h ar m a c o ki n eti c 
E v al u ati o ns); Ti m e a n d 
E v e nts S c h e d ul e – P art 1
(f o ot n ot e y); S e cti o n 3. 1. 
O v er vi e w of St u d y D esi g n; 
S e cti o n 9. 3. 1. E v al u ati o ns

U p d at e d t e xt r el at e d t o e x c e pti o ns t o t h e o v er ni g ht P K s a m pli n g o n Ni g ht 1 4.

R ati o n al e: R e m o v al of r e d u n d a nt i nf or m ati o n.

S e cti o n 3. 2. St u d y D esi g n 
R ati o n al e

R e m o v al of r e d u n d a nt i nf or m ati o n c o n c er ni n g z ol pi d e m us e f or i ns o m ni a 
di s or d er .

R ati o n al e: T h e st u d y dr u g p a c k a gi n g d o es n ot c o nt ai n a t e ar -off l a b el.

S e cti o n 5. Tr e at m e nt 
All o c ati o n a n d Bli n di n g

R ef er e n c e t o a t e ar -off l a b el w as r e m o v e d.

R ati o n al e: Mi n or gr a m m ati c al/t y p o gr a p hi c al c h a n g es f oll o wi n g t h e pr e p ar ati o n of A m e n d m e nt 2 h a v e b e e n 
c orr e ct e d.

Ti m e a n d E v e nts S c h e d ul e –
P art 1

 Ti m e p oi nt 0 w as m o v e d t o D a y 1 fr o m D a y 2 ( M or ni n g)
 E C G at t h e 8 hr 3 0 mi n ti m e p oi nt o n D a y 1 4 ( M or ni n g) w as a d d e d

A m e n d m e nt 2 (2 4 A pril 2 0 1 8)

T his a m e n d m e nt is c o nsi d er e d t o b e s u bst a nti al b as e d o n t h e crit eri a s et f ort h i n Arti cl e 1 0( a) of Dir e cti v e 
2 0 0 1/ 2 0/ E C of t h e E ur o p e a n P arli a m e nt a n d t h e C o u n cil of t h e E ur o p e a n U ni o n.  

T h e o v e r all r e as o n f o r t h e a m e n d m e nt: T o a d d r es ults of t h e m al e a n d f e m al e r at f ertilit y st u di es. T o e x cl u d e 
f urt h er e nr oll m e nt of w o m e n of c hil d b e ari n g p ot e nti al ( W O C B P). I n a d diti o n, ot h er mi n or c h a n g es a n d 
cl arifi c ati o ns r el at e d t o st u d y pr o c e d ur es w er e m a d e.

A p pli c a bl e S e cti o n(s) D es cri p ti o n of C h a n g e(s)

R ati o n al e: T o u p d at e n o n cli ni c al d at a.

S e cti o n 1. 1. 1 . N o n cli ni c al 
St u di es ( T o xi c ol o g y); 
R ef er e n c es ( 9 2 -9 6 )

 A d d e d r es ults fr o m t h e m al e a n d f e m al e r at f ertilit y st u di es a n d r el e v a nt 
i nf or m ati o n fr o m t h e lit er at ur e.

 N e w  lit er at ur e r ef er e n c es a d d e d.

R ati o n al e: T h e f e m al e r at f ertilit y st u d y s u g g est e d t h at J NJ-4 2 8 4 7 9 2 2 r e d u c e d f e m al e f ertilit y r at es at all d os es 
st u di e d. Si n c e it is n ot k n o w n w h at t h e r el e v a n c e of t h es e fi n di n gs ar e t o a w o m a n’s a bilit y t o b e c o m e pr e g n a nt 
aft er t a ki n g J NJ -4 2 8 4 7 9 2 2, n o n e w W O C B P w ill b e i n cl u d e d i n t his st u d y u ntil m or e is l e ar n e d a b o ut t h e eff e ct 
of J N J -4 2 8 4 7 9 2 2 o n f e m al e r e pr o d u cti o n.

S y n o psis ( S u bj e ct 
P o p ul ati o n); 
S e cti o n 3. 2. St u d y D esi g n 
R ati o n al e; 
S e cti o n 4. 1. I n cl usi o n 
Crit eri a

 I n cl usi o n Crit eri o n # 1: R e vis e d t e xt t o i n di c at e t h at t h e st u d y p o p ul ati o n will 
i n cl u d e m e n a n d wo m e n “ of n o n -c hil d b e ari n g p ot e nti al ( W O N C B P) ” . A d d e d 
a d efi niti o n of W O N C B P.

 Cl arifi e d i n ot h er r el e v a nt s e cti o ns t h at t h e st u d y p o p ul ati o n will i n cl u d e m e n 
a n d w o m e n “ o f n o n-c hil d b e ari n g p ot e nti al ( W O N C B P) ”.

 W h er e t h e t ot al n u m b er of r a n d o mi z e d s u bj e cts is gi v e n, t h e p o p ul ati o n w a s 
si m pl y d es cri b e d as “s u bj e cts ” ( b e c a us e t h e t ot al r a n d o mi z e d p o p ul ati o n will 
i n cl u d e s o me W O C B P e nr oll e d b ef or e A m e n d m e nt 2).
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S e cti o n 1. 4. O v er all Ris k 
a n d B e n efit Ass ess m e nt; 
S e cti o n 3. 2. St u d y D esi g n 
R ati o n al e; 
S e cti o n 1 6. 1. St u d y -S p e cifi c 
D esi g n C o nsi d er ati o ns

A d d e d a d diti o n al t e xt t o e x pl ai n t h at n o n e w W O C B P w ill b e e nr oll e d b as e d o n 
t h e r es ults of t h e f e m al e r at f ertilit y st u d y.

S e cti o n 4. 1. I n cl usi o n 
Crit eri a

I n cl usi o n Crit eria # 1 0 a n d # 1 1 h a v e b e e n d el et e d (t h es e crit eri a ar e n o l o n g er 
r e q uir e d n o w t h at t h e f e m al e p o pul ati o n is r estri ct e d t o W O N C B P. R el e v a nt 
i nf or m ati o n o n W O N C B P fr o m Crit eri o n # 1 0 h as b e e n m o v e d t o Crit eri o n # 1).

S e cti o n 4. 2. E x cl usi o n 
Crit eri a

E x cl usi o n Crit eri o n # 2 2: M a d e t h e f oll o wi n g r e visi o n:
Is pr e g n a nt, or br e astf e e di n g , o r pl a n ni n g t o b e c o me p r e g n a nt w h il e

e nr oll e d i n t his st u d y or wit hi n 1 m o nt h aft er t h e l ast d os e of st u d y dr u g.

S y n o psis ( S af et y 
E v al u ati o ns); 
Ti m e a n d E v e nts S c h e d ul e
( P art 1); 
S e cti o n 3. 2. St u d y D esi g n 
R ati o n al e ( S af et y 
E v al u ati o ns); 
S e cti o n 9. 1. 2. S cr e e ni n g; 
S e cti o n 9. 6 . S af et y 
E v al u ati o ns ( Cli ni c al 
L a b or at or y T ests) ; 
Att a c h m e nt 4

T h e s c h e d ul e d s er u m a n d uri n e pr e g n a n c y t ests w er e r e m o v e d fr o m t h e Ti m e a n d 
E v e nts s c h e d ul e a n d f o ot n ot e s ‘ n ’ a n d ‘ o’ w er e u p d at e d a s f oll o w s:
n. W o m e n of c hil d b e ari n g p ot e nti al o nl y. “ S er u m or uri n e pr e g n a n c y t ests m a y 

b e p erf o r m e d, as d et er mi n e d n e c ess ar y b y t h e i n v e sti g at or, t o est a blis h t h e 
a bs e n c e of pr e g n a n c y at a n y ti m e d uri n g t h e s u bj e ct’s p arti ci p ati o n i n t h e 
st u d y. A F S H t est m a y als o b e p erf or m e d at i n v esti g at or j u d g m e nt t o assist i n 
d et er mi ni n g if a w o m a n is of n o n -c hil d b e ari n g p ot e nti al . ”

o M e nstr u al c y cl e tr a c ki n g w as u p d at e d t o b ei n g li mit e d t o pr e m e n o p a us al 
w o m e n ( als o S e cti o ns 3. 2 a n d 9. 1. 2) .

W or di n g o n pr e g n a n c y t esti n g t hr o u g h o ut t h e pr ot o c ol w as u p d at e d t o cl arif y t h at 
pr e g n a n c y or F S H t ests c a n b e p erf or m e d if d et er mi n e d n e c ess ar y b y t h e 
i n v esti g at or.

R ati o n al e: Mi n or c h a n g es/ cl arifi c ati o ns w er e m a d e t o t h e ti mi n g a n d c o n d u ct of st u d y pr o c e d ur es t o all o w  
fl e xi bilit y t o i n v esti g at ors a n d cl arif y ti mi n g of pr ot o c ol pr o c e d ur es.

Ti m e a n d E v e nts S c h e d ul e
( P art 1)

 T h e w i n d o w f or t h e 8 hr 3 0 mi n ti m e p oi nt o n D a y s 2 a n d 1 4 a n d t h e 8 hr 
1 5 m i n ti m e p oi nt o n D a y 1 5 w as wi d e n e d fr o m ± 1 5 mi n ut es t o ± 3 0 mi n ut es .

 T o ali g n C S D- M wit h ot h er e P R O ass ess m e nts, t h e C S D -M ti m e p oi nts w er e 
m o v e d t o t h e 8 h r 3 0 mi n ti m e p oi nt o n D a ys 2 a n d 1 4 a n d t o t h e 8 hr 1 5 mi n 
ti m e p oi nt o n Da y  1 5. T h e pr e vi o us ti m e p oi nts f or C D S -M ass ess m e nts ( 9 hr 
1 5 m i n o n D a ys 2 a n d 1 4 a n d 9 hr o n D a y 1 5) wer e d el et e d.

 T h e f o ot n ot e f or K S S ass ess m e nts i n t h e Ti m e a n d E v e nts S c h e d ul e w as 
c h a n g e d fr o m ‘s’ t o ‘t’. 

 K S S w as d el et e d fr o m f o ot n ot e ‘ m’ a n d ‘s’.
 T h e w or di n g i n f o ot n ot e ‘ m’ a n d ‘s’ p ert ai ni n g t o t h e or d er of st u d y 

ass ess m e nts w as r e vis e d t o i n di c at e t h at t h e pr o p os e d or d er is a 
r e c o m m e n d ati o n , n ot a r e q uir e m e nt. 

Ti m e a n d E v e nts S c h e d ul e 
( P art 2; f o ot n ot e c); 
S e cti o n 9. 6 . S af et y 
E v al u ati o ns 
( El e ctr o c ar di o gr a m [ E C G])

T h e w or di n g p ert ai ni n g t o t h e or d er of st u d y ass ess m e nts w as r e vis e d t o i n di c at e 
t h at t h e pr o p os e d or d er ( E C G(s), vit al si g ns, bl o o d dr a w) i s a r e c o m m e n d ati o n , 
n ot a r e q uir e m e nt.

S e cti o n 9. 6 . S af et y 
E v al u ati o n s ( Vit al si g ns); 
S e cti o n 1 1. 8. S af et y 
A n al ys es

A xill ar y t e m p er at ur e w as a d d e d t o vit al si g ns.

S e cti o n 9. 1. 3. D o u bl e -Bli n d 
Tr e at m e nt P h as e

T h e w or di n g p ert ai ni n g t o tr a ns p ort ati o n h o m e o n D a y 1 5 w as r e vis e d t o all o w  
i n v esti g at ors t o us e t h eir j u d g m e nt c o n c er ni n g tr a ns p ort ati o n if t h er e ar e c o n c er ns 
a b o ut r esi d u al eff e cts.
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R ati o n al e: A dj ust m e nts w er e m a d e t o i n cl usi o n/ e x cl u si o n crit eri a .

S e cti o n 4. 1. I n cl usi o n 
Crit eri a

 I n cl usi o n Crit eri o n # 1 3: T h e t e xt w as u p d at e d as s h o w n b el o w:
“ D uri n g t h e st u d y a n d f or a mi ni m u m of 1 s p er m at o g e n esis c y cl e ( d efi n e d as 
a p pr o xi m at el y 3 m o nt hs) aft er r e c ei vi n g t h e l ast d os e of st u d y dr u g , i n 
a d diti o n t o t h e hi g hl y eff e cti v e m et h o d of c o ntr a c e pti o n , a m a n ”

S e cti o n 4. 2 . E x cl usi o n 
Crit eri a

 E x cl usi o n Crit eri o n # 1: U p d at e d t o e x cl u d e s u bj e cts wit h n ar c ol e ps y.
 E x cl usi o n Crit eri o n # 2 4: U p d at e d t o e x cl u d e s u bj e cts w h o ar e v ul n er a bl e 

“ d u e t o i n v ol u nt ar y d et e nti o n (s u c h as f or l e g al r e as o ns) ”

R ati o n al e: T o cl arif y t h at c o n c o mit a nt t h er a pi es d o n ot n e e d t o b e r e c or d e d f or s u bj e cts w h o f ail s cr e e ni n g u nl ess 
t h er e is a n a d v ers e e v e nt. 

S e cti o n 8. Pr est u d y a n d 
C o n c o mit a nt T h er a p y

A d d e d t h e f oll o wi n g t e xt: “ F or s u bj e cts w h o f ail s cr e e ni n g, c o n c o mit a nt 
t h er a pi es d o n ot n e e d t o b e r e c or d e d u nl ess t h er e is a n a d v ers e e v e nt. ”

R ati o n al e: W or di n g r e g ar di n g t h e r e p orti n g pr o c ess f or a d v ers e e v e nts of s p e ci al i nt er est w as u p d at e d.

S e cti o n 9. 6. S af et y 
E v al u ati o ns ( Ad v ers e e v e nts 
of S p e ci al I nt er est)

T h e f oll o w i n g s e nt e n c e w as u p d at e d as s h o w n b el o w:
 W h e n r e p ort e d, t h e i n v esti g at or will b e r e q uir e d t o c o m pl et e a d et ail e d 

s u m m ar y of t h e e v e nt a n d its cli ni c al c o urs e utili zi n g t h e C R F p a g e “ A E of 
s p e ci al i nt er est n arr ati v e f or m ” as s o o n as i nf or m ati o n o n t h e o ut c o m e 
(r e c o v er e d, r es ol vi n g, or o n g oi n g) is a v ail a bl e. “I n a d diti o n, t h e A E s h o ul d 
b e m ar k e d as a n A E of s p e ci al i nt er est i n t h e C R F. ”   

R ati o n al e: W or di n g r e g ar di n g t h e tr a ns missi o n of s eri o us a d v ers e e v e nts t o t h e s p o ns or w as u p d at e d t o r e m o v e 
r ef er e n c e t o t h e S af et y R e p ort F or m, as it is n ot r el e v a nt f or t his st u d y.

S e cti o n 1 2. 3. 2. S eri o us 
A d v ers e E v e nts

T h e f oll o w i n g s e nt e n c e w as u p d at e d as s h o w n b el o w:
 I nf or m ati o n r e g ar di n g S A Es will b e tr a ns mitt e d t o t h e s p o ns or usi n g t h e 

S eri o us A d v ers e E v e nt F or m a n d S af et y R e p ort F or m , w hi c h must b e 
c o m pl et e d a n d r e vi e w e d “ si g n e d ” b y a p h ysi ci a n fr o m t h e st u d y sit e, a n d 
tr a ns mitt e d t o t h e s p o ns or wit hi n 2 4 h o urs. T h e i niti al a n d f oll o w-u p r e p orts 
of a s eri o us a d v ers e e v e nt s h o ul d b e “ m a d e ” tr a ns mitt e d el e ctr o ni c all y or b y  
f a csi mil e (f a x).

R ati o n al e: Mi n or err ors w er e n ot e d

T hr o u g h o ut t h e pr ot o c ol Mi n or gr a m m ati c al, f or m atti n g, or s p elli n g c h a n g es w er e m a d e a n d 
i n c o nsist e n ci es w er e c orr e ct e d.

A m e n d m e nt 1 (2 2 J a n u ar y 2 0 1 8 )

T his a m e n d m e nt is c o nsi d er e d t o b e s u bst a nti al b as e d o n t h e crit eri a s et f ort h i n Arti cl e 1 0( a) of Dir e cti v e 
2 0 0 1/ 2 0/ E C of t h e E ur o p e a n P arli a m e nt a n d t h e C o u n cil of t h e E ur o p e a n U ni o n.  

T h e o v e r all r e as o n f o r t h e a m e n d m e nt: T h e o v er all r e as o n f or t h e a m e n d m e nt i s t o u p d at e e x cl usi o n crit eri a, 
b as e d o n H e alt h A ut h orit y r e q u est t o e ns ur e br e astf e e di n g w o m e n ar e e x cl u d e d fr o m t h e st u d y a n d t o pr o vi d e 
m o r e d et ail o n c ert ai n cli ni c al c o n diti o ns t h at ar e c o ntr a-i n di c at e d f or z ol pi d e m us e ( a c c or di n g t o S m P C/ PI)

A p pli c a bl e S e cti o n(s)  D es cri pti o n of C h a n g e(s)

R ati o n al e: B as e d o n H e alt h A ut h orit y f e e d b a c k, t h e s p o ns or h as u p d at e d t h e e x cl usi o n crit eri a t o e ns ur e 
s u bj e ct’s s af et y b y a d di n g t h e f oll o wi n g :

- A d diti o n al c o ntr ai n di c ati o ns f or z ol pi d e m us e ( a c c or di n g t o t h e S m P C/ PI) 
- L a c k of r es p o ns e t o pr e vi o us z ol pi d e m ( or J NJ -4 2 8 4 7 9 2 2) tr e at m e nt
- W o m e n w h o ar e pr e g n a nt, or br e astf e e di n g or pl a n ni n g t o b e c o m e pr e g n a nt
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S e cti o n 4. 2 ( E x cl usi o n 
Crit eri o n 1)

E x a m pl es of s p e cifi c c o ntr ai n di c ati o ns (fr o m t h e z ol pi d e m S m P C/ PI) w er e a d d e d 
t o cl arif y t h e e x cl usi o n crit eri o n f or s u bj e cts wit h a hist or y or c urr e ntl y cli ni c all y 
si g nifi c a nt p ul m o n ar y dist ur b a n c e b y t h e a d diti o n of “( e g, a c ut e or s e v er e 
r es pir at or y f ailur e) ”; n e ur ol o gi c dist ur b a n c e b y t h e a d diti o n of “( e g, m y ast h e ni a 
gr a vis), ”; a n d t h e a d diti o n of “ n ar c ol e ps y, n arr o w a n gl e gl a u c o m a ”.

S e cti o n 4. 2 ( E x cl usi o n 
Crit eri o n 1 9)  

A d d e d “l a c k of r es p o ns e ” t o t h e e x cl usi o n crit eri o n.

S e cti o n 4. 2 ( E x cl usi o n 
Crit eri o n 2 2)

A d d e d a n e w e x cl usi o n crit eri o n: “Is pr e g n a nt, or br e astf e e di n g, or pl a n ni n g t o 
b e c o m e pr e g n a nt w hil e e nr oll e d i n t his st u d y or w it hi n 1 m o nt h aft er t h e l ast d os e 
of st u d y dr u g ”

R ati o n al e: T o e ns ur e s u bj e ct’s s af et y, cl arifi c ati o ns h a v e b e e n m a d e t o Pr o hi biti o n a n d R estri cti o n wit h r e g ar d t o 
c o m bi n ati o n of al c o h ol a n d h y p n oti cs wit h a r ef err al t o t h e S m P C/ PI f or z ol pi d e m. 

S e cti o n 4. 3 ( Pr o hi biti o ns 
a n d R estri cti o ns)

A d d e d t h e f oll o wi n g t o Pr o hi biti o n a n d R estri cti o ns # 2 : “A d diti o n all y, s u bj e cts 
will b e r e mi n d e d a b o ut t h e n e g ati v e c o ns e q u e n c es of c o m bi ni n g h y p n oti cs a n d 
al c o h ol (r ef er t o S m P C/ PI f or z ol pi d e m). ”

R ati o n al e : Cl arifi c ati o ns h a v e b e e n a d d e d t o gr a d u all y t a p er off c hr o ni c b e n z o di a z e pi n e us e

S e cti o n 8 ( Pr est u d y a n d 
C o n c o mit a nt M e di c ati o ns)

A d diti o n of t h e f oll o wi n g t e xt: “ T h e i n v esti g at or s h o ul d c o nsi d er if 5 d a y s i s 
s uffi ci e nt f or t h e dis c o nti n u ati o n of t h e h y p n oti c/s e d ati n g m e di c ati o ns s u c h a s f or 
c hr o ni c b e n z o di a z e pi n e us e w h er e a pr ol o n g e d t a p er m a y b e m or e a p pr o pri at e. ” 

R ati o n al e: Cl a rifi c ati o ns h a v e b e e n m a d e t o Ti m e a n d E v e nt s c h e d ul e, m or e d et ail t o s e cti o ns b el o w

Ti m e a n d E v e nt S c h e d ul e
P art 1 ; S e cti o n 3. 1
( O v er vi e w of St u d y 
D esi g n) , S e cti o n 9. 1. 2
( S cr e e ni n g P h as e), S e cti o n 
9. 1. 3 ( D o u bl e -bli n d 
Tr e at m e nt P h as e); S e cti o n 
9. 3. 1 ( E v al u ati o ns

- U p d at e d (r e) -a d m issi o n ti m e fr a m es o n d a ys of P S G m o nit ori n g
- Wi d e n e d t h e wi n d o w all o w a n c e f or pr e d os e ass ess m e nts o n P S G ni g hts
- Cl arifi e d t h at if t h e D a y  13 visit is d el a y e d t h e n st u d y ass ess m e nts wi ll 

b e d el a y e d wit h t h e s a m e wi n d o w ( ma xi m u m 2 d a y s) s o t h at 
r es p e cti v e ti m e t o d osi n g a n d l ast d os e is pr es er v e d

- A d d e d all o w a n c e f or s u bj e cts t o l e a v e t h e st u d y sit e o n D a y 1 b et w e e n 
t h e a d missi o n a n d pr e d os e ass ess m e nts

- A d d e d a d diti o n al i n str u cti o n s f or m o nit ori n g f or c o m pli a n c e t o st u d y 
pr o hi biti o ns/r estri cti o ns a n d al c o h ol a n d/ or dr u g us e u p o n 
r e-a d m issi o n of s u bj e cts o n P S G d a ys

- Eli mi n ati o n of r es pir at or y r at e m o nit ori n g, w hi c h h a d b e e n m e nti o n e d 
o nl y i n t h e f o ot n ot e 

- Cl arifi c ati o n o n tr ai ni n g s essi o ns f or b o d y s w a y d uri n g s cr e e ni n g i n 
p ar all el wit h C o g niti v e B att er y tr ai ni n g s essi o ns

- U p d at e d t e xt r el at e d t o e x c e pti o ns t o t h e o v er ni g ht P K s a m pli n g o n 
Ni g ht 1 4 f or J a p a n es e sit es a n d a d d e d a wi n d o w  all o w a n c e f or D a y 
1 5 P K a n d bi o m ar k er s a m pli n g f or J a p a n es e sit es

- D el et e d D a y 2 tr a c ki n g of m e nstr u al c y cl e
- C h a n g e d D N A s a m pli n g t o o c c ur at a d m issi o n o n D a y 1, r at h er t h a n 

wit hi n 1 5 mi n ut es of d osi n g

Ti m e a n d E v e nt S c h e d ul e 
f o ot n ot es 

C h a n g es t o f o ot n ot es ar e s h o w n i n q u ot ati o n m ar ks a n d stri k e o ut :

b. All s u bj e cts will r e p ort t o t h e st u d y sit e o n D a y  1 3 wit hi n “ a p pr o xi m at el y ” 4 
h o urs b ef or e b e dti m e “ wit h s uffi ci e nt ti m e t o c o m pl et e all ass ess m e nts a n d P S G 
pr e p pri or t o b e dti m e ” .

d. Pr e d os e ass ess m e nts ar e t o b e p erf or m e d 4 5 “ wit hi n 9 0 ” mi n ut es ( ± 1 5 
mi n ut es) pri or t o li g hts o ut o n P S G ni g hts or pri or to b e dti m e o n n o n- P S G ni g hts. 
“ T h es e s h o ul d b e p erf or m e d as cl os e t o b e dti m e as p ossi bl e, b ut t a ki n g i nt o 
a c c o u nt t h at P S G pr e p ar ati o n s n e e d t o o c c ur aft er c o g niti v e a n d b o d y  sw a y 
ass ess m e nts. ”
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f.  If n e e d e d, t h e D a y 1 3 st u d y sit e visit c o ul d b e d el a y e d f o r a ma xi m u m of 2 d a y s 
(i e, u p t o D a y 1 5) t o all o w for a s uffi ci e nt wi n d o w of ti m e f or t h e s u bj e ct t o r et ur n 
t o t h e st u d y sit e. I n c as es w h e n t h e D a y 1 3 visit i s d el a y e d, s u bj e cts s h o ul d 
c o nti n u e t o t a k e st u d y dr u g “ a n d all s c h e d ul e d st u d y ass ess m e nts s c h e d ul e d 
aft er w ar ds will b e d el a y e d wit h t h e s a m e wi n d o w  (m a xi m u m 2 d a y s) s o t h at 
r es p e cti v e ti m e t o d osi n g a n d l ast d os e is pr es er v e d ”.

j. If s u bj e ct l e a v es t h e st u d y sit e b et w e e n “s cr e e ni n g P S G ass ess m e nt ”, a n d/ or 
Ni g ht s 1 a n d 2 a n d/ or b et w e e n Ni g ht s 1 3 a n d 1 4 “ or aft er m or ni n g a s s e s s m e nt s o n 
D a y  1”, s u bj e cts s h o ul d b e t est e d f or al c o h ol “/ dr u g ” us e w h e n t h e y ret ur n t o t h e 
st u d y sit e. .

m. W h e n s c h e d ul e d pr o c e d ur es c oi n ci d e, t h e y s h o ul d t a k e pl a c e i n t h e f oll o wi n g 
or d er: E C G - > vit al si g n s ( bl o o d pr ess ur e, h e art r at e r e s pir at or y r at e -> c o g niti v e 
t est b att er y-> b o d y s w a y -> K S S -> bl o o d dr a ws f or P K.

r. T w o c o g niti v e t est b att er y “ a n d b o d y s w a y” tr ai ni n g s essi o ns d uri n g P art 2 of 
t h e s cr e e ni n g p h as e.

y.   T o b e c oll e ct e d fr o m all s u bj e cts. “ N ot e: At st u d y sit es i n J a p a n, a n e x c e pti o n 
t o t h e o v er ni g ht P K s a m pl es o n Ni g ht 1 4 m a y b e m a d e aft er dis c ussi o n wit h t h e 
s p o ns or’s m e di c al m o nit or. T h e r e as o n f or t h e e x c e pti o n m ust b e d o c u m e nt e d i n 
t h e s o ur c e d o c u m e nt s. If p o s si bl e, t h e 8- h o ur 1 5 -mi n ut e P K c oll e cti o n s h o ul d b e 
o bt ai n e d e v e n if p erf or m e d u p t o 1 2 h o urs aft er d osi n g. T h e c orr e ct ti m e of t h e 
c oll e cti o n s h o ul d b e n ot e d. ”

z .  T o b e c oll e ct e d fr o m all s u bj e cts. “ N ot e: At st u d y sit es i n J a p a n, if t h e D a y  1 5 
m o r ni n g bi o m ar k er s a m pl e c a n n ot b e o bt ai n e d at t h e re q u est e d ti m e p oi nt , it c a n b e 
o bt ai n e d u p t o 1 2 h o urs p ost -d os e if n e e d e d wit h t h e c orr e ct ti m e d o c u m e nt e d . ”

g g. “ O n D a y 1, a d missi o n ass ess m e nts s u c h as f asti n g l a bs s h o ul d b e c o m pl et e d 
a n d t h e n a s u bj e ct m a y l e a v e t h e st u d y c e nt er a n d r et ur n at l e ast 3- 4 h o ur s pri or t o 
b e dti m e t o c o m pl et e pr e d os e a n d P S G ass ess m e nts. ”

R ati o n al e: U p d at e d n o n cli ni c al t o xi c ol o g y d at a a n d r el at e d st u d y c o n d u ct

S e cti o n 1. 1. 1 ( T o xi c ol o g y), 
S e cti o n 3. 2 ( St u d y D esi g n 
R ati o n al e) , R ef er e n c es

A d d e d t o xi c ol o g y r es ults fr o m a 6 -m o nt h r at a n d 9 -m o nt h d o g st u d y t h at r el at e t o 
p ossi bl e C N S eff e cts i n h u m a ns

S e cti o n 9. 6 ( S af et y 
E v al u ati o ns ; A d v ers e 
E v e nts)

A d d e d t h e f oll o wi n g: “ As wit h a n y C N S -a cti v e m e di c ati o n, i n v esti g at ors s h o ul d 
m o nit or c ar ef ull y a n d d o c u m e nt a n y C N S -r el at e d a d v ers e e v e nt i n cl u di n g tr e m or, 
at a xi a, a b n or m al s e ns ati o n, c o nf usi o n, or p ossi bilit y of s ei z ur e. ”

R ati o n al e: Cl arifi c ati o n of st u d y c o n d u ct t h at will n ot aff e ct s af et y 

Titl e P a g e , h e a d ers, et c A d d e d t h e g e n eri c n a m e f or J NJ -4 2 8 4 7 9 2 2, i e s elt or e x a nt, i n s e v er al l o c ati o ns i n 
a d diti o n t o t h e pr e vi o us d es cri pt or of s el e cti v e or e xi n -2 r e c e pt or a nt a g o nist .

S e cti o n 6. (D os a g e a n d 
A d m i nistr ati o n)

A d d e d t h at t h e st u d y dr u g will b e t a k e n wit h “ a p pr o xi m at el y ” 1 0 0 m L of w at er

S e cti o n 9. 1. 3 ( D o u bl e -
Bli n d Tr e at m e nt P h as e)

M a d e t h e f oll o wi n g d el eti o n (s h o w n i n stri k e -o ut t e xt): St u d y pr o c e d ur es d uri n g 
t h e d o u bl e-bli n d tr e at m e nt p h as e t o ass ess s af et y, t ol er a bilit y, effi c a c y, 
c o m pli a n c e, a n d ot h er e v al u ati o ns ( e g, P K a n d bi o m ar k ers) will o c c ur as p er t h e 
T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 . 
S u bj e cts will r e p ort t o t h e st u d y sit e i n t h e m or ni n g o n D a ys 1 a n d D a y 1 3 i n a 
f ast e d st at e
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S e cti o n 9. 4. ( Bi o m ar k ers); A d d e d t h e f oll o wi n g t e xt: “If a s u bj e ct d o es n ot f oll o w  a l o w -f at di et, t his is n ot 
c o nsi d er e d a pr ot o c ol d e vi ati o n a n d s h o ul d b e n ot e d o n t h e bi o m ar k er r e q u est 
f or m ”.

Att a c h m e nt 1 Cl arifi e d l o w -f at di et r estri cti o ns: T o mi ni mi z e i nt erf er e n c e c a us e d b y li pi d 
c o nt e nt i n bl o o d s p e ci m e ns c oll e ct e d f or bi o m ar k er e v al u ati o n, s u bj e cts s h o ul d 
f oll o w a l o w-f at di et “f or t h e m e al ” f or at l e ast 8 h o urs pri or t o bl o o d c oll e cti o n. 
“ A l o w -f at di et d o es n ot n e e d t o b e f oll o we d if t h e s u bj e ct h as b e e n f asti n g f or at 
l e ast 8 h o urs pri or t o t h e bl o o d dr a w. ”

S e cti o n 9. 6 (S af et y
E v al u ati o ns )

D el et e d t h e f oll o wi n g s e nt e n c e: “ Vit al si g n s s h o ul d b e m e as ur e d i n n o n -f asti n g 
c o n diti o ns w h e n e v er p ossi bl e. ”

R ati o n al e: A d diti o n al i nstr u cti o ns f or ass ess m e nt of s u bj e cts pri or t o dis c h ar g e o n D a y 2/ D a y 3

S e cti o n 9. 1. 3 ( D o u bl e -
bli n d Tr e at m e nt P h as e)

M a d e r e vis e d t o t h e f oll o wi n g st at e m e nt: 
O n D a y 1, s u bj e cts w ill b e a d mitt e d t o t h e st u d y sit e b et w e e n 8: 0 0 A M a n d n o o n 
a n d will r e m ai n i n t h e st u d y sit e u ntil n o o n “ ass ess m e nts ar e c o m pl et e d i n t h e 
m o r ni n g ” of D a y 2 ( 1 o v er ni g ht) ”.
O n D a y 2 ( or D a y 3 i n s u bj e cts u n d er g oi n g o v er ni g ht P K s a m pli n g), s u bj e cts 
s h o ul d b e a c c o m p a ni e d h o m e or us e pr e arr a n g e d tr a ns p ort ati o n “ n e e d t o b e al ert, 
a w a k e, a n d wit h n o r esi d u al eff e cts of t h e m e di c ati o ns (s u c h as eff e cts o n b al a n c e) 
b ef or e t h e y c a n b e r el e as e d fr o m t h e st u d y c e nt er. If t h er e ar e a n y c o n c er ns a b o ut 
r esi d u al eff e cts t h e s u bj e ct s h o ul d b e a c c o m p a ni e d h o m e or us e pr e arr a n g e d 
tr a ns p ort ati o n ”

R ati o n al e: Cl arifi c ati o n r el at e d t o us e of pr est u d y a nti d e pr ess a nt a n d ot h er C N S m e di c ati o ns.

S e cti o n 8 ( Pr est u d y a n d 
C o n c o mit a nt T h er a p y) 

Cl arifi e d t h at s u bj e cts s h o ul d n ot us e a nti d e pr ess a nt m e di c ati o ns, B Z Ds, 
b ar bit u at es, et c, fr o m at l e ast 5 d a ys “ aft er si g ni n g t h e I C F ” b ef or e s cr e e ni n g u ntil 
t h e f oll o w-u p visit.

R ati o n al e: Mi n or err ors w er e n ot e d

T hr o u g h o ut t h e pr ot o c ol Mi n or gr a m m ati c al, f or m atti n g, or s p elli n g c h a n g es w er e m a d e a n d 
i n c o nsist e n ci es w er e c orr e ct e d.
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A M ulti c e nt e r, D o u bl e -Bli n d, R a n d o mi z e d, P a r all el -G r o u p, A cti v e - a n d Pl a c e b o -C o nt r oll e d 
P ol ys o m n o g r a p h y St u d y t o E v al u at e t h e Effi c a c y, S af et y, a n d T ol e r a bilit y of  JN J -4 2 8 4 7 9 2 2 i n 
S u bj e cts wit h I ns o m ni a Dis o r d e r

J NJ- 4 2 8 4 7 9 2 2 is a s h ort -a cti n g, p ot e nt a n d s el e cti v e a nt a g o nist of t h e h u m a n or e xi n - 2 r e c e pt or ( O X 2 R) 
t h at is b ei n g d e v el o p e d f or t h e tr e at m e nt of i ns o m ni a a n d m aj or d e pr essi v e dis or d er ( M D D). A cti v ati o n of 
or e xi n n e ur o ns c o ntri b ut es t o t h e m ai nt e n a n c e of w a k ef ul n ess; t h er ef or e, t h e bl o c k a d e of or e xi n r e c e pt ors, 
i n p arti c ul ar O X 2 R, is a n o v el p h ar m a c ol o gi c a p pr o a c h f or t h e tr e at m e nt of i ns o m ni a.

Si n gl e a n d m ulti pl e d os e st u di es i n r ats at v ari o us d os e l e v els d e m o nstr at e d t h at J NJ- 4 2 8 4 7 9 2 2 r e d u c e d 
l at e n c y t o n o n- r a pi d e y e m o v e m e nt ( N R E M) sl e e p, i n cr e as e d N R E M sl e e p d ur ati o n, a n d di d n ot i m p a ct 
r a pi d e y e m o v e m e nt (R E M ) sl e e p.

B y d a m p e ni n g t h e s yst e m r es p o nsi bl e f or h y p er ar o us al, as o p p os e d t o e n h a n ci n g t h e s e d ati v e eff e cts of 
t h e i n h er e nt g a m m a -a m i n o b ut yri c a ci d ( G A B A)-er gi c s yst e m, J N J - 4 2 8 4 7 9 2 2 is e x p e ct e d t o d e m o nstr at e 
effi c a c y i n i n d u ci n g a n d m ai nt ai ni n g sl e e p, wit h o ut t h e si d e eff e cts ass o ci at e d wit h ot h er cl ass es of 
s e d ati v e h y p n oti cs, s u c h as m us c ul ar at o ni a r es ulti n g i n b al a n c e iss u es, c o g niti v e d efi cits a n d a nt er o gr a d e 
a m n esi a, a n d d e p e n d e n c e a n d t ol er a n c e. T h es e si d e eff e cts ar e p arti c ul arl y tr o u bli n g t o t h e el d erl y gi v e n 
t h e i n cr e asi n g pr e v al e n c e of n o ct uri a (t h e i nt err u pti o n of sl e e p o n e or m or e ti m es at ni g ht t o v oi d) wit h 
a gi n g, r es ulti n g i n ni g htti m e a w a k e ni n g r e q uiri n g a d e q u at e ps y c h o m ot or c o or di n ati o n a n d c o g niti v e 
c a p a cit y t o aris e fr o m b e d a n d s af el y n a vi g at e t o t h e b a t hr o o m d uri n g t h e ni g ht wit h o ut i n ci d e nt.

T o d at e, J NJ -4 2 8 4 7 9 2 2 h as s h o w n g o o d t ol er a bilit y a n d s af et y i n a d ult a n d el d erl y s u bj e cts. T h e m a xi m al 
d ail y d os e l e v els a d mi nist er e d i n si n gl e - a n d m ulti pl e -d os e st u di es ar e 8 0 m g a n d 6 0 m g, r es p e cti v el y. 
Pr eli mi n ar y s af et y r es ults fr o m St u d y 4 2 8 4 7 9 2 2 E DI 1 0 1 4 i n el d erl y h e alt h y s u bj e ct c o h orts s h o w t h at 
si n gl e e v e ni n g d osi n g of J NJ -4 2 8 4 7 9 2 2 1 0 m g a n d 2 0 m g d os es ar e w ell t ol er at e d.

T h e ai m of t his st u d y i s t o i n v esti g at e t h e eff e cts of 3 d os es of J NJ-4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g), 
c o m p ar e d t o pl a c e b o, o n sl e e p o ns et a n d m ai nt e n a n c e a n d t o f urt h er d o c u m e nt t h e s af et y a n d t ol er a bilit y 
of J NJ- 4 2 8 4 7 9 2 2 u p o n m ulti pl e ( 1 4 d a ys) d os e a d mi nistr ati o n i n s u bj e cts wit h i ns o m ni a dis or d er. I n 
a d diti o n, eff e cts of J NJ- 4 2 8 4 7 9 2 2 o n sl e e p p ar a m et ers ( o bj e cti v e a n d s u bj e cti v e), r esi d u al eff e cts, a n d 
c o g niti o n will b e c o m p ar e d t o t h os e eff e cts of z ol pi d e m t o i n v esti g at e p ot e nti al diff er e n c es b et w e e n t h e 
c o m p o u n d s. T h e r es ults of t his st u d y will b e us e d t o i nf or m t h e P h as e 3 d e v el o p m e nt pl a n.

O B J E C TI V E S , E N D P OI N T S, A N D H Y P O T H E SI S

O bj e cti v es E n d p oi nts
P ri m a r y
 T o ass ess t h e d os e -r es p o ns e of 3 d os es of 

J NJ-4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g) c o m p ar e d t o 
pl a c e b o o n a n o bj e cti v e m e as ur e of sl e e p o ns et 
i n s u bj e cts wit h i ns o m ni a dis or d er.

 C h a n g e fr o m b as eli n e i n l at e n c y t o p ersist e nt 
sl e e p ( L P S) as m e as ur e d b y p ol ys o m n o gr a p h y 
(P S G ) o n Ni g ht 1

K e y S e c o n d a r y
 T o ass ess t h e d os e -r es p o ns e of 3 d os es of 

J NJ- 4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g) c o m p ar e d t o 
pl a c e b o o n a n o bj e cti v e m e as ur e of 
m ai nt e n a n c e o f sl e e p i n s u bj e cts wit h 
i ns o m ni a dis or d er.

 C h a n g e fr o m b as eli n e i n w a k e aft er sl e e p 
o ns et (W A S O ) o v er t h e first 6 h o urs as 
m e as ur e d b y P S G o n Ni g ht 1
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O bj e cti v es E n d p oi nts
S e c o n d a r y

Effi c a c y
 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 

c o m p ar e d wit h pl a c e b o i n i m pr o vi n g 
a d diti o n al o bj e cti v e sl e e p p ar a m et ers

C h a n g e fr o m b as eli n e i n P S G p ar a m et ers 
i n cl u di n g:
 L P S o n Ni g ht 1 3

 W A S O o v er t h e first 6 h o urs o n Ni g ht 1 3

 T ot al sl e e p ti m e ( T S T ) ( o v er 6 a n d 8 h o urs) o n 
Ni g hts 1 a n d 1 3 

 Sl e e p effi c i e nc y ( S E ) o n Ni g hts 1 a n d 1 3

 ot h er s e c o n d ar y P S G sl e e p p ar a m et ers 
( d et ail ed i n S e cti o n 9. 2. 1 ) o n Ni g hts 1 a n d 1 3

 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h z ol pi d e m i n i m pr o vi n g 
o bj e cti v e sl e e p p ar a m et ers

C h a n g e fr o m b as eli n e i n P S G p ar a m et ers o n 
Ni g hts 1 a n d 1 3 i n cl u di n g:
 L P S

 W A S O o v er t h e first 6 h o urs

 T S T ( o v er 6 a n d 8 h o urs) 

 S E 

 ot h er s e c o n d ar y P S G sl e e p p ar a m et ers 
( d et ail e d i n S e cti o n 9. 2. 1)

 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h z ol pi d e m a n d pl a c e b o o n 
s elf -r e p ort e d m e as ur es of sl e e p

P ati e nt- r e p ort e d m e as ur es i n cl u di n g:
 C h a n g e fr o m b as eli n e i n s u bj e cti v e sl e e p 

p ar a m et ers as m e as ur e d b y t h e C o ns e ns us 
Sl e e p Di ar y – M or ni n g A d mi nistr ati o n 
( C S D-M), i n t h e m or ni n g o n D a ys 2 a n d 1 4

 C h a n g e fr o m b as eli n e i n sl e e p dist ur b a n c e a n d 
i m p air m e nt as m e as ur e d b y t h e N ati o n al 
I nstit ut es o f H e alt h P ati e nt R e p ort e d O ut c o m e 
M e as ur e m e nt I nf or m ati o n S yst e m ( P R O MI S) 
s h ort f or m 8 a f or Sl e e p Dist ur b a n c e 
( P R O MI S-S D) a n d P R O MI S s h ort f or m 8 a f or 
Sl e e p R el at e d I m p air m e nt ( P R O MI S-S RI ) o n 
D a ys 8 a n d 1 4

 C h a n g e fr o m b as eli n e i n s u bj e ct's ass ess m e nt 
of i ns o m ni a s e v erit y usi n g t h e P ati e nt Gl o b al 
I m pr essi o n – S e v erit y ( P GI-S) s c al e a n d 
s u bj e ct's ass ess m e nt of i m pr o v e m e nt i n 
i ns o m ni a usi n g t h e P ati e nt Gl o b al I m pr essi o n
– I m pr o v e m e nt ( P GI-I) s c al e o n D a y 1 4.
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O bj e cti v es E n d p oi nts
 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 

c o m p ar e d wit h z ol pi d e m a n d pl a c e b o i n 
i m pr o vi n g:

– R es p o ns e a n d r e missi o n of i ns o m ni a 
s y m pt o ms

 Pr o p orti o n of r es p o n d ers, d efi n e d as a ≥ 5 0 % 
r e d u cti o n fr o m b as eli n e i n t ot al s c or e o n t h e 
I ns o m ni a S e v erit y I n d e x (I SI) o n D a y 1 4

 Pr o p orti o n of s u bj e cts wit h r e missi o n of 
i ns o m ni a s y m pt o ms, d efi n e d as a t ot al s c or e 
≤ 1 0 o n t h e I SI o n D a y 1 4

– Cli ni c al s e v erit y a n d i m pr o v e m e nt of 
i ns o m ni a s y m pt o ms

 C h a n g e fr o m b as eli n e i n cli ni ci a n's ass ess m e nt 
of i ns o m ni a s e v erit y usi n g t h e Cli ni c al Gl o b al 
I m pr essi o n – S e v erit y ( C GI-S) a n d 
i m pr o v e m e nt i n i ns o m ni a usi n g t h e Cli ni c al 
Gl o b al I m pr essi o n – I m pr o v e m e nt ( C GI-I) on 
D a y 1 4

S af et y
 T o ass ess t h e s af et y a n d t ol er a bilit y of 

J NJ- 4 2 8 4 7 9 2 2 c o m p ar e d wit h z ol pi d e m a n d 
pl a c e b o i n s u bj e cts wit h i ns o m ni a dis or d er

S af et y ass ess m e nts i n cl u di n g:
 A d v ers e e v e nts ( A Es) 

 Pr o p orti o n of all s eri o us A Es (S A Es ) a n d 
e v e nts of s p e ci al i nt er est ( e. g., f alls, 
p ar as o m ni as)

 Vit al si g ns, p h ysi c al e x a mi n ati o ns , 
el e ctr o c ar di o gr a m (E C G ), a n d l a b or at or y 
p ar a m et ers

 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)

 R esi d u al eff e cts as m e as ur e d b y :

– T h e pr es e n c e of n e xt d a y s u bj e cti v e 
r esi d u al eff e cts as m e as ur e d b y t h e 
K ar oli ns k a Sl e e pi n ess S c al e ( K S S) o n 
D a ys 2 a n d 1 4 

– P ost ur al st a bilit y ( b o d y s w a y) as m e as ur e d 
wit h a n at a xi a m et er o n D a ys 2 a n d 1 4 i n 
t h e m or ni n g a n d o n Da y 1 5 at 4 -h o urs p ost 
Ni g ht 1 4 d os e ( mi d dl e of t h e ni g ht 
a w a k e ni n g)

 T o o bj e cti v el y ass ess t h e eff e ct of J NJ-
4 2 8 4 7 9 2 2 c o m p ar e d wit h z ol pi d e m a n d 
pl a c e b o o n c o g niti v e d o m ai ns as m e as ur e d i n 
t h e m or ni n g aft er d osi n g as w ell as d uri n g 
mi d dl e of t h e ni g ht a w a k e ni n g

 C h a n g e i n c o g niti o n c o m p ar e d t o pr e -d os e 
ass ess m e nt o n o bj e cti v e c o g niti v e ass ess m e nt 
as m e as ur e d b y a c o m p ut eri z e d b att er y of 
c o g niti v e t ests i n t h e m or ni n g o n D a ys 2 a n d 
1 4 

 C o g niti v e p erf or m a n c e o n D a y 1 5 at 4- h o urs 
p ost Ni g ht 1 4 d os e ( mi d dl e of t h e ni g ht 
a w a k e ni n g) as m e as ur e d b y a c o m p ut eri z e d 
b att er y of c o g niti v e t ests
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O bj e cti v es E n d p oi nts
 T o e v al u at e p ot e nti al wit h dr a w al eff e cts aft er 

c o nti n u o us ni g htl y d osi n g wit h J NJ -4 2 8 4 7 9 2 2, 
z ol pi d e m, or pl a c e b o

 C h a n g e i n s u bj e cti v e sl e e p p ar a m et ers fr o m 
D a y 1 4 as c o m p ar e d t o D a y 1 7 as m e as ur e d b y 
t h e C S D- M

 C h a n g e i n P h ysi ci a n Wit h dr a w al C h e c klist 
( P W C) fr o m D a y 1 4 t o D a y 1 7

 T h e B e n z o di a z e pi n e Wit h dr a w al S y m pt o m 
Q u esti o n n air e ( B W S Q) f or s elf -ass ess m e nt of 
wit h dr a w al s y m pt o ms o n D a y 1 7

P h a r m a c o ki n eti c O bj e cti v es

 T o ass ess t h e e x p os ur e of J NJ- 4 2 8 4 7 9 2 2 a n d a cti v e m et a b olit es M 1 2 a n d M 1 6, i n s u bj e cts wit h 
i ns o m ni a, a n d t o e x pl or e t h e eff e cts of c o v ari at es o n s u c h e x p os ur e

 T o c h ar a ct eri z e t h e e x p os ur e -r es p o ns e r el ati o ns hi p of J NJ- 4 2 8 4 7 9 2 2 wit h r es p e ct t o m e as ur es of 
eff i c a c y a n d/ or s af et y

 F or effi c a c y: L P S a n d W A S O o v er t h e first 6 h o urs b y P S G o n Ni g ht 1 vs m e as ur es of 
J NJ-4 2 8 4 7 9 2 2 e x p os ur e

 F or s af et y: C o g niti v e p erf or m a n c e o n D a y 1 5 at 4 h o urs p ost Ni g ht 1 4 d os e ( mi d dl e of t h e ni g ht 
a w a k e ni n g) vs m e as ur es of J NJ - 4 2 8 4 7 92 2 e x p os ur e

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

 T o e x pl or e t h e eff e ct of J NJ -4 2 8 4 7 9 2 2, c o m p ar e d wit h z ol pi d e m a n d pl a c e b o , o n c o g niti v e d o m ai ns ,
as m e as ur e d b y t h e c h a n g e fr o m b as eli n e i n s u bj e cti v e ass ess m e nt of c o g niti v e eff e cts of tr e at m e nt 
o n D a ys 8 a n d 1 3, usi n g th e m o difi e d P R O MI S -A p pli e d C o g niti o n A biliti es ( P R O MI S -A C A) .

 T o e x pl or e p ati e nt -r e p ort e d l e v el of s atisf a cti o n wit h t h e us e of J NJ -4 2 8 4 7 9 2 2 c o m p ar e d t o z ol pi d e m 
i n s u bj e cts wit h i ns o m ni a dis or d er usi n g t h e A b br e vi at e d Tr e at m e nt S atisf a cti o n Q u esti o n n air e f or 
M e di c ati o n ( T S Q M -9) o n D a y 1 4

 T o d et er mi n e t h e c orr el ati o n b et w e e n t h e f oll o wi n g sl e e p p ar a m et ers o bt ai n e d b y P S G r e c or di n gs o n 
Ni g hts 1 a n d 1 3 ( o bj e cti v e) a n d C S D -M (s u bj e cti v e o n t h e f oll o wi n g m or ni n g): L P S a n d 
s elf -r e p ort e d sl e e p o ns et l at e n c y (s S O L); T S T a n d s u bj e cti v e T S T (s T S T); W A S O a n d s u bj e cti v e 
W A S O (s W A S O); n u m b er of ni g htti m e a w a k e ni n gs ( n N A W) a n d s u bj e cti v e n u m b er of ni g htti m e 
a w a k e ni n gs ( s-n N A W); a n d S E a n d s u bj e cti v e q u alit y of sl e e p (s Q U A L) i n s u bj e cts wit h i ns o m ni a 
dis or d er

 T o e x pl or e di a g n osti c bi o m ar k ers a n d e v al u at e c h a n g e i n bi o m ar k ers r el at e d t o i m m u n e s yst e m ( e g, 
hi g h -s e nsiti vit y C- r e a cti v e pr ot ei n [ hs C R P]), gr o wt h f a ct ors ( e g, br ai n -d eri v e d n e ur otr o p hi c f a ct or 
[ B D N F]), k y n ur e ni n e m et a b olit es ( e g, q ui n oli ni c a ci d), a n d - h y p ot h al a mi c – pit uit ar y – a dr e n al (H P A )
a xi s m ar k ers ( e g, c ortis ol) t h at m a y b e r el at e d t o cli ni c al r es p o ns e (i n cl u di n g P S G), n o n -r es p o ns e, or 
s af et y p ar a m et ers of J NJ -4 2 8 4 7 9 2 2 v ers us pl a c e b o.

H y p ot h esis

T h e pri m ar y h y p ot h esis of t his st u d y is: i n s u bj e cts wit h i ns o m ni a dis or d er, J NJ- 4 2 8 4 7 9 2 2 will r es ult i n 
si g nifi c a ntl y s h ort e n e d L P S v al u es v ers us pl a c e b o, as m e as ur e d b y P S G o n Ni g ht 1, a n d e x hi bit a 
d os e -r es p o ns e r el ati o ns hi p.
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T his i s a m ulti c e nt er (U nit e d St at es [U S ], E ur o p e a n U ni o n [ E U ], a n d J a p a n), r a n d o mi z e d, d o u bl e -bli n d, 
p ar all el -gr o u p, a cti v e - a n d pl a c e b o -c o ntr oll e d d os e fi n di n g st u d y t o ass ess t h e effi c a c y a n d s af et y of 
J NJ- 4 2 8 4 7 9 2 2 i n b ot h a d ult ( 1 8 t o 6 4 y e ars, i n cl usi v e) a n d el d erl y ( 6 5 t o 8 5 y e ars, i n cl usi v e) s u bj e cts 
wi t h i ns o m ni a dis or d er. I n a d diti o n, eff e cts of J N J - 4 2 8 4 7 9 2 2 o n sl e e p p ar a m et ers ( o bj e cti v e a n d 
s u bj e cti v e) a n d c o g niti o n will b e c o m p ar e d t o t h os e eff e cts of z ol pi d e m, t o i n v esti g at e p ot e nti al 
diff er e n c es b et w e e n t h e c o m p o u n ds. A t ot al of 3 6 0 s u bj e cts , a g e d 1 8 t o 8 5 y e ars i n cl usi v e, wit h i ns o m ni a 
dis or d er will b e r a n d o mi z e d. T h e pl a n is t o r a n d o mi z e a p pr o xi m at el y e q u al pr o p orti o ns of a d ult a n d 
el d erl y s u bj e cts a n d t h er ef or e t h e n u m b er r a n d o mi z e d i n eit h er a g e gr o u p s h o ul d n ot e x c e e d 
a p pr o xi m at el y 6 0 % of t h e pl a n n e d t ot al s a m pl e si z e.

S u bj e cts will b e r a n d o mi z e d i n a 1: 1: 1: 1: 1 r ati o t o r e c ei v e 1 of 5 tr e at m e nts: pl a c e b o:J NJ -4 2 8 4 7 9 2 2 
5 m g:J NJ -4 2 8 4 7 9 2 2 1 0 m g: J NJ- 4 2 8 4 7 9 2 2 2 0 m g: z ol pi d e m .

F or all s u bj e cts, t his st u d y will c o nsist of a n eli gi bilit y s cr e e ni n g p h as e, a d o u bl e -bli n d tr e at m e nt p h as e, 
a n d a f oll o w -u p visit.

T h e d ur ati o n of p arti ci p ati o n i n t h e st u d y f or a n i n di vi d u al s u bj e ct (i n cl u di n g s cr e e ni n g a n d f oll o w- u p 
visit) will b e u p t o 6 1 d a ys.

S U B J E C T P O P U L A TI O N

M e n a n d w o m e n of n o n -c hil d b e ari n g p ot e nti al ( W O N C B P ), a g e d b et w e e n 1 8 t o 8 5 y e ars (i n cl usi v e), wit h
a 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, 5t h e diti o n ( D S M-5) di a g n osis of i ns o m ni a 
dis or d er a n d a n I SI t ot al s c or e ≥ 1 5, w h o ar e ot h er wis e h e alt h y or pr es e nt wit h st a bl e, w ell -c o ntr o ll e d, 
c hr o ni c c o n diti o ns, will b e i n cl u d e d i n t his st u d y. I n a d diti o n, s u bj e cts will h a v e a n s S O L ≥ 4 5 mi n ut es 
a n d a n s W A S O ≥ 6 0 mi n ut es ( ass ess e d usi n g t h e C S D -M) o n at l e ast 3 ni g hts o v er a n y 7- d a y p eri o d 
d uri n g P art 1 of s cr e e ni n g ( D a y - 3 5 t o D a y -1 5). F o r s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g 
t h e i nf or m e d c o ns e nt f or m (I C F), t h es e h y p n oti c dr u gs s h o ul d b e dis c o nti n u e d wit hi n 5 d a ys aft er si g ni n g 
t h e I C F. C o m pl eti o n of t h e I SI a n d C S D -M m ust st art at l e ast 5 d a ys aft er t h e l ast d os e of all h y p n oti c 
dr u g s.

D uri n g P art 2 of s cr e e ni n g, a n o bj e cti v e ass ess m e nt of i ns o m ni a b y P S G r e c or di n g a n d e v al u ati o n o v er 
2 ni g hts will b e p erf or m e d. T h e 2 ni g hts of s cr e e ni n g P S G a c q uisiti o ns will b e c o n d u ct e d c o ns e c uti v el y. 
T h es e ass ess m e nts s h o ul d b e c o m pl e t e d b et w e e n D a y - 1 4 a n d D a y - 5 (i e, 5 d a ys b ef or e D a y 1) t o all o w 
f or a n al ysis of t h e P S G d at a a n d est a blis h eli gi bilit y f or r a n d o mi z ati o n. T h e first ni g ht’s P S G d at a will b e 
us e d t o e x cl u d e a n y s u bj e ct wit h p eri o di c li m b m o v e m e nts ( P L M)/r estl ess l e g s y n dr o m e ( R L S), sl e e p 
a p n e a, or p ar as o m ni as. T h e first a n d s e c o n d ni g hts’ P S G r e c or di n gs will b e us e d t o ass ess o bj e cti v e sl e e p 
e ntr y crit eri a f or i ns o m ni a. S u bj e cts ar e r e q uir e d t o m e et t h e f oll o wi n g o bj e cti v e sl e e p i n cl usi o n crit eri a: a 
2- ni g ht m e a n L P S of ≥ 2 5 mi n ut es wit h n eit h er ni g ht < 2 0 mi n ut es, a 2- ni g ht m e a n W A S O ≥ 3 0 mi n ut es, 
a n d a 2 -ni g ht m e a n T S T ≤ 6. 5 h o urs wit h n eit h er ni g ht > 7 h o urs.

D O S A G E A N D A D MI NI S T R A TI O N

J NJ- 4 2 8 4 7 9 2 2 i s s u p pli e d f or t his st u d y as c a ps ul es ( o v er-e n c a ps ul at e d t a bl ets) of 2. 5-, 1 0-, a n d 2 0- m g. 
T h e J NJ -4 2 8 4 7 9 2 2 5 m g d os e will c o nsist of t w o 2. 5 m g c a ps ul es. All ot h er J NJ- 4 2 8 4 7 9 2 2 d os es will 
c o nsist of 1 a cti v e a n d 1 pl a c e b o c a ps ul e e a c h. Z ol pi d e m will b e s u p pli e d as a c a ps ul e ( o v er -e n c a ps ul at e d 
t a bl et), c o nt ai ni n g 5 -m g z ol pi d e m. T h e 5- m g d os e of z ol pi d e m will c o nsist of 1 a cti v e a n d 1 pl a c e b o 
c a ps ul e; t h e 1 0 m g d os e of z ol pi d e m will c o nsist of t w o 5 m g c a ps ul es. Pl a c e b o will b e s u p pli e d as 
m at c hi n g c a ps ul es a n d , f or s u bj e cts r a n d o mi z e d t o pl a c e b o, t h e d os e will c o nsist of 2 pl a c e b o c a ps ul es.
O n D a ys 1 t hr o u g h 1 4 of t h e d o u bl e -bli n d tr e at m e nt p h as e, s u bj e cts will r e c ei v e J NJ -4 2 8 4 7 9 2 2, z ol pi d e m ,
or pl a c e b o o n c e d ail y, at n or m al b e dti m e o n n o n -P S G ni g hts or 1 5 mi n ut es pri or t o li g hts o ut o n ni g hts of 
P S G r e c or di n g.
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E F FI C A C Y E V A L U A TI O N S

O v er ni g ht P S G will b e p erf or m e d o n Ni g ht 1 a n d Ni g ht 1 3 of t h e d o u bl e -bli n d tr e at m e nt p h as e. T h e P S G 
e v al u ati o ns i n cl u d e: L P S, W A S O, T S T, S E, h o url y W A S O, w a k e d uri n g t ot al sl e e p p eri o d, w a k e aft er 
fi n al a w a k e ni n g, R E M d ur ati o n, R E M l at e n c y , t ot al ti m e s p e nt i n sl e e p st a g e s N 1, N 2 a n d N 3, n u m b er of 
ni g htti m e a w a k e ni n gs (n N A W ) o v er 6 h o urs, n N A W/ hr, ti m e t o first a w a k e ni n g aft er sl e e p, pr o p orti o n of 
s u bj e cts wit h sl e e p -o ns et R E M, n u m b er of sl e e p c y cl es, a m o u nt of d e e p (sl o w-w a v e) sl e e p, a n d s l e e p 
el e ctr o e n c e p h al o gr a p h ( E E G) p o w er s p e ctr u m/sl e e p e p o c h. S u bj e cti v e sl e e p p ar a m et ers (s S O L, s T S T, 
s W A S O, s-n N A W, s Q U A L, a n d s u bj e cti v e r efr es h e d f e eli n g o n w a ki n g [s F R E S H]) will b e ass ess e d 
usi n g t h e C S D -M o n e a c h m or ni n g t hr o u g h o ut t h e s cr e e ni n g p h as e , d o u bl e -bli n d p h as e , a n d f oll o w-u p 
p h as e . D a yti m e e x p eri e n c e of sl e e p -r el at e d i m p air m e nts will b e ass ess e d p er t h e P R O MI S -S RI. Eff e cts 
o n sl e e p dist ur b a n c e will b e ass ess e d vi a t h e P R O MI S -S D. Cli ni c al a n d s u bj e cti v e ass ess m e nt of 
i ns o m ni a s e v erit y a n d i m pr o v e m e nt will b e p erf or m e d usi n g t h e I SI, C GI-S, P GI - S, C GI-I, a n d P GI-I.

P H A R M A C O KI N E TI C E V A L U A TI O N S

A p h ar m a c o ki n eti c (P K ) s a m pl e will b e c oll e ct e d fr o m all s u bj e cts 1 5 m i n ut e s aft er t h e l a st d o s e of st u d y 
dr u g o n Ni g ht 1 4 a n d o n D a y 1 5 at 4 h o urs a n d at 8 h o urs 1 5 mi n ut es p ost Ni g ht 1 4 e v e ni n g d os e as 
i n di c at e d i n t h e Ti m e a n d E v e nts S c h e d ul e – P art 1. I n a d diti o n, P K s a m pl es will b e c oll e ct e d o n 
Ni g ht 2/ D a y 3 fr o m, at mi ni m u m, 4 0 n o n- el d erl y a d ult s u bj e cts a n d 4 0 el d erl y s u bj e cts, at t h e st u d y sit es 
wit h i nt e nsi v e P K s a m pli n g c a p a biliti es.

N ot e: A n e x c e pti o n t o t h e o v er ni g ht P K s a m pl es o n Ni g ht 1 4 m a y b e m a d e aft er dis c ussi o n wit h t h e 
s p o ns or’s m e di c al m o nit or. T h e r e as o n f or t h e e x c e pti o n m ust b e d o c u m e nt e d i n t h e s o ur c e do c u m e nts. If 
p ossi bl e, t h e 8- h o ur 1 5- mi n ut e P K c oll e cti o n s h o ul d b e o bt ai n e d e v e n if p erf or m e d u p t o 1 2 h o urs aft er 
d osi n g. T h e c orr e ct ti m e of t h e c oll e cti o n s h o ul d b e n ot e d.

BI O M A R K E R E V A L U A TI O N S

Bl o o d s a m pl es f or bi o m ar k er e v al u ati o n will b e c oll e ct e d p er t h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d 
T i m e a n d E v e nts S c h e d ul e - P art 2 .

Bi o m ar k er a n al ys es will i n cl u d e ( b ut ar e n ot li mit e d t o) m ar k ers r el at e d t o i m m u n e s yst e m a cti vit y  
( hs C R P, i nt erl e u ki n-6), gr o wt h f a ct ors ( B D N F), k y n ur e ni n e m et a b olit es, a n d H P A a xis a cti v ati o n 
( c ortis ol).

P H A R M A C O G E N O MI C ( D N A) E V A L U A TI O N S

Bl o o d s a m pl es f or g e n eti c r es e ar c h will b e c oll e ct e d fr o m s u bj e cts w h o c o ns e nt s e p ar at el y t o t his 
c o m p o n e nt of t h e st u d y ( w h er e l o c al r e g ul ati o ns p er mit). S u bj e ct p arti ci p ati o n i n p h ar m a c o g e n o mi c 
r es e ar c h is o pti o n al.

S A F E T Y E V A L U A TI O N S

T h e s a f et y a n d t ol er a bilit y of t h e st u d y dr u g will b e e v al u at e d t hr o u g h o ut t h e st u d y. S af et y e v al u ati o ns 
will i n cl u d e c oll e cti o n of A Es, A Es of s p e ci al i nt er est, c o n c o mit a nt m e di c ati o ns, p h ysi c al e x a mi n ati o n, 
b o d y w ei g ht, vit al si g ns, 1 2 -l e a d E C G, uri n e dr u g t esti n g, a n d cli ni c al l a b or at or y t ests.

I n a d diti o n, r esi d u al s e d ati o n will b e t est e d s u bj e cti v el y vi a t h e K S S. P ot e nti al c o g niti v e/ ps y c h o m ot or 
eff e cts will b e m e as ur e d s u bj e cti v el y b y t h e s u bj e ct vi a P R O MI S -A C A a n d o bj e cti v el y b y a c o m p ut eri z e d 
c o g niti v e t est b att er y. P ost ur al st a bilit y will b e e v al u at e d o bj e cti v el y t hr o u g h ass ess m e nt of b o d y s w a y. 
P ot e nti al wit h dr a w al eff e cts will b e ass ess e d b y t h e cli ni ci a n usi n g t h e P W C a n d r e p ort e d b y s u bj e cts 
usi n g t h e B W S Q. E m er g e n c e of s ui ci d al i d e ati o n wil l b e ass esse d usi n g t h e C -S S R S.
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E X P L O R A T O R Y E V A L U A TI O N S

E x pl or at or y ass ess m e nts will b e d o n e usi n g t h e T S Q M - 9 t o e x pl or e t h e l e v el of s atisf a cti o n wit h t h e us e 
of J NJ -4 2 8 4 7 9 2 2 v ers us z ol pi d e m.

S T A TI S TI C A L M E T H O D S

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

T h e t ot al s a m pl e si z e is c al c ul at e d o n t h e b asis of t h e M ulti pl e C o m p aris o n Pr o c e d ur e -M o d eli n g 
( M C P- M o d) t est a p pli e d t o w ar ds t h e pl a c e b o a n d t h e J NJ-4 2 8 4 7 9 2 2 d os e gr o u ps at t h e fi n al a n al ysis. T h e 
c a n di d at e m o d el s et c o nsi d er e d f or t h e d et er mi n ati o n of t h e s a m pl e si z e c o nsists of t h e f o ur m o d el 
pr ofil es: “li n e ar ”, “ e m a x ”, “si g E m a x ”, a n d “ e x p o n e nti al ”. Gi v e n t h e a v ail a bl e d at a wit h J NJ -4 2 8 4 7 9 2 2 i n 
t h e t ar g et p o p ul ati o n (i ns o m ni a dis o r d er) fr o m t h e P r o of- of-C o n c e pt ( P o C) st u d y 
( St u d y 4 2 8 4 7 9 2 2I S M 2 0 0 2), a tr e at m e nt diff er e n c e of 2 0 mi n ut es b et w e e n J NJ-4 2 8 4 7 9 2 2 a n d pl a c e b o f or 
L P S w as ass u m e d wit h a st a n d ar d d e vi ati o n of 4 5 mi n ut es. A t ot al of 3 6 0 r a n d o mi z e d s u bj e cts will 
pr o vi d e a n a v er a g e w ei g ht e d p o w er of a p pr o xi m at el y 8 5 % ( d e p e n di n g o n t h e u n d erl yi n g tr u e 
d os e -r es p o ns e pr ofil e), assu mi n g a 1 -si d e d si g nifi c a n c e l e v el of 0. 0 5 a n d a 1 2 % o v er all dr o p o ut r at e i n t h e 
d o u bl e -bli n d p h as e .

Effi c a c y A n al ys es

Effi c a c y a n al ys es will b e b as e d o n t h e f ull a n al ysis s et ( F A S) w hi c h c o nsists of all s u bj e cts w h o w er e 
r a n d o ml y assi g n e d t o st u d y dr u g a nd r e c ei v e d at l e ast 1 d os e of st u d y dr u g.

P ri m a r y esti m a n d

T h e pri m ar y esti m a n d, t h e m ai n cli ni c al q u a ntit y of i nt er est t o b e esti m at e d i n t h e st u d y, is d efi n e d b y t h e 

f oll o wi n g 3 c o m p o n e nts:

P o p ul ati o n: a d ult a n d el d erl y s u bj e cts wit h i ns o m ni a dis or d er

E n d p oi nt: c h a n g e fr o m b as eli n e i n L P S as m e as ur e d b y P S G o n Ni g ht 1

M e as u r e of I nt e r v e nti o n: t h e eff e ct of t h e i niti all y r a n d o mi z e d tr e at m e nt o n t h e e n d p oi nt.

T h e pri m ar y effi c a c y e n d p oi nt, c h a n g e fr o m b as eli n e i n L P S as m e as ur e d b y P S G o n Ni g ht 1, will b e
a n al y z e d usi n g a n a n al ysis of c o v ari a n c e ( A N C O V A) m o d el, wit h f a ct ors f or r e gi o n ( U S/ E U a n d J ap a n), 
tr e at m e nt ( pl a c e b o a n d J NJ- 4 2 8 4 7 9 2 2 d os e gr o u ps), a n d a g e gr o u p ( a d ult a n d el d erl y) a n d b as eli n e L P S 
as a c o nti n u o us c o v ari at e. T h e tr e at m e nt eff e cts will b e esti m at e d usi n g l e ast s q u ar es m e a ns. T h e fi n al 
a n al ysis will us e t h e g e n er ali z e d M C P -M o d a p pr o a c h ( a h y bri d m et h o d ol o g y t h at c o m bi n es m ulti pl e 
c o m p aris o n pr o c e d ur es wit h m o d eli n g t e c h ni q u es), w hi c h will b e a p pli e d t o w ar ds esti m at es o bt ai n e d 
fr o m t h e A N C O V A m o d el t o est a blis h a d os e -r es p o ns e si g n al a n d t o d et er mi n e d os e(s) t o b e us e d i n t h e 
P h as e 3 st u di es. T h e c a n di d at e m o d el s et will i n cl u d e f o ur m o d el pr ofil es: “li n e ar ”, “ e m a x ”, “si g E m a x ”, 
a n d “ e x p o n e nti al ”. M C P -M o d h as b e e n q u alifi e d b y t h e E ur o p e a n M e di ci n es A g e n c y.

T h e k e y s e c o n d ar y e n d p oi nt ( c h a n g e fr o m b as eli n e i n W A S O o v er t h e first 6 h o urs aft er i niti al sl e e p 
o ns et as m e as ur e d b y P S G o n Ni g ht 1) will b e a n al y z e d usi n g t h e s a m e a p pr o a c h as d es cri b e d a b o v e f or 
t h e pri m ar y e n d p oi nt, i n cl u di n g usi n g t h e g e n er ali z e d M C P- M o d a p pr o a c h.

F or t h e pri m ar y a n d k e y s e c o n d ar y e n d p oi nts ( c h a n g e fr o m b as eli n e i n L P S a n d W A S O o n Ni g ht 1), a 
s e c o n d ar y a n al ysis wit h a g e i n cl u d e d as a c o nti n u o us c o v ari at e i n t h e m o d el will als o b e c arri e d o ut. 
A d diti o n al c o v ari at es m a y als o b e i n cl u d e d as s e nsiti vit y a n al ys es.
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Z ol pi d e m i s i n cl u d e d i n t h e st u d y i n or d er t o i n v esti g at e p ot e nti al diff er e n c es b et w e e n z ol pi d e m a n d 
J NJ- 4 2 8 4 7 9 2 2. Z ol pi d e m will n ot b e i n cl u d e d i n t h e pri m ar y A N C O V A m o d el a n d t h e g e n er ali z e d 
M C P -M o d a n al ysis; h o w e v er, a n a d diti o n al a n al ysis of c h a n g e fr o m b as eli n e i n L P S a n d W A S O o n 
Ni g ht 1 will b e p erf or m e d usi n g A N C O V A, i n cl u di n g z ol pi d e m, t o c o m p ar e z ol pi d e m wit h e a c h 
J NJ-4 2 8 4 7 9 2 2 d os e a n d pl a c e b o usi n g t w o -si d e d 9 5 % c o nfi d e n c e i nt er v als f or t h e diff er e n c e b et w e e n t h e 
gr o u ps .

S u b gr o u p a n al ys es b y a g e gr o u p ( a d ult vs. el d erl y) will b e p erf or m e d o n t h e pri m ar y, k e y s e c o n d ar y, a n d 
s e c o n d ar y effi c a c y e n d p oi nts.

T h e a n al ys es f or t h e ot h er effi c a c y e n d p oi nts will b e d es cri b e d i n t h e St atisti c al A n al ysis Pl a n ( S A P ). F or 
all s e c o n d ar y effi c a c y e n d p oi nts, n o m ulti pli cit y a dj ust m e nt will b e a p pli e d a n d n o mi n al p- v al u es will b e 
pr es e nt e d.

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

Pl as m a c o n c e ntr ati o ns f or J NJ- 4 2 8 4 7 9 2 2, M 1 2, a n d M 1 6 ( as a p pli c a bl e) will b e a n al y z e d a n d 
s u m m ari z e d b y d os e , d a y a n d ti m e p oi nt, usi n g d es cri pti v e st atisti cs. A p o p ul ati o n b as e d P K a n al ysis 
usi n g P K d at a fr o m a s el e cti o n of P h as e 1 a n d P h as e 2 st u di es will b e p erf or m e d at t h e c o m pl eti o n of t h e 
st u d y. P ost -h o c B a y esi a n esti m at es of P K p ar a m et ers f or J NJ- 4 2 8 4 7 9 2 2 ( a n d, if n e c ess ar y, f or a cti v e
m et a b olit es M 1 2 a n d M 1 6) fr o m t h e p o p ul ati o n P K a n al ysis m a y b e us e d f or e x pl or at or y e x p os ur e -
r es p o ns e a n al ys es.

P o p ul ati o n P K a n al ysis of pl as m a c o n c e ntr ati o n -ti m e d at a of J NJ- 4 2 8 4 7 9 2 2 will b e p erf or m e d usi n g 
n o nli n e ar mi x e d -eff e cts m o d eli n g. D at a m a y b e c o m bi n e d wit h t h os e of ot h er s el e ct e d st u di es t o s u p p ort a 
r el e v a nt str u ct ur al m o d el. A v ail a bl e b as eli n e s u bj e ct c h ar a ct eristi cs ( d e m o gr a p hi cs, l a b or at or y v ari a bl es, 
g e n ot y p es, r a c e, et c.) will b e i n cl u d e d i n t h e m o d el as n e c ess ar y. P ost -h o c B a y esi a n i n di vi d u al esti m at es 
of P K p ar a m et ers will b e g e n er at e d fr o m t h e p o p ul ati o n P K a n al ysis f or p ot e nti al us e i n 
e x p os ur e -r es p o ns e a n al ysis. A s n a ps h ot d at e f or P K s a m pl es t o b e a n al y z e d will b e d efi n e d, if r e q uir e d. 
S a m pl es c oll e c t e d b ef or e t his d at e will b e a n al y z e d f or J NJ -4 2 8 4 7 9 2 2, M 1 2, a n d M 1 6 ( as a p pli c a bl e) a n d 
i n cl u d e d i n t h e p o p ul ati o n P K a n al ysis. S a m pl es c oll e ct e d aft er t h e s n a ps h ot d at e will b e a n al y z e d at a 
l at er d at e, a n d m a y b e i n cl u d e d i n a p o p ul ati o n P K r e-a n al ysis w h e n t h e y b e c o m e a v ail a bl e aft er d at a b as e 
l o c k. D et ails f or t h e p o p ul ati o n P K a n d e x p os ur e -r es p o ns e a n al ysis will b e d es cri b e d i n a st a n d al o n e 
a n al ysis pl a n a n d t h e r es ults of t h e p o p ul ati o n P K a n d e x p os ur e -r es p o ns e a n al ysis will b e pr es e nt e d i n a 
s e p ar at e r e p ort.

D at a will b e list e d f or all s u bj e cts wit h a v ail a bl e pl as m a c o n c e ntr ati o ns p er tr e at m e nt gr o u p. S u bj e cts will 

b e e x cl u d e d fr o m t h e P K a n al ysis if t h eir d at a d o n ot all o w f or a c c ur at e ass ess m e nt of t h e P K ( e g, 

i n c o m pl et e a d mi nistr ati o n of t h e st u d y dr u g; missi n g i nf or m ati o n of d osi n g a n d s a m pli n g ti m es; 

c o n c e ntr ati o n d at a n ot s uffi ci e nt f or P K p ar a m et er c al c ul ati o n).

All c o n c e ntr ati o ns b el o w t h e l o w est q u a ntifi a bl e c o n c e ntr ati o n or missi n g d at a will b e l a b el e d as s u c h i n 

t h e c o n c e ntr ati o n d at a b as e. A ll s u bj e cts a n d s a m pl es e x cl u d e d fr o m t h e a n al ysis will b e cl e arl y 

d o c u m e nt e d i n t h e st u d y r e p ort.

F or J NJ- 4 2 8 4 7 9 2 2 d os e gr o u p s , d es cri pti v e st atisti cs will b e c al c ul at e d f or all i n di vi d u al d eri v e d P K 
p ar a m et ers i n cl u di n g e x p os ur e i nf or m ati o n of J NJ - 4 2 8 4 7 92 2 a n d, if n e e d e d, M 1 2, a n d M 1 6.

Bi o m ar k er A n al ysis

Bi o m ar k ers will b e t a b ul at e d b y tr e at m e nt a n d s u m m ar y st atisti cs will b e c al c ul at e d. P ost d os e c h a n g es i n 

bi o m ar k ers will b e s u m m ari z e d b y tr e at m e nt gr o u p. Ass o ci ati o ns b et w e e n b as eli n e bi o m ar k er l e v els a n d 

cli ni c al e n d p oi nts m a y b e e x pl or e d. D u e t o li mit e d s a m pli n g, t h e a n al ys es will b e e x pl or at or y.
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E x pl or at or y a n al ys es m a y b e p erf or m e d f or a d diti o n al bl o o d b as e d bi o m ar k ers, if a p pli c a bl e.

R es ults m a y b e pr es e nt e d i n a s e p ar at e r e p ort. 

Pl a n n e d bi o m ar k er a n al ys es m a y b e d ef err e d if e m er gi n g st u d y d at a s h o w n o li k eli h o o d of pr o vi di n g 
us ef ul s ci e ntifi c i nf or m ati o n. All bi o m ar k er d at a o bt ai n e d fr o m t hi s st u d y m a y als o b e i n cl u d e d i n a n 
o n g oi n g cr oss -st u d y a n al ysis 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 cli ni c al di a g n os es, p h e n ot y p es, a n d 
bi o m ar k ers.

P h ar m a c o ki n eti c a n d P h ar m a c o d y n a mi c A n al ysis

T h e r el ati o ns hi p b et w e e n t h e e x p os ur e of J NJ-4 2 8 4 7 9 2 2 a n d its a cti v e m et a b olit es M 1 2 a n d M 1 6 ( as 
n e e d e d) a n d cli ni c all y r el e v a nt s af et y a n d/ or effi c a c y m e as ur es m a y b e e v al u at e d gr a p hi c all y. F or s af et y, 
c h a n g e fr o m pl a c e b o i n c o m p ut eri z e d b att er y of c o g niti v e t ests vs 4- h o ur pl as m a c o n c e ntr ati o n o n 
Ni g ht 1 4 m a y b e e x pl or e d. F or effi c a c y, c h a n g e i n L P S vs pl as m a c o n c e ntr ati o n at r el e v a nt ti m e p oi nts 
m a y als o b e e x pl or e d. If n e e d e d, f urt h er m at h e m ati c al m o d eli n g t o c h ar a ct eri z e t h e r el ati o ns hi p m a y b e 
p erf or m e d.

S af et y A n al ysis

S af et y a n al ys es will b e b as e d o n t h e s af et y a n al ysis s et, w hi c h c o nsists of all s u bj e cts w h o ar e r a n d o ml y 
a s si g n e d t o st u d y dr u g a n d r e c ei v e at l e a s t 1 d o s e of st u d y dr u g. T h e s af et y a n al y si s s et i s t h e s a m e a s t h e 
F A S.

A d v ers e e v e nts will b e c o d e d usi n g t h e c urr e nt v ersi o n of 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). All tr e at m e nt-e m er g e nt a d v ers e e v e nts ( T E A Es) (i e, A Es wit h o ns et d uri n g t h e tr e at m e nt 
p h as e or t h at ar e a c o ns e q u e n c e of a pr e -e xisti n g c o n diti o n t h at h as w ors e n e d si n c e b as eli n e) will b e 
i n cl u d e d i n t h e a n al ysis. S eri o us a d v ers e e v e nts will b e s u m m ari z e d s e p ar at el y b y tr e at m e nt gr o u p. 
A d v ers e e v e nts of s p e ci al i nt er est ar e c at a pl e x y, sl e e p p ar al ysis, c o m pl e x sl e e p -r el at e d b e h a vi ors 
( p ar as o m ni as), a n d f alls. S u m m ari es of s u bj e cts wit h A Es of s p e ci al i nt er est m a y b e pr es e nt e d s e p ar at el y.

L a b or at or y d at a will b e s u m m ari z e d b y t y p e of l a b or at or y t est. D es cri pti v e st atisti cs will b e c al c ul at e d f or 
e a c h l a b or at or y a n al yt e at b as eli n e a n d f or o bs er v e d v al u es a n d c h a n g es fr o m b as eli n e at e a c h s c h e d ul e d 
ti m e p oi nt.

D es cri pti v e st atisti cs of vit al si g n v al u es f or o bs er v e d v al u es a n d c h a n g es fr o m b as eli n e will b e 
s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt b y tr e at m e nt. T h e p er c e nt a g e of s u bj e cts wit h v al u es b e y o n d 
cli ni c all y i m p ort a nt li mits will b e s u m m ari z e d.

S u bj e cts wit h a b n or m al fi n di n gs i n p h ysi c al e x a mi n ati o n a n d E C Gs will b e list e d. R es ults fr o m t h e 
C- S S R S, P R O MI S -A C A, c o g niti v e t est b att er y, K S S, a n d b o d y s w a y will b e t a b ul at e d at e a c h s c h e d ul e d 
ti m e p oi nt b y tr e at m e nt.

R es ults fr o m t h e P W C a n d t h e B W S Q will b e t a b ul at e d b y tr e at m e nt.
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k. T o b e c o m pl et e d b y s u bj e cts ≥ 6 5 y e ars of a g e.
l. S e e T i m e a n d E v e nts S c h e d ul e - P art 2 . S a m pl es s h o ul d b e c oll e ct e d u n d er l o w f at di et c o n diti o n s (s e e Att a c h m e nt 1 ); n o c o ns u m pti o n of al c o h oli c b e v er a g es f or at l e ast 1 2 h o urs 

pri or t o s a m pli n g; str e n u o us e x er cis e s h o ul d b e a v oi d e d f or 2 4 h o urs pri or t o t h e s a m pli n g.
m. W h e n s c h e d ul e d pr o c e d ur es c oi n ci d e, it is r e c o m m e n d e d t h at t h es e t a k e pl a c e i n t h e f oll o wi n g or d er: E C G -> vit al si g ns ( bl o o d pr ess ur e, h e art r at e) -> c o g niti v e t est b att er y-> b o d y 

s w a y-> bl o o d dr a ws f or P K .
n. S er u m or uri n e pr e g n a n c y t ests m a y b e p erf or m e d, as d et er mi n e d n e c ess ar y b y t h e i n v esti g at or, t o est a blis h t h e a bs e n c e of pr e g n a n c y at a n y ti m e d uri n g t h e s u bj e ct’s p arti ci p a ti o n i n 

t h e st u d y. A F S H t est m a y als o b e p erf or m e d at i n v esti g at or j u d g m e nt t o assist i n d et er mi ni n g if a w o m a n is of n o n-c hil d b e ari n g p ot e nti al.
o. D at e of l ast m e nstr u al p eri o d a n d a v er a g e l e n gt h of m e nstr u al c y cl e ( d a ys) will b e c oll e ct e d fr o m pr e m e n o p a us al w o m e n still h a vi n g m e ns es .
p. R e c or d e d o n D a y 8.
q. O n t h e ni g ht of f or c e d a w a k e ni n g ( Ni g ht 1 4), n o P S G a c q uisiti o n will o c c ur; t h e e v e nt of f or c e d a w a k e ni n g is s e p ar at e fr o m t h e P S G c oll e cti o n.
r. T w o c o g niti v e t est b att er y a n d b o d y s w a y tr ai ni n g s essi o ns d uri n g P art 2 of t h e s cr e e ni n g p h as e.
s. T h e pr o c e d ur es ar e r e c o m m e n d e d t o b e p erf or m e d i n t h e f oll o wi n g or d er: c o g niti v e t est b att er y - > b o d y s w a y.
t. Wit hi n 1 h o ur aft er t h e e n d of e a c h s cr e e ni n g P S G.
u. T h e P W C s h o ul d b e a d mi nist er e d o nl y b y t h e cli ni ci a n o v er t h e t el e p h o n e.
v. A t el e p h o n e c o nt a ct will c oll e ct t h e f oll o wi n g ass ess m e nts: P W C, A E c oll e cti o n, a n d c o n c o mit a nt m e di c ati o n. T h e B W S Q is a s elf-a d mi nist er e d t est, a n d n ot d o n e vi a t el e p h o n e 

c o nt a ct. S u bj e cts will c o m pl et e t his t est wit hi n t h e first h o ur of a w a k e ni n g.
w. Fr o m D a ys 1 t o 1 4. O n c e d ail y, 1 5 mi n ut es pri or t o li g hts o ut o n ni g hts w h e n P S G is r e c or d e d at t h e st u d y sit e ( Ni g hts 1 a n d 1 3) a n d at n or m al b e dti m e w h e n s u bj e cts will 

s elf-a d mi nist er t h e d os e of st u d y dr u g at h o m e or o n n o n -P S G ni g hts at t h e st u d y sit e ( Ni g hts 2 t o 1 2, Ni g ht 1 4).
x. T h e e x a ct d at e a n d ti m e of t h e l ast d os e of st u d y dr u g b ef or e t h e P K  sa m pl e c oll e cti o n will b e r ec or d e d. T h e e x a ct ti m e of t h e l ast m e al i nt a k e pri or t o d osi n g b ef or e P K  sa m pli n g 

will als o b e r e c or d e d.
y. T o b e c oll e ct e d fr o m all s u bj e cts. N ot e: A n e x c e pti o n t o t h e o v er ni g ht P K s a m pl es o n Ni g ht 1 4 m a y b e m a d e aft er dis c ussi o n wit h t h e s p o ns or’s m e di c al m o nit or. T h e r e as o n f or t h e 

e x c e pti o n m ust b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nts. If p ossi bl e, t h e 8 -h o ur 1 5 -mi n ut e P K c oll e cti o n s h o ul d b e o bt ai n e d e v e n if p erf or m e d u p t o 1 2 h o urs aft er d osi n g. T h e 
c orr e ct ti m e of t h e c oll e cti o n s h o ul d b e n ot e d.

z. T o b e c ol l e ct e d fr o m all s u bj e cts. N ot e: At st u d y sit es i n J a p a n, if t h e D a y 1 5 m or ni n g bi o m ar k er s a mpl e c a n n ot b e o bt ai n e d at t h e r e qu est e d ti m e p oi nt, it c a n b e o bt ai n e d u p t o 1 2 
h o urs p ost -d os e if n e e d e d wit h t h e c orr e ct ti m e d o c u m e nt e d .

a a. T h e p h ar m a c o g e n o mi c s a m pl e s h o ul d b e c oll e ct e d at t h e s p e cifi e d ti m e p oi nt, h o w e v er if n e c ess ar y it m a y b e c oll e ct e d at a l at er ti m e p oi nt wit h o ut c o n stit uti n g a pr ot o c ol d e vi ati o n. 
P h ar m a c o g e n o mi c bl o o d s a m pl e will b e c oll e ct e d o nl y fr o m s u bj e cts w h o h a v e c o ns e nt e d t o pr o vi d e o pt i o n al D N A s a m pl e f or p h ar m a c o g e n o mi c r es e ar c h ( w h er e l o c al r e g ul ati o ns 
p er mit).

b b. T h e 2 ni g hts of s cr e e ni n g P S G a c q uisiti o ns will b e c o n d u ct e d c o ns e c uti v el y. T h es e ass ess m e nts s h o ul d b e c o m pl et e d b et w e e n D a y -1 4 a n d a p pr o xi m at el y D a y -5 t o all o w f or 
a n al ysis of t h e P S G d at a a n d est a blis h eli gi bilit y f or r a n d o mi z ati o n.

c c. O v er ni g ht P S G r e c or di n gs will st art 1 5 mi n ut es aft er d os e a d mi nistr ati o n a n d c o nti n u e f or 8 h o urs.
d d. S u bj e cts will r e c or d t h eir s u bj e cti v e ass ess m e nt of sl e e p (s S O L, s T S T, s W A S O, s-n N A W, s Q U A L, s F R E S H) wit hi n 1 h o ur aft er t h e e n d of P S G o n ni g hts w h e n P S G r e c or di n g is 

p erf or m e d, or wit hi n 1 h o ur aft er a w a k e ni n g w h e n at h o m e/st u d y sit e usi n g t h e C S D-M t hr o u g h o ut t h e st u d y (i e, t h e C S D-M s h o ul d b e c o m pl et e d d ail y fr o m st art of s cr e e ni n g 
t hr o u g h t h e foll o w -u p visit). F or s u bj e cts usi n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e I C F, a d mi nistr ati o n of t h e C S D-M s h o ul d st art at l e ast 5 d a y s aft er t h eir l a st d os e of all 
h y p n oti c dr u g s.

e e. F or s u bj e cts usi n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e I C F, a d mi nistr ati o n of t h e I SI s h o ul d o c c ur at l e ast 5 d a ys aft e r t h eir l ast d os e of all h y p n oti c dr u g s.
ff. Y ell o w s h a di n g i n t his t a bl e r e pr es e nts pr o c e d ur es t o b e p erf or m e d w hil e s u bj e cts ar e r esid e nt at t h e st u d y sit e (i e, fr o m D a y 1 t hr o u g h n o o n of D a y 2 f or t h os e s u bj e cts n ot 

p arti ci p ati n g i n i nt e nsi v e o v er ni g ht P K s a m pli n g [ or t hr o u g h n o o n of D a y 3 f or t h os e s u bj e cts p arti ci p ati n g i n i nt e nsi v e o v er ni g ht P K s a m pli n g], a n d fr o m D a y 1 3 t hr o u g h n o o n of  
D a y 1 5).

g g. O n D a y 1, a d missi o n ass ess m e nts s u c h as f asti n g l a bs s h o ul d b e c o m pl et e d a n d t h e n a s u bj e ct m a y l e a v e t h e st u d y c e nt er a n d r et ur n at l e ast 3- 4 h o urs pri or t o b e dti m e t o c o m pl et e 
pr e d os e a n d P S G ass ess m e nts.

h h. P osts cr e e ni n g bl o o d s a m pl es f or cli ni c al l a b or at or y a n al ysis s h o ul d b e o bt ai n e d u n d er f asti n g c o n diti o ns.
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A B B R E VI A TI O N S

A E a d v ers e e v e nt
A L T al a ni n e a mi n otr a nsf er as e
A N C O V A a n al ysis of c o v ari a n c 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 c o n c e ntr ati o n -ti m e c ur v e
B D N F br ai n -d eri v e d n e ur otr o p hi c f a ct or
B W S Q B e n z o di a z e pi n e Wit h dr a w al S y m pt o m Q u esti o n n air e
B Z D b e n z o di a z e pi n e
C GI -I Cli ni c al Gl o b al I m pr essi o n – I m pr o v e m e nt
C GI - S Cli ni c al Gl o b al I m pr essi o n – S e v erit y
C R F c as e r e p ort f or m(s)
C S D - M C o ns e ns us Sl e e p Di ar y – M or ni n g A d mi nistr ati o n
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 o c hr o m e P 4 5 0
D N A d e o x yri b o n u cl ei c a ci d
D O R A d u al or e xi n ( or e xi n -1 a n d or e xi n -2) r e c e pt or a nt a g o nist
D S M - 5 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)
E C G el e ctr o c ar di o gr a m
e D C el e ctr o ni c d at a c a pt ur e
E E G el e ctr o e n c e p h al o gr a p h
E U E ur o p e a n U ni o n
F A S f ull a n al ysis s et
F D A F o o d a n d Dr u g A d mi nistr ati o n
G A B A g a m m a -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 L P G o o d L a b or at or y Pr a cti c e
H b A 1 c h e m o gl o bi n A 1 c
H P A h y p ot h al a mi c – pit uit ar y – a dr e n al
hs C R P hi g h -s e nsiti vit y C -r e a cti v e pr ot ei n
I C F i nf or m e d c o ns e nt f or m
I C H I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n
I E C I n d e p e n d e nt Et hi cs C o m mitt e e
I R B I nstit uti o n al R e vi e w B o ar d
I SI I ns o m ni a S e v erit y I n d e x
I W R S i nt er a cti v e w e b r es p o ns e s yst e m
K S S K ar oli ns k a Sl e e pi n ess S c al e
L P S l at e n c y t o p ersist e nt sl e e p
M C P -M o d M ulti pl e C o m p aris o n Pr o c e d ur e -M o d eli n g
M D D m aj or d e pr essi v e dis or d er
n N A W n u m b er of ni g htti m e a w a k e ni n g s
n N A W/ hr n u m b er of ni g htti m e a w a k e ni n gs p er h o ur
N O A E L n o o bs er v e d a d v ers e eff e ct l e v el
N R E M n o n- r a pi d e y e m o v e m e nt
O X 2 R or e xi n -2 r e c e pt or
P D p h ar m a c o d y n a mi c (s)
P GI -I P ati e nt Gl o b al I m pr essi o n – I m pr o v e m e nt
P GI - S P ati e nt Gl o b al I m pr essi o n – S e v erit y
PI pr es cri bi n g i nf or m ati o n
P K p h ar m a c o ki n eti c ( s)
P L M p eri o di c l e g m o v e m e nt
P o C Pr o of -of -C o n c e pt
P Q C Pr o d u ct Q u alit y C o m pl ai nt
P R O MI S P ati e nt R e p ort e d O ut c o m e M e as ur e m e nt I nf or m ati o n S yst e m
P R O MI S -A C A P ati e nt R e p ort e d O ut c o m e M e as ur e m e nt I nf or m ati o n S yst e m – A p pli e d C o g niti o n — A biliti es
P R O MI S -S D P ati e nt R e p ort e d O ut c o m e M e as ur e m e nt I nf or m ati o n S yst e m – Sl e e p Dist ur b a n c e
P R O MI S -S RI P ati e nt R e p ort e d O ut c o m e M e as ur e m e nt I nf or m ati o n S yst e m – Sl e e p R el at e d I m p air m e nt
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1. I N T R O D U C TI O N

J NJ- 4 2 8 4 7 9 2 2 (s elt or e x a nt) is a s h ort -a cti n g, p ot e nt a n d s el e cti v e a nt a g o nist of t h e h u m a n 

or e xi n - 2 r e c e pt or ( O X 2 R) t h at is b ei n g d e v el o p e d f or t h e tr e at m e nt of i ns o m ni a a n d m aj or 

d e pr e ssi v e dis or d er ( M D D). A cti v ati o n of or e xi n n e ur o ns c o ntri b ut es t o t h e m ai nt e n a n c e of 

w a k ef ul n ess; t h er ef or e, t h e bl o c k a d e of or e xi n r e c e pt ors, i n p arti c ul ar O X 2 R, is a n o v el 

p h ar m a c ol o gi c a p pr o a c h f or t h e tr e at m e nt of i ns o m ni a. Alt h o u g h i n c o nsist e n ci es e xi st i n t h e 

s ci e ntifi c lit er at ur e, t h er e is gr o wi n g e vi d e n c e t o s u g g est t h at s el e cti v e O X 2 R a nt a g o nists m a y 

c o nf er c ert ai n b e n efits o v er d u al or e xi n ( or e xi n- 1 a n d or e xi n -2) r e c e pt or a nt a g o nists ( D O R As), 

i n cl u di n g gr e at er pr es er v ati o n of p h y si ol o gi c sl e e p ar c hit e ct ur e a n d r e d u c e d li a bility f or 

c at a pl e x y. 7 ,1 0 ,1 6 ,1 7 ,1 8 ,5 1 ,7 0 B e c a us e t h e distri b uti o n of or e xi n n e ur o ns is m or e dis cr et e t h a n t h e 

r el ati v ely gl o b al distri b uti o n of t h e g a m m a -a mi n o b ut y ri c a ci d ( G A B A) -er gi c s y st e m i n t h e br ai n, 

it w as h y p ot h esi z e d t h at t h e or e xi n -t ar g et e d t h er a p e uti cs w o ul d r e d u c e or eli mi n at e u n d esir a bl e 

h y p n oti c a d v ers e eff e cts, as " off -t ar g et " eff e cts w o ul d b e mi ni mi z e d. 7 4 ,7 9 J NJ - 4 2 8 4 7 9 2 2 m a y  be 

pr ef er a bl e f or tr e ati n g p ati e nts wit h i ns o m ni a dis or d er w h e n c o m p ar e d wit h t h e b e n z o di a z e pi n es 

( B Z D) a n d n o n-B Z D G A B A m o d ul at ors s u c h as z ol pi d e m, z al e pl o n, z o pi cl o n e, a n d es z o pi cl o n e, 

t o g et h er k n o w n as t h e “ Z -dr u gs ”. J N J -4 2 8 4 7 9 2 2 is e x p e ct e d t o d e m o nstr at e effi c a c y  in i n d u ci n g 

a n d m ai nt ai ni n g sl e e p, wit h o ut t h e si d e eff e cts ass o ci at e d wit h ot h er cl ass es of s e d ati v e 

h y p n oti cs, s u c h as m us c ul ar at o ni a (r es ulti n g i n b al a n c e iss u es ), c o g niti v e d efi cits a n d 

a nt er o gr a d e a m n esi a, a n d d e p e n d e n c e a n d t ol er a n c e.

I ns o m ni a as a s ym pt o m aff e cts u p t o 5 0 % of t h e g e n er al p o p ul ati o n , w hil e i ns o m ni a wit h 

si g nifi c a nt d a y ti m e c o ns e q u e n c es is esti m at e d t o aff e ct 7 % t o 1 3 % of t h e p o p ul ati o n a n d is 

r e c o g ni z e d as a m aj or p u bli c h e alt h iss u e.4 3 I n a po p ul ati o n -b as e d st u d y acr oss E ur o p e, it w a s 

r e p ort e d t h at u p t o 3 7 % of i n di vi d u als r e p ort e d i ns o m ni a s ym pt o ms wit h at l e ast mil d d a y ti m e 

i m p a ct.5 9 Alt h o u g h a l a c k of u nif or mit y  in c l assif yi n g ins o m ni a h as c o ntri b ut e d t o diff er e n c es i n 

r e p orti n g r at es,1 9 it is wi d el y a gr e e d t h at i ns o m ni a is a pr e v al e nt c o m pl ai nt i n cli ni c al pr a cti c e, 

w h et h er pr es e nti n g al o n e or as a c o m or bi dit y  wit h a n ot h er m e di c al or ps y c hi atri c dis or d er. D at a 

fr o m l o n git u di n al st u di es s u g g est t h at, f or m a n y i n di vi d u als, i ns o m ni a b e c o m es a c hr o ni c iss u e, 

aff e cti n g e n er g y , c o g niti v e f u n cti o ni n g, m o o d, a n d g e n er al h e alt h; a p pr o xi m at el y  7 0 % of p ers o ns 

wit h i ns o m ni a will c o nti n u e t o r e p ort i ns o m ni a a y e ar l at er, a n d a p pr o xi m at el y  50 % r e p ort 

i ns o m ni a u p t o 3 y e ars l at er.5 2 ,5 4 ,5 5 St u di es c o nsist e ntl y  sh o w a n i n cr e asi n g pr e v al e n c e of 

i ns o m ni a wit h a g e, a n d a hi g h er pr e v al e n c e i n w o m e n v ers us m e n. 3 8 ,4 0 ,4 1 ,4 2 ,5 6 ,6 0 T h e N ati o n al 

Sl e e p F o u n d ati o n " Sl e e p i n A m eri c a P oll " b as e d o n 1, 0 0 0 i nt er vi e ws of w or ki n g A m eri c a ns 

( mi ni m u m 3 0 h o urs/ w e e k) , c o n d u ct e d i n 2 0 0 7, i n di c at e d t h at 4 4 % of t h e r es p o n d e nts r e p ort e d

l ess t h a n 7 h o urs of sl e e p o n w or k d a y s. O v er all, 6 5 % of t h es e r es p o n d e nts r e p ort e d sl e e p 

pr o bl e ms f or a f e w ni g hts a w e e k, w h er e as 4 2 % s uff er e d fr o m i ns o m ni a e v er y ni g ht i n t h e p ast 

m o nt h . As a dir e ct c o n s e q u e n c e of i ns o m ni a, d a y ti m e sl e e pi n ess w as r e p ort e d t o i nt erf er e wit h a 

t hir d of r es p o n d e nts’ d ail y  a cti viti es i n cl u di n g w or k, dri vi n g, a n d s o ci al a cti viti es. 5 7

A gi n g i s ass o ci at e d wit h a gr a d u al d e cli n e i n sl e e p q u alit y, m ar k e d b y  mor e fr a g m e nt e d sl e e p 

wit h s h ort er p eri o ds of sl o w w a v e sl e e p, i n cr e asi n g sl e e p l at e n c y, a n d r e d u c e d sl e e p 

effi ci e n c y .4 ,5 0 I ns o m ni a is p arti c ul arl y  co m m o n a m o n g ol d er p ers o ns, wit h t h e r e p ort e d 

pr e v al e n c e r a n gi n g fr o m 2 1 % t o m or e t h a n 4 0 % a cr oss st u di es. 1 3 ,3 6 I n cli ni c al pr a cti c e, t h er e ar e 

s e v er al sl e e p c o m pl ai nts c h ar a ct eristi c of i ns o m ni a – diffi c ult y i niti ati n g sl e e p, diffi c ult y 
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of a p pr o xi m at el y  10 h o urs , i n c o ntr ast t o J N J -4 2 8 4 7 9 2 2 wit h a h alf -lif e of 2 t o 3 h o urs. T h e 

s h ort er P K pr ofil e of J N J - 4 2 8 4 7 9 2 2 i s e x p e ct e d t o r es ult i n a m or e f a v or a bl e a d v er s e e v e nt ( A E )

pr ofil e c o m p ar e d t o s u v or e x a nt ( S e cti o n 1. 1. 2 , Cli ni c al St u di es). N o s el e cti v e or e xi n a nt a g o nists

ar e c urr e ntl y a p pr o v e d f or t h e tr e at m e nt of i ns o m ni a.

T h e or e xi n n e ur o p e pti d es ( or e xi n -A a n d or e xi n -B, als o k n o w n as h y p o cr eti n -1 a n d h y p o cr eti n -2) 

ar e pr o d u c e d b y  a cl ust er of n e ur o ns wit hi n t h e l at er al p ost eri or h y p ot h al a m us 1 6 a n d pr oj e ct 

wi d el y  thr o u g h o ut t h e br ai n . T h e or e xi ns pl a y  a maj or r ol e i n t h e r e g ul ati o n of sl e e p -w a k e 

st at es. 2 8 A cti v ati o n of or e xi n n e ur o ns c o ntri b ut es t o t h e m ai nt e n a n c e o f w a k ef ul n ess . L oss of 

h y p ot h al a mi c or e xi n n e ur o ns i n h u m a ns r es ults i n n ar c ol e ps y, a c o n diti o n c h ar a ct eri z e d b y  

e x c essi v e sl e e pi n ess, h y p n a g o gi c h all u ci n ati o ns, a n d c at a pl e x y .8 6 Or e xi n s m e di at e t h eir eff e ct b y  

sti m ul ati n g 2 cl os el y r el at e d G pr ot ei n -c o u pl e d r e c e pt ors, or e xi n - 1 r e c e pt or a n d O X 2 R , l o c at e d 

i n w a k e -a cti v e m o n o a mi n er gi c a n d c h oli n er gi c s yst e m s .6 3 ,7 2 It has b e e n d e m o nstr at e d t h at t h e 

ar o us al eff e ct of or e xi n -A d e p e n d s o n hist a mi n er gi c a cti v ati o n vi a t h e O X 2 R i n t h e 

t u b er o m a m mill ar y n u cl e us .2 1 ,3 4

A P h as e 2 a Pr o of - of-C o n c e pt ( P o C) st u d y (St u d y 4 2 8 4 7 9 2 2I S M 2 0 0 2) t o e v al u at e t h e effi c a c y , 

s af et y, a n d t ol er a bilit y of t h e 4 0- m g d os e of J N J -4 2 8 4 7 9 2 2, a d mi nist er e d o v er 5 d a y s v ers us 

pl a c e b o ( 2-w a y  cr oss o v er d esi g n) i n s u bj e cts wit h i ns o m ni a wit h o ut p s y c hi atri c c o m or bi diti es 

s h o w e d a st atisti c all y si g nifi c a nt a n d cli ni c all y  me a ni n gf ul eff e ct o n sl e e p effi ci e n c y  (S E ), L P S, 

a n d T S T , a n d a m o d est eff e ct o n W A S O c o m p ar e d t o pl a c e b o . T h e eff e cts of J N J - 4 2 8 4 7 9 2 2 o n 

si m ul at e d c ar dri vi n g w er e i n v esti g at e d i n a s m all 3 -w a y  cr oss o v er e x pl or at or y  st u d y 

( St u d y 4 2 8 4 7 9 2 2 E DI 1 0 1 1 ) i n h e alt h y a d ult s u bj e cts wit h o ut i ns o m ni a. C o m p ar e d t o 1 0 -m g 

z ol pi d e m, a d mi nistr ati o n of 4 0- m g J N J -4 2 8 4 7 9 2 2 l e d t o a m or e tr a nsi e nt a n d l ess er d e gr e e of 

i m p air m e nt i n o bj e cti v e a n d s u bj e cti v e dri vi n g p erf or m a n c e t h at l ar g el y nor m ali z e d at 6 h o urs 

aft er d os e a d mi nistr ati o n. ( R ef er t o S e cti o n 1. 1. 2 , Cli ni c al St u di es f or a d diti o n al d et ails).

T o d at e, J NJ - 4 2 8 4 7 9 2 2 h as b e e n s h o w n t o b e w ell t ol er at e d i n a d ult a n d el d erl y  su bj e cts. T h e 

m a xi m al d ail y d os e l e v els a d mi nist er e d i n si n gl e- a n d m ulti pl e d os e st u di es ar e 8 0- m g  an d 

6 0- m g, r es p e cti v ely.  Pr eli mi n ar y saf et y  res ults fr o m a n o n g oi n g st u d y 

(St u d y 4 2 8 4 7 9 2 2 E DI 1 0 1 4 ) i n el d erl y  he alt h y s u bj e ct c o h orts s h o w t h at si n gl e e v e ni n g d osi n g of 

J NJ-4 2 8 4 7 9 2 2 1 0 m g a n d 2 0 m g d os es ar e w ell t ol er at e d.

F or t h e m ost c o m pr e h e nsi v e n o n cli ni c al a n d cli ni c al i nf or m ati o n r e g ar di n g J N J - 4 2 8 4 7 9 2 2, r ef er 

t o t h e l at est v ersi o n of t h e I n v esti g at or's Br o c h ur e f or J N J -4 2 8 4 7 9 2 2 .3 5

C CI
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T h e t er m "s p o ns or " u s e d t hr o u g h o ut t his d o c u m e nt r ef ers t o t h e e ntiti es list e d i n t h e C o nt a ct 

I nf or m ati o n p a g e(s), w hi c h will b e pr o vi d e d as a se p ar at e d o c u m e nt.

1. 1. B a c k gr o u n d

1. 1. 1. N o n cli ni c al St u di e s

N o n cli ni c al P h ar m a c ol o g y

S af et y  P h ar m a c ol o g y

P h ar m a c o ki n eti cs a n d Pr o d u ct M et a b olis m i n A ni m als

C CI

C CI

C CI
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T o xi c ol o g y

C CI

C CI
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1. 1. 2. Cli ni c al St u di e s

T o d at e, cli ni c al c o n d u ct h as b e e n c o m pl et e d i n 1 1 P h as e 1 cli ni c al st u di es a n d 1 P h as e 2 st u d y

wit h or al s us p e nsi o n a n d s oli d d os a g e f or m ul ati o ns of J NJ- 4 2 8 4 7 9 2 2. A t ot al of 2 3 9 h e alt h y 

C CI
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m al e a n d f e m al e s u bj e cts, 6 8 m al e a n d f e m al e s u bj e cts wit h M D D , a n d 2 8 m al e a n d f e m al e 

s u bj e cts wit h i ns o m ni a p arti ci p at e d i n t h es e st u di es, of w h o m 2 7 1 s u bj e cts r e c ei v e d at l e ast 

1 d os e of J N J -4 2 8 4 7 9 2 2 (T a bl e 1 ). I n a d diti o n, a n o p e n -l a b el si n gl e d os e st u d y

( St u d y 4 2 8 4 7 9 2 2 E DI 1 0 1 4) i n h e alt h y  ad ult a n d el d erl y  su bj e cts t o ass ess t h e eff e cts of a g e a n d 

s e x o n t h e P K of J NJ-4 2 8 4 7 9 2 2 is o n g oi n g.

T a bl e 1: List of C o m pl et e d St u di es

St u d y N u m b e r B ri ef O bj e cti v e

F o r m ul ati o n/ 
J N J -4 2 8 4 7 9 2 2 D os e 

( D os e ti mi n g) P o p ul ati o n

T ot al N o. of 
S u bj e cts 

( E n r oll e d/ 
C o m pl et e d/
D os e d wit h 

J N J -4 2 8 4 7 9 2 2)
P h as e 1
4 2 8 4 7 9 2 2 E DI 1 0 0 1 S af et y, t ol er a bilit y, a n d 

p h ar m a c o ki n eti cs ( P K ).
Or al S us p e nsi o n/ 1 0, 2 0, 
4 0, a n d 8 0 m g ( mor ni n g, 
f ast e d), 2 0 m g ( m or ni n g, 
f e d), a n d 20 m g ( e v e ni n g, 
at l e ast 4 h o urs aft er 
di n n er) , si n gl e d os e

H e alt h y m al e s u bj e cts 5 7/ 5 7/ 3 8

4 2 8 4 7 9 2 2 E DI 1 0 0 2 Eff e ct of J NJ -4 2 8 4 7 9 2 2 o n 
p ol ys o m n o gr a p h y ( P S G) 
m e as ur es a n d d e pr essi v e 
s y m pt o ms.

Or al s us p e nsi o n/ 1 0, 2 0 or 
4 0 m g ( b e dti m e, 4 t o 
5 h o urs aft er di n n er) , 
si n gl e d os e

S u bj e cts wit h M D D 
wit h i ns o m ni a w h o ar e 
st a bl y tr e at e d wit h 
a nti d e pr ess a nts

2 0/ 1 8/ 2 0

4 2 8 4 7 9 2 2 E DI 1 0 0 3 S af et y, t ol er a bilit y, P K, a n d 
p h ar m a c o d y n a mi cs ( P D)

Or al s us p e nsi o n/ 5, 1 0, 2 0, 
4 0, a n d 6 0 m g ( m or ni n g, 
1 h o ur aft er t h e st art of a 
li g ht br e a kf ast), multi -
as c e n di n g d os e f or 1 0 d a ys

H e alt h y s u bj e cts 4 0/ 3 9/ 3 0

4 2 8 4 7 9 2 2 E DI 1 0 0 4 Bi o a v ail a bilit y, f o o d eff e ct, 
s af et y a n d t ol er a bilit y.

Or al s us p e nsi o n vs 
t a bl et/ 2 0 m g ( m or ni n g, 
f ast e d), si n gl e d os e

H e alt h y m al e s u bj e cts 1 8/ 1 7/ 1 8

4 2 8 4 7 9 2 2 E DI 1 0 0 5 Eff e ct of itr a c o n a z ol e o n 
P K, s af et y a n d t ol er a bilit y 
of J NJ-4 2 8 4 7 9 2 2.

S us p e nsi o n/ 5 m g 
( m or ni n g, f ast e d), si n gl e 
d o s e

H e alt h y m al e s u bj e cts 1 6/ 1 6/ 1 6

4 2 8 4 7 9 2 2 E DI 1 0 0 6  Eff e ct of r a b e pr a z ol e o n P K, 
s af et y a n d t ol er a bilit y of 
J NJ-4 2 8 4 7 9 2 2.

T a bl et/ 2 0 m g ( m or ni n g, 
f ast e d), si n gl e d os e

H e alt h y m al e s u bj e cts 1 6/ 1 6/ 1 6

4 2 8 4 7 9 2 2 E DI 1 0 0 9 Eff e ct of rif a m pi n o n P K, 
s af et y a n d t ol er a bilit y of 
J NJ-4 2 8 4 7 9 2 2.

T a bl et/ 4 0 m g ( m or ni n g, 
f ast e d), si n gl e d os e

H e alt h y s u bj e cts 1 4/ 1 4/ 1 4

4 2 8 4 7 9 2 2 E DI 1 0 1 0 Eff e ct of J NJ -4 2 8 4 7 9 2 2 o n 
P K, s af et y, a n d t ol er a bilit y 
of mi d a z ol a m a n d w arf ari n; 
a n d P D of w arf ari n.

T a bl et/ 2 0 m g ( m or ni n g, 
f ast e d), u p t o 9 d a ys

H e alt h y s u bj e cts 1 8/ 1 7/ 1 7

4 2 8 4 7 9 2 2 E DI 1 0 1 1 D ur ati o n of eff e cts of 
J NJ-4 2 8 4 7 9 2 2, z ol pi d e m, 
a n d pl a c e b o o n si m ul at e d 
c ar dri vi n g a n d c o g niti v e 
p erf or m a n c e.

T a bl et/ 4 0 m g ( b e dti m e, 
4 h o urs aft er a st a n d ar d 
di n n er) , si n gl e d os e

H e alt h y s u bj e cts 3 6/ 3 5/ 3 5

4 2 8 4 7 9 2 2I S M 1 0 0 2 S af et y, t ol er a bilit y a n d P K 
of J NJ -4 2 8 4 7 9 2 2 i n h e alt h y 
J a p a n es e su bj e cts .

T a bl et/ 5, 2 0 or 4 0 m g 
( m orni n g, f ast e d), si n gl e 
as c e n di n g d os e

H e alt h y J a p a n es e m al e 
s u bj e cts

2 4/ 2 4/ 1 8

4 2 8 4 7 9 2 2 M D D 1 0 0 1 S af et y, effi c a c y a n d 
bi o m ar k er st u d y wit h 
J NJ-4 2 8 4 7 9 2 2.

T a bl et/ 2 0 m g ( b e dti m e, 
3 t o 5 h o urs aft er di n n er) , 
u p t o 2 8 d a ys

S u bj e cts wit h M aj or 
D e pr essi v e Dis or d er

4 8/ 4 7/ 2 2

P h as e 2
4 2 8 4 7 9 2 2I S M 2 0 0 2 Effi c a c y, s af et y a n d 

t ol er a bilit y of 
J NJ-4 2 8 4 7 9 2 2.

T a bl et/ 4 0 m g ( b e dti m e,
3 t o 5 h o urs aft er di n n er) 
f or 5 d a ys

S u bj e cts wit h i ns o m ni a 
dis or d er wit h o ut 
ps y c hi atri c c o m or bi dit y

2 8/ 2 7/ 2 7
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P h ar m a c o ki n eti cs ( P K)
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P h ar m a c o d y n a mi cs ( P D)
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S af et y  a n d T ol er a bilit y
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1. 2. C o m p ar at or Dr u g
C CI

C CI
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1. 3. O v er all R ati o n al e f or t h e St u d y

I ns o m ni a as a s ym pt o m aff e cts u p t o 5 0 % of t h e g e n er al p o p ul ati o n, w hil e i ns o mni a wit h 

si g nifi c a nt d a y ti m e c o ns e q u e n c es is esti m at e d t o aff e ct 7 % t o 1 3 % of t h e p o p ul ati o n a n d is 

r e c o g ni z e d as a m aj or p u bli c h e alt h iss u e.4 3 Alt h o u g h a l a c k of u nif or mit y  in cl assif y i n g 

i ns o m ni a h as c o ntri b ut e d t o diff er e n c es i n r e p orti n g r at es,1 9 it i s wi d el y agr e e d t h at i n s o m ni a i s a 

pr e v al e nt c o m pl ai nt i n cli ni c al pr a cti c e, w h et h er pr es e nti n g al o n e or a s a c o m or bi dit y  wit h 

a n ot h er m e di c al or p s y c hi atri c dis or d er. D at a fr o m l o n git u di n al st u di es s u g g est t h at, f or m a n y 

i n di vi d u als, i ns o m ni a b e c o m es a c hr o ni c iss u e, aff e cti n g e n er g y , c o g niti v e f u n cti o ni n g, m o o d, 

a n d g e n er al h e alt h; a p pr o xi m at el y  70 % of p ers o ns wit h i ns o m ni a will c o nti n u e t o r e p ort 

i ns o m ni a a y e ar l at er, a n d a p pr o xi m at el y  50 % r e p ort i ns o m ni a u p t o 3 y e ars l at er.5 2 ,5 4 ,5 5 St u di es 

c o nsist e ntl y  sh o w a n i n cr e asi n g pr e v al e n c e of i ns o m ni a wit h a g e, a n d a hi g h er pr e v al e n c e i n 

w o m e n v ers us m e n. 3 8 ,4 0 ,4 1 ,4 2 ,5 6 ,6 0

J NJ- 4 2 8 4 7 9 2 2 is a p ot e nt a n d s el e cti v e a nt a g o nist of t h e h u m a n O X 2 R t h at is b ei n g d e v el o p e d 

f or t h e tr e at m e nt o f i ns o m ni a a n d M D D. I n rats, J NJ - 4 2 8 4 7 9 2 2 q ui c kl y  an d r e v ersi bl y bi n ds t o 

O X 2 R i n t h e br ai n aft er or al a d mi nistr ati o n a n d r e d u c es sl e e p l at e n c y an d i n cr e as es t ot al sl e e p 

d ur ati o n w hil e h a vi n g mi ni m al, n o n- si g nifi c a nt eff e cts o n R E M sl e e p. 

T o d at e, t h e st u di e s c o n d u ct e d i n s u p p ort of t h e d e v el o p m e nt pr o gr a m h a v e f o c u s e d o n d et e cti o n 

of a s o m n ol e n c e si g n al a n d o n s af et y a n d t ol er a bilit y in h e alt h y  su bj e cts a n d i n s u bj e cts wit h 

M D D a n d/ or i ns o m ni a. I n hu m a n s u bj e cts, J N J - 4 2 8 4 7 9 2 2 i n d u c e d d o s e -r el at e d s o m n ol e n c e i n 

h e alt h y  su bj e cts aft er m or ni n g a d mi nistr ati o n. W h e n a d mi nist er e d at b e dti m e i n a 1- h o ur p h as e 

a d v a n c e m o d el i n s u bj e cts wit h M D D wit h c o m or bi d i ns o m ni a, si n gl e d os es of 1 0 t o 4 0 m g  

d e cr e as e d L P S a n d i n cr e as e d T S T. I n th e P o C m ulti pl e d os e st u d y in a d ult s u bj e cts wit h 

i ns o m ni a dis or d er wit h o ut p s y c hi atri c c o m or bi dit y  (St u d y  42 8 4 7 9 2 2I S M 2 0 0 2), all s u bj e cts 

r e c ei v e d 4 0 m g at b e dti m e f or 5 d a y s. O v er all, o bj e cti v e ( p er P S G) a n d s u bj e cti v e sl e e p 

p ar a m et ers w er e b ot h i m pr o v e d b y tr e at m e nt with J N J-4 2 8 4 7 9 2 2 a n d c orr el at e d w ell. T h e r es ults 

s h o w e d a m or e pr o n o u n c e d eff e ct o n S E, L P S, a n d T S T wit h a m o d est eff e ct o n W A S O, 

c o n si st e nt wit h t h e r e s ult s s e e n i n St u d y  4 2 8 4 7 9 2 2 E DI 1 0 0 2 f or t h e 2 0- m g d os e. T h e s e d at a h a v e 

c o nsist e ntl y  sh o w n a s o m n ol e n c e -i n d u ci n g eff e ct of J N J - 4 2 8 4 7 9 2 2, c o nsist e nt wit h a h y p n oti c 

pr ofil e.

T o d at e, J NJ- 4 2 8 4 7 9 2 2 h as b e e n s h o w n t o b e w ell t ol er at e d i n a d ult a n d el d erl y  su bj e cts. T h e 

m a xi m al d ail y d os e l e v els a d mi nist er e d i n si n gl e- a n d m ulti pl e -d os e st u di es ar e 8 0 m g  an d 

6 0 m g, r es p e cti v ely. Pr eli mi n ar y  saf et y r es ults fr o m St u d y  42 8 4 7 9 2 2 E DI 1 0 1 4 i n el d erl y  he alt h y 

s u bj e ct c o h orts s h o w t h at si n gl e e v e ni n g d osi n g of J N J - 4 2 8 4 7 9 2 2 1 0 m g a n d 2 0 m g  dos es ar e 

w ell t ol er at e d.

As t h e n e xt st e p i n t h e d e v el o p m e nt of J N J -4 2 8 4 7 9 2 2, t his st u d y will f o c us o n d et er mi ni n g t h e 

cli ni c all y  eff e cti v e d os e r a n g e a n d st u d yi n g s af et y a n d t ol er a bilit y of a r a n g e of d os es.

I n this st u d y, t h e d os e -r es p o ns e pr ofil e will b e c h ar a ct eri z e d i n a d ult a n d el d erl y s u bj e cts wit h 

i ns o m ni a dis or d er. A d diti o n all y , J NJ- 4 2 8 4 7 9 2 2 will b e e v al u at e d f or s af et y a n d t ol er a bilit y 

a cr oss a r a n g e of d o s e s. T h e ai m of t his st u d y is t o i n v esti g at e t h e eff e cts of 3 d os es of 

J NJ - 4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g ), c o m p ar e d t o pl a c e b o, o n sl e e p o ns et a n d m ai nt e n a n c e a n d t o
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f urt h er d o c u m e nt t h e s af et y an d t ol er a bilit y of J NJ- 4 2 8 4 7 9 2 2 u p o n m ulti pl e ( 1 4 d a y s) d os e 

a d mi nistr ati o n i n s u bj e cts wit h i ns o m ni a dis or d er. 

I n a d diti o n, eff e cts of J N J - 4 2 8 4 7 9 2 2 o n sl e e p p ar a m et ers ( o bj e cti v e a n d s u bj e cti v e), r esi d u al 

eff e cts, a n d c o g niti o n will b e c o m p ar e d t o t h os e eff e cts of z ol pi d e m, t o i n v esti g at e p ot e nti al

diff er e n c es b et w e e n t h e c o m p o u n ds .

T h e r es ults of t his st u d y  will b e us e d t o i nf or m t h e P h as e 3 d e v el o p m e nt pl a n.

1. 4. O v er all Ri s k a n d B e n efit A s s e s s m e nt

As f urt h er d es cri b e d i n S e cti o n 1 , I ntr o d u cti o n, a n d t h e r ati o n al e f or t hi s st u d y (S e cti o n 1. 3 , 

O v er all R ati o n al e f or t h e St u d y ), i ns o m ni a is a c o m m o n s ym pt o m wit h si g nifi c a nt d a y ti m e 

c o ns e q u e n c es a n d is r e c o g ni z e d as a m aj or p u bli c h e alt h iss u e. F or m a n y i n di vi d u als, i ns o m ni a 

b e c o m es a c hr o ni c iss u e, aff e cti n g e n er g y , c o g niti v e f u n cti o n, m o o d, a n d g e n er al h e alt h. 

T h e c urr e ntl y  av ail a bl e d at a (s e e S e cti o n 1. 1. 2 , Cli ni c al St u di es, a n d t h e J NJ - 4 2 8 4 7 9 2 2 

I n v esti g at or’s Br o c h ur e 3 5 ) s u p p ort t his cli ni c al st u d y th at i n v esti g at es t h e effi c a c y  an d s af et y of 

J NJ-4 2 8 4 7 9 2 2 i n a d ult a n d el d erl y s u bj e cts wit h i ns o m ni a.

B as e d o n t h e r es ults of i niti al P h as e 1 a n d P h as e 2 a P S G st u di es, i m pr o v e m e nts i n i ns o m ni a 

s ym pt o ms h a v e b e e n o bs er v e d f oll o wi n g si n gl e e v e ni n g d os es of J N J -4 2 8 4 7 9 2 2 ( 1 0, 2 0, a n d 

4 0 m g) i n s u bj e cts wit h M D D a n d i ns o m ni a, a n d aft er m ulti pl e e v e ni n g d os es of J NJ- 4 2 8 4 7 9 2 2

( 4 0 m g f or 5 d a y s) i n s u bj e cts wit h i ns o m ni a wit h o ut p s y c hi atri c c o m or bi dit y . T h e eff e ct of 

J NJ-4 2 8 4 7 9 2 2 o n i ns o m ni a s y m pt o ms w as cli ni c all y  r el ev a nt as e arl y as D a y  1 of e x p os ur e, wit h 

s u bj e cts s h o w i n g a n d i m pr o v e m e nt i n b ot h o bj e cti v e a n d s u bj e cti v e sl e e p p ar a m et ers i n t h e 

m ulti pl e -d os e st u d y . 

A d d iti o n all y, t h e s af et y a n d t ol er a bilit y dat a s o f ar a c c u m ul at e d f or J N J - 4 2 8 4 7 9 2 2 i n h e alt h y 

s u bj e cts , s u bj e cts wit h i ns o m ni a dis or d er, a n d s u bj e cts wit h M D D a n d i ns o m ni a w er e g e n er all y  

a c c e pt a bl e b as e d o n a t h or o u g h r e vi e w of t h e s af et y  i nf or m ati o n fr o m c o mpl et e d cli ni c al st u di es. 

N o d e at h or S A Es w er e r e p ort e d aft er s u bj e cts r e c ei v e d J N J -4 2 8 4 7 9 2 2. T h e m ost c o m m o nl y 

r e p ort e d T E A Es w er e s o m n ol e n c e, h e a d a c h e, a n d di z zi n ess wit h m ost T E A Es b ei n g mil d or 

m o d er at e i n i nt e nsit y. A d v ers e dr u g r e a cti o ns attri b ut e d t o J N J -4 2 8 4 7 9 2 2 w er e sl e e p p ar al ys is,

s o m n ol e n c e, a n d a b n or m al dr e a ms. F e w s u bj e cts r e p ort e d t h es e e v e nts at d os es pl a n n e d f or t his 

C CI
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st u d y an d all w er e s elf-li mit e d a n d mil d or m o d er at e i n i nt e nsit y. B as e d o n t h e s h ort h alf -lif e of 

J NJ- 4 2 8 4 7 9 2 2, n o a c c u m ul a ti o n of st u d y dr u g is e x p e ct e d. ( R ef er t o S e cti o n 1. 1. 2 , Cli ni c al 

St u di es, a n d t h e J NJ -4 2 8 4 7 9 2 2 I n v esti g at or’s Br o c h ur e 3 5 f or a d diti o n al d et ails). 

T o e ns ur e s af e u s e of t h e st u d y dr u g, b e si d e s r o uti n e s af et y m o nit ori n g a n d s u bj e ct m a n a g e m e nt, 

t his pr ot o c ol als o i n cl u d es s p e cifi c ris k miti g ati o n str at e gi es as f oll o ws: n o f urt h er e nr oll m e nt of 

w o m e n of c hil d b e ari n g p ot e nti al ( W O C B P) , si n c e a f e m al e r at f ertilit y st u d y s u g g est e d t h at 

J NJ- 4 2 8 4 7 9 2 2 r e d u c e d f e m al e r at f ertilit y r at es at all d os es st u di e d; r estri cti o ns o n dri vi n g, 

o p er ati n g m a c hi n er y , or e n g a gi n g i n h a z ar d o u s a cti vit y wh e n s u bj e ct s h a v e h a d l e s s t h a n 6 h o ur s 

sl e e p t h e ni g ht b ef or e ( S e cti o n 4. 3 , Pro hi biti o n a n d R e stri cti o n s); o v er ni g ht i n -h o us e o bs er v ati o n 

of s u bj e cts at st u d y sit es aft er t h e first d os e a d mi nistr ati o n of st u d y dr u g (s e e T i m e a n d E v e nts 

S c h e d ul e - P art 1 ); p a y i n g s p e ci al att e nti o n t o cli ni c all y  si g nifi c a nt A Es t h at ar e k n o w n t o h a v e 

b e e n r e p ort e d wit h dr u gs of t h e s a m e p h ar m a c ol o gi c al cl ass ( S e cti o n 9. 6 , S af et y 

E v al u ati o ns/ A d v ers e E v e nts of S p e ci al I nt er est); a n d r e d u ci n g s ui ci d alit y ris k i n h er e nt i n t h e 

u n d erl y i n g d e pr essi o n b y  ex cl u di n g hi g h ris k s u bj e cts ( S e cti o n 4. 2 , E x cl usi o n Crit eri a) a n d 

p erf or mi n g C -S S R S at e v er y  sit e visit ( S e cti o n 9. 6 , S af et y E v al u ati o ns/ C-S S R S). 

T h e i nf or m ati o n o bt ai n e d t o d at e r e g ar di n g J N J - 4 2 8 4 7 9 2 2 s u g g ests t h at t h e p ot e nti al b e n efits t o 

p ati e nts wit h i ns o m ni a i n f ulfilli n g a n u n m et m e di c al n e e d o ut w ei g h t h e i d e ntifi e d (i e, a d v ers e 

dr u g r e a cti o ns) a n d p ot e nti al ris ks (s e e A d v ers e E v e nts of S p e ci al I nt er est i n S e cti o n 9. 6 , S af et y 

E v al u ati o ns) at t h e d os es s el e ct e d f or f urt h er i n v esti g ati o n.

2. O B J E C TI V E , E N D P OI N T S, A N D H Y P O T H E SI S

2. 1. O bj e cti v e s a n d E n d p oi nt s

O bj e cti v es E n d p oi nts
P ri m a r y
 T o ass ess t h e d os e -r es p o ns e of 3 d os es of 

J NJ-4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g) c o m p ar e d t o 
pl a c e b o o n a n o bj e cti v e m e as ur e of sl e e p o ns et 
i n s u bj e cts wit h i ns o m ni a dis or d er.

 C h a n g e fr o m b as eli n e i n L P S as m e as ur e d b y 
P S G o n Ni g ht 1

K e y S e c o n d a r y
 T o ass ess t h e d os e -r es p o ns e of 3 d os es of 

J NJ- 4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g) c o m p ar e d t o 
pl a c e b o o n a n o bj e cti v e m e as ur e of 
m ai nt e n a n c e of sl e e p i n s u bj e cts wit h 
i ns o m ni a dis or d er.

 C h a n g e fr o m b as eli n e i n W A S O o v er t h e first 
6 h o urs as m e as ur e d b y P S G o n Ni g ht 1

S e c o n d a r y
Effi c a c y

 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h pl a c e b o i n i m pr o vi n g 
a d diti o n al o bj e cti v e sl e e p p ar a m et ers

C h a n g e fr o m b as eli n e i n P S G p ar a m et ers 
i n cl u di n g:
 L P S o n Ni g ht 1 3

 W A S O o v er t h e first 6 h o urs o n Ni g ht 1 3

 T S T ( o v er 6 a n d 8 h o urs) o n Ni g hts 1 a n d 1 3 

 S E o n Ni g hts 1 a n d 1 3
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O bj e cti v es E n d p oi nts
 ot h er s e c o n d ar y P S G sl e e p p ar a m et ers 

( d et ail e d i n S e cti o n 9. 2. 1 ) o n Ni g hts 1 a n d 1 3

 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h z ol pi d e m i n i m pr o vi n g 
o bj e cti v e sl e e p p ar a m et ers

C h a n g e fr o m b as eli n e i n P S G p ar a m et ers o n 
Ni g hts 1 a n d 1 3 i n cl u di n g:
 L P S

 W A S O o v er t h e first 6 h o urs

 T S T ( o v er 6 a n d 8 h o urs) 

 S E 

 ot h er s e c o n d ar y P S G sl e e p p ar a m et ers 
( d et ail e d i n S e cti o n 9. 2. 1 )

 T o ass ess t h e eff e c t of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h z ol pi d e m a n d pl a c e b o o n 
s elf -r e p ort e d m e as ur es of sl e e p

P ati e nt- r e p ort e d m e as ur es i n cl u di n g:
 C h a n g e fr o m b as eli n e i n s u bj e cti v e sl e e p 

p ar a m et ers as m e as ur e d b y t h e C o ns e ns us 
Sl e e p Di ar y – M or ni n g A d mi nistr ati o n 
( C S D-M) ,1 1 i n t h e m or ni n g o n D a ys 2 a n d 1 4

 C h a n g e fr o m b as eli n e i n sl e e p dist ur b a n c e a n d 
i m p air m e nt as m e as ur e d b y t h e N ati o n al 
I nstit ut es of H e alt h P ati e nt R e p ort e d O ut c o m e 
M e as ur e m e nt I nf or m ati o n S yst e m ( P R O MI S) 
s h ort f or m 8 a f or Sl e e p Dist ur b a n c e 
( P R O MI S-S D) a n d P R O MI S s h ort f or m 8 a f or 
Sl e e p R el at e d I m p air m e nt ( P R O MI S-S RI ) o n 
D a ys 8 a n d 1 4

 C h a n g e fr o m b as eli n e i n s u bj e ct's ass ess m e nt 
of i ns o m ni a s e v erit y usi n g t h e P ati e nt Gl o b al 
I m pr essi o n – S e v erit y ( P GI-S) s c al e a n d 
s u bj e ct's ass ess m e nt of i m pr o v e m e nt i n 
i ns o m ni a usi n g t h e P ati e nt Gl o b al I m pr essi o n
– I m pr o v e m e nt ( P GI -I) s c al e o n D a y 1 4.

 T o ass ess t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 
c o m p ar e d wit h z ol pi d e m a n d pl a c e b o i n 
i m pr o vi n g:

– R es p o ns e a n d r e missi o n of i ns o m ni a 
s y m pt o ms

 Pr o p orti o n of r es p o n d ers, d efi n e d as a ≥ 5 0 % 
r e d u cti o n fr o m b as eli n e i n t ot al s c or e o n t h e 
I ns o m ni a S e v erit y I n d e x (I SI) o n D a y 1 4

 Pr o p orti o n of s u bj e cts wit h r e missi o n of 
i ns o m ni a s y m pt o ms, d ef i n e d as a t ot al s c or e 
≤ 1 0 o n t h e I SI o n D a y 1 4

– Cli ni c al s e v erit y a n d i m pr o v e m e nt of 
i ns o m ni a s y m pt o ms

 C h a n g e fr o m b as eli n e i n cli ni ci a n's ass ess m e nt 
of i ns o m ni a s e v erit y usi n g t h e Cli ni c al Gl o b al 
I m pr essi o n – S e v erit y ( C GI-S) a n d 
i m pr o v e m e nt i n i ns o m ni a u si n g t h e Cli ni c al 
Gl o b al I m pr essi o n – I m pr o v e m e nt ( C GI-I) o n 
D a y 1 4
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O bj e cti v es E n d p oi nts
S af et y

 T o ass ess t h e s af et y a n d t ol er a bilit y of 
J NJ- 4 2 8 4 7 9 2 2 c o m p ar e d wit h z ol pi d e m a n d 
pl a c e b o i n s u bj e cts wit h i ns o m ni a dis or d er

S af et y ass ess m e nts i n cl u di n g:
 A d v ers e e v e nts ( A Es) 

 Pr o p orti o n of all S A Es a n d e v e nts of s p e ci al 
i nt er est ( eg, f alls, p ar as o m ni as)

 Vit al si g ns, p h ysi c al e x a mi n ati o ns, E C G, a n d 
l a b or at or y p ar a m et ers

 C- S S R S

 R esi d u al eff e cts as m e as ur e d b y:

– T h e pr es e n c e of n e xt d a y s u bj e cti v e 
r esi d u al eff e cts as m e as ur e d b y t h e 
K ar oli ns k a Sl e e pi n ess S c al e ( K S S) o n 
D a ys 2 a n d 1 4 

– P ost ur al st a bilit y ( b o d y s w a y) as 
m e as ur e d wit h a n at a xi a m et er o n D a ys 2 
a n d 1 4 i n t h e m or ni n g a n d o n D a y 1 5 at 
4- h o urs p ost Ni g ht 1 4 d os e ( mi d dl e of t h e 
ni g ht a w a k e ni n g)

 T o o bj e cti v el y ass ess t h e ef f e ct of J NJ-
4 2 8 4 7 9 2 2 c o m p ar e d wit h z ol pi d e m a n d 
pl a c e b o o n c o g niti v e d o m ai ns as m e as ur e d i n
t h e m or ni n g aft er d osi n g as w ell as d uri n g 
mi d dl e of t h e ni g ht a w a k e ni n g

 C h a n g e i n c o g niti o n c o m p ar e d t o pr e -d os e 
ass ess m e nt o n o bj e cti v e c o g niti v e ass ess m e nt 
as m e as ur e d b y a c o m p ut eri z e d b att er y of 
c o g niti v e t ests i n t h e m or ni n g o n D a ys 2 a n d 
1 4 

 C o g niti v e p erf or m a n c e o n D a y 1 5 at 4- h o urs 
p ost Ni g ht 1 4 d os e ( mi d dl e of t h e ni g ht 
a w a k e ni n g) as m e as ur e d b y a c o m p ut eri z e d 
b att er y of c o g niti v e t ests 

 T o e v al u at e p ot e nt i al wit h dr a w al eff e cts aft er 
c o n ti n u o us ni g htl y d osi n g wit h J NJ-4 2 8 4 7 9 2 2, 
z ol pi d e m, or pl a c e b o

 C h a n g e i n s u bj e cti v e sl e e p p ar a m et ers fr o m 
D a y 1 4 as c o m p ar e d t o D a y 1 7 as m e as ur e d b y 
t h e C S D- M

 C h a n g e i n P h ysi ci a n Wit h dr a w al C h e c klist 
( P W C) fr o m D a y 1 4 t o D a y 1 7

 T h e B e n z o di a z e pi n e Wit h dr a w al S y m pt o m 
Q u esti o n n air e ( B W S Q) f or s elf -ass ess m e nt of 
wit h dr a w al s y m pt o ms o n D a y 1 7

P h a r m a c o ki n eti c O bj e cti v es

 T o ass ess t h e e x p os ur e of J NJ- 4 2 8 4 7 9 2 2 a n d a cti v e m et a b olit es M 1 2 a n d M 1 6, i n s u bj e cts 
wit h i ns o m ni a, a n d t o e x pl or e t h e eff e cts of c o v ari at es o n s u c h e x p os ur e

 T o c h ar a ct eri z e t h e e x p os ur e -r es p o ns e r el ati o ns hi p of J NJ-4 2 8 4 7 9 2 2 wit h r es p e ct t o 
m e as ur es of effi c a c y  a n d/ or s af ety
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 F or effi c a c y : L P S a n d W A S O o v er t h e first 6 h o urs b y  PS G o n Ni g ht 1 vs m e as ur es of 
J NJ-4 2 8 4 7 9 2 2 e x p os ur e

 F or s af et y:  Co g niti v e p erf or m a n c e o n D a y  15 at 4 h o urs p ost Ni g ht 1 4 d os e ( mi d dl e of 
t h e ni g ht a w a k e ni n g) vs m e as ur es of J NJ-4 2 8 4 7 9 2 2 e x p os ur e

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

 T o e x pl or e t h e eff e ct of J NJ- 4 2 8 4 7 9 2 2, c o m p ar e d wit h z ol pi d e m a n d pl a c e b o, o n c o g niti v e 
d o m ai ns, as m e as ur e d b y  th e c h a n g e fr o m b as eli n e i n s u bj e cti v e ass ess m e nt of c o g niti v e 
eff e cts of tr e at m e nt o n D a y s 8 a n d 1 3, usi n g t h e m o difi e d P R O MI S- A p pli e d C o g niti o n 
A biliti es ( P R O MI S- A C A).

 T o e x pl or e p ati e nt -r e p ort e d l e v el of s atisf a cti o n wit h t h e us e of J NJ- 4 2 8 4 7 9 2 2 c o m p ar e d t o 
z ol pi d e m i n s u bj e cts wit h i ns o m ni a dis or d er usi n g t h e A b br e vi at e d Tr e at m e nt S atisf a cti o n 
Q u esti o n n air e f or M e di c ati o n ( T S Q M- 9) o n D a y  1 4

 T o d et er mi n e t h e c orr el ati o n b et w e e n t h e f oll o wi n g sl e e p p ar a m et ers o bt ai n e d b y  PS G 
r e c or di n gs o n Ni g hts 1 a n d 1 3 ( o bj e cti v e) a n d C S D -M (s u bj e cti v e o n t h e f oll o wi n g 
m or ni n g): L P S a n d s elf -r e p ort e d sl e e p o ns et l at e n c y (s S O L); T S T a n d s u bj e cti v e T S T 
(s T S T ); W A S O a n d s u bj e cti v e W A S O ( s W A S O ); n u m b er of ni g htti m e a w a k e ni n gs ( n N A W )
a n d s u bj e cti v e n u m b er of ni g htti m e a w a k e ni n gs (s- n N A W ); a n d S E a n d s u bj e cti v e q u alit y of 
sl e e p ( s Q U A L) i n s u bj e cts wit h i ns o m ni a dis or d er

 T o e x pl or e di a g n osti c bi o m ar k ers a n d e v al u at e c h a n g e i n bi o m ar k ers r el at e d t o i m m u n e 
s yst e m ( e g, hi g h -s e n siti vit y C-r e a cti v e pr ot ei n [ hs C R P]), gr o wt h f a ct ors ( e g, br ai n -d eri v e d 
n e ur otr o p hi c f a ct or [ B D N F]), k y n ur e ni n e m et a b olit es ( e g, q ui n oli ni c a ci d), a n d H P A a xis 
m ar k ers ( e g, c orti s ol) t h at m a y b e r el at e d t o cli ni c al r e s p o n s e (i n cl u di n g P S G), n o n-r es p o ns e, 
or s af et y p ar a m et ers of J NJ -4 2 8 4 7 9 2 2 v ers us pl a c e b o.

R ef er t o S e cti o n 9 , St u d y E v al u ati o ns f or e v al u ati o ns r el at e d t o e n d p oi nts.

2. 2. H y p ot h e si s

T h e pri m ar y  hy p ot h esis of t his st u d y is: i n s u bj e cts wit h i ns o m ni a dis or d er, J NJ- 4 2 8 4 7 9 2 2 will 

r es ult i n si g nifi c a ntly s h ort e n e d L P S v al u es v ers us pl a c e b o, as m e as ur e d b y P S G o n Ni g ht 1 , a n d 

e x hi bit a d os e -r es p o ns e r el ati o ns hi p.

3. S T U D Y D E SI G N A N D R A T I O N AL E

3. 1. O v er vi e w  of St u d y  D e si g n

T his is a m ulti c e nt er ( U S, E U, a n d J a p a n), r a n d o mi z e d, d o u bl e -bli n d, p ar all el- gr o u p, a cti v e - a n d 

pl a c e b o -c o ntr oll e d d os e fi n di n g st u d y to ass ess t h e effi c a c y  an d s af et y of J NJ- 4 2 8 4 7 9 2 2 i n b ot h 

a d ult ( 1 8 t o 6 4 y e ars , i n cl usi v e) a n d el d erl y (6 5 t o 8 5 y e ars , i n cl usi v e) s u bj e cts wit h i ns o m ni a 

dis or d er. I n a d diti o n, eff e cts of J NJ-4 2 8 4 7 9 2 2 o n sl e e p p ar a m et ers ( o bj e cti v e a n d s u bj e cti v e) a n d 

c o g niti o n will b e c o m p ar e d t o t h os e eff e cts of z ol pi d e m, t o i n v esti g at e p ot e nti al diff er e n c es 

b et w e e n t h e c o m po u n ds . A t ot al of 3 6 0 s u bj e cts , a g e d 1 8 t o 8 5 y e ars i n cl usi v e, wit h i ns o m ni a 

dis or d er will b e r a n d o mi z e d. T h e pl a n is t o r a n d o mi z e a p pr o xi m at el y  eq u al pr o p orti o ns of a d ult

a n d el d erl y s u bj e cts a n d t h er ef or e t h e n u m b er r a n d o mi z e d i n eit h er a g e gr o u p s h o ul d n ot e x c e e d 

a p pr o xi m at el y  6 0 % of t h e pl a n n e d t ot al s a m pl e si z e.
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T h e effi c a c y , d o s e - a n d e x p os ur e -r es p o ns e r el ati o ns hi p, s af et y, a n d t ol er a bilit y of 3 d os es of 

J NJ- 4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g ) c o m p ar e d t o pl a c e b o a n d z ol pi d e m w h e n a d mi nist er e d ni g htl y 

o v er 1 4 d a y s ( at n or m al b e dti m e o n n o n -P S G ni g hts or 1 5 mi n ut es pri or t o li g hts o ut o n ni g hts of 

P S G r e c or di n g) will b e ass ess e d. S u bj e cts will b e r a n d o mi z e d i n a 1: 1: 1: 1: 1 r ati o t o r e c ei v e 1 of 

5 tr e at m e nts: pl a c e b o:J N J - 4 2 8 4 7 9 2 2 5 m g:J NJ -4 2 8 4 7 9 2 2 1 0 m g: J N J - 4 2 8 4 7 9 2 2 2 0 m g: z ol pi d e m .

F or all s u bj e ct s, t hi s st u d y  will c o nsist of a n eli gi bilit y  s cr e e ni n g p h as e, a d o u bl e -bli n d tr e at m e nt 

p h as e, a n d a f oll o w -u p visit.

A di a gr a m of t h e o v er all st u d y  d esi g n is pr o vi d e d b el o w i n Fi g ur e 1 .
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S c r e e ni n g

Aft er pr o vi di n g writt e n i nf or m e d c o ns e nt a n d wit hi n 3 5 d a y s pri or t o r a n d o mi z ati o n ( D a y 1), 

s u bj e cts e x p eri e n ci n g i ns o m ni a dis or d er will b e s cr e e n e d t o e v al u at e t h eir eli gi bilit y  for st u d y 

p art i ci p ati o n. T h e s cr e e ni n g e x a mi n ati o n c o nsists of 2 p arts.

P art 1 of S cr e e ni n g : T h e first p art of t h e eli gi bilit y s cr e e ni n g will b e c o m pl et e d b et w e e n D a y  -3 5 

a n d D a y  - 1 5. D uri n g t h e first 5 d a y s of s cr e e ni n g, all h y p n oti c a n d s e d ati n g m e di c ati o ns n e e d t o 

b e t a p er e d a n d st o p p e d (s e e S e cti o n 8 , Pr e st u d y  an d C o n c o mit a nt T h er a p y). P art 1 of s cr e e ni n g

will c o n si st of a g e n er al h e alt h ass ess m e nt a n d a n a s s e s s m e nt of s u bj e cti v e i n s o m ni a. I n ad diti o n 

t o m e eti n g s cr e e ni n g crit eri a o n m e as ur es of g e n er al h e alt h, i n or d er t o b e eli gi bl e f or P art 2 of 

t h e s cr e e ni n g p h as e , s u bj e cts m ust m e et t h e f oll o wi n g sl e e p crit eri a:

 Di a g n osis of i ns o m ni a dis or d er a c c or di n g t o 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, 5t h e diti o n, ( D S M - 5)

 I SI ≥ 1 5 5 ,5 3

N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e i nf or m e d c o ns e nt, 
a d mi nistr ati o n of t h e I SI  m ust o c c ur at l e ast 5 d a ys aft er t h e l ast d os e of all h y p n oti c dr u g s.

 s S O L ≥ 4 5 mi n ut es a n d s W A S O ≥ 6 0 mi n ut es o n at l e ast 3 ni g hts o v er a n y  7-d a y  peri o d 
usi n g t h e C S D -M. ( A s u bj e ct’s sl e e p p att er ns m ust b e c a pt ur e d f or a mi ni m u m of 7 d a y s 
usi n g t h e C S D -M d uri n g P art 1 of s cr e e ni n g, pri or t o s cr e e ni n g P S G ass ess m e nts . D at a 
c oll e ct e d o n b e dti m e h a bits d uri n g s cr e e ni n g wit h t h e C S D -M will b e us e d t o d et er mi n e 
m e di a n h a bit u al b e dti m e f or P S G a c q uisiti o n at t h e st u d y sit e.)

N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e i nf or m e d c o ns e nt, 
a d mi nistr ati o n of t h e C S D -M m ust st art at l e ast 5 d a y s aft er t h e l ast d os e of all h y p n oti c 
dr u g s.

S u bj e ct s w h o h a v e m et all i n cl u si o n a n d e x cl usi o n crit eri a i n t hi s first p art of s cr e e ni n g will t h e n 

u n d er g o P art 2 of t h e s cr e e ni n g p h as e.

P art 2 of S cr e e ni n g : P art 2 of t h e s cr e e ni n g p h a s e will c o nsist of a n o bj e cti v e ass ess m e nt of 

i ns o m ni a b y  PS G r e c or di n g a n d e v al u ati o n o v er 2 ni g hts. T h e 2 ni g hts of s cr e e ni n g P S G 

a c q uisiti o ns will b e c o n d u ct e d c o ns e c uti v el y. T h es e ass ess m e nts s h o ul d b e c o m pl et e d b et w e e n 

D a y  -1 4 a n d a p pr o xi m at el y  D a y  - 5 (i e, 5 d a y s b ef or e D a y 1) t o all o w f or a n al ys is of t h e P S G 

d at a a n d est a blis h eli gi bilit y  for r a n d o mi z ati o n. T h e first ni g ht’s P S G d at a will b e us e d t o 

e x cl u d e a n y  su bj e ct wit h P L M / R LS, sl e e p a p n e a, or p ar as o m ni as. T h e first a n d s e c o n d ni g hts’ 

P S G r e c or di n gs will b e us e d t o ass ess o bj e cti v e sl e e p e ntr y  crit eri a f or i ns o m ni a. S u bj e cts ar e 

r e q uir e d t o m e et t h e f oll o wi n g o bj e cti v e sl e e p i n cl usi o n crit eri a, as m e as ur e d b y P S G:

 2- ni g ht m e a n L P S of ≥ 2 5 mi n ut es, wit h n eit h er ni g ht < 2 0 mi n ut es,

 2- ni g ht m e a n W A S O ≥ 3 0 mi n ut es, a n d

 2 - ni g ht m e a n T S T ≤ 6. 5 h o urs, wit h n eit h er ni g ht > 7 h o urs.

B ot h p arts of s cr e e ni n g m ust b e c o m pl et e d b ef or e r a n d o mi z ati o n o n D a y  1.
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T w o tr ai ni n g s essi o ns f or t h e c o g niti v e t est b att er y a n d b o d y s w a y ass ess m e nts will b e p erf or m e d 

d uri n g P art 2 of t h e s cr e e ni n g p h as e t o f a mili ari z e t h e s u bj e ct wit h t h e t est pr o c e d ur es a n d t o 

r e d u c e l e ar ni n g eff e cts d uri n g t h e st u dy.

D o u bl e -bli n d T r e at m e nt P h as e

T h e d o u bl e -bli n d tr e at m e nt p h as e will c o nsist of 1 4 d a y s of d osi n g wit h st u d y dr u g, f oll o w e d b y  

n o n- d os i n g d a ys ( D a ys 1 5 a n d 1 6) t o ass ess wit h dr a w al eff e cts o n D a y 1 7. 

S u bj e cts will b e a d mitt e d t o t h e st u d y sit e b et w e e n 8: 0 0 A M a n d n o o n o n D a y 1 of t h e 

d o u bl e -bli n d tr e at m e nt p h as e a n d will r e m ai n at t h e st u d y sit e u ntil a p pr o xi m at el y  n o o n of D a y 2 

( 1 o v er ni g ht). A t l e ast 4 0 n o n- el d erl y  a d ult s u bj e cts a n d 4 0 el d erl y  su bj e cts will re m ai n at t h e 

st u d y sit es wit h P K s a m pli n g e x p eri e n c e f or a n a d diti o n al ni g ht ( Ni g ht 2) f or c oll e cti o n of P K, 

bi o m ar k er s a m pl es, a n d ot h er pr o c e d ur es (s e e T i m e a n d E v e nts S c h e d ul e - P art 2 ). F or t h os e 

s u bj e cts p arti ci p ati n g i n i nt e nsi v e o v er ni g ht P K s a m pli n g o n Ni g ht 2, st u d y dr u g will b e 

a d mi nist er e d at t h e st u d y sit e o n Ni g ht 2 a n d t h e y will b e dis c h ar g e d fr o m t h e st u d y sit e at

ar o u n d n o o n of D a y  3 ( 2 o v er ni g hts).

O n D a y  1, u p o n c o m pl eti o n of all st u d y rel at e d m or ni n g pr o c e d ur es t h e s u bj e ct m a y  le a v e a n d 

r et ur n i n ti m e f or t h e pr e -P S G ass ess m e nts, h o w e v er t h e pr ef er e n c e is f or t h e s u bj e cts t o st a y on 

sit e t o m o nit or c aff ei n e i nt a k e, n a p pi n g, et c. I n c as es w h e n s u bj e cts ar e n ot st a yi n g at t h e sit e 

d uri n g d a y ti m e i n b et w e e n st u d y rel at e d pr o c e d ur es, w e as k f or a d diti o n al m o nit ori n g t o e ns ur e 

c o m pli a n c e t o pr o hi biti o ns/r estri cti o ns a n d t o p erf or m a d diti o n al dr u g/ al c o h ol t ests u p o n r e-

a d missi o n. Als o, c aff ei n e i nt a k e, n a p pi n g st at us a n d m e di c ati o n i nt a k e s h o ul d b e c h e c k e d .

S u bj e ct s s h o ul d r et ur n i n ti m e f or all pr e d os e ass ess m e nts t o b e c o m pl et e d. 

All s u bj e cts will r et ur n t o t h e st u d y  sit e o n D a y 1 3 wit hi n a p pr o xi m at el y  4 h o urs pri or t o b e dti m e 

f or a n a d diti o n al o v er ni g ht P S G r e c or di n g o v er 8 h o urs a n d will r e m ai n i n t h e st u d y sit e u ntil 

n o o n of D a y  1 5 ( 2 o v er ni g hts). M e als, as a p pr o pri at e, m a y  b e pr o vi d e d at t h e st u d y sit e. S u bj e cts 

will b e pr o hi bit e d fr o m n a p pi n g o n D a y  14 w hil e at t h e st u d y sit e pri or t o d osi n g of st u d y dr u g. 

O n Ni g ht 1 4, fift e e n mi n ut es aft er t a ki n g t h e l a st d os e of t h e st u d y dr u g , a P K s a m pl e will b e 

c oll e ct e d fr o m all s u bj e cts. O n Ni g ht 1 4 ( D a y  1 5), 4 h o urs aft er t h e e v e ni n g d osi n g, s u bj e cts will 

b e a w a k e n e d ( mi d dl e of -t h e-ni g ht a w a k e ni n g) a n d as k e d t o i m m e di at ely p erf or m a c o g niti v e t e st 

b att er y , a p ost ur al st a bilit y (b o d y s w a y) ass ess m e nt , a n d c o m pl et e a K S S ass ess m e nt . I n 

a d diti o n, a P K s a m pl e will b e c oll e ct e d fr o m all s u bj e cts at t his ti m e p oi nt , aft er t h e c o g niti v e 

t esti n g, a n d b ef or e r et ur ni n g t o sl e e p . N o P S G will b e c oll e ct e d o n Ni g ht 1 4. O n t h e m or ni n g of 

D a y 1 5, a P K s a m pl e a n d a bi o m ar k er s a m pl e will b e c oll e ct e d at 8 h o ur s 1 5 mi n ut es p ost Ni g ht 

1 4 e v e ni n g d os e a n d s u bj e cts will b e e v al u at e d f or cli ni c al a n d s af et y  ass ess m e nts, a n d t h er e aft er 

will b e di s c h ar g e d at ar o u n d n o o n. St u d y  dr u g will b e a d mi ni st er e d i n a d o u bl e -bli n d m a n n er f or 

1 4 c o ns e c uti v e ni g hts, at 1 5 mi n ut es pri or t o li g hts o ut o n ni g hts w h e n P S G is r e c or d e d at t h e 

st u d y sit e (i e, Ni g hts 1 a n d 1 3) or at n or m al b e dti m e o n n o n- P S G ni g hts (i e, Ni g hts 2 t o 1 2 a n d 

1 4). A t el e p h o n e c o nt a ct will o c c ur o n D a y  17 t o e v al u at e s af et y (A Es) a n d t h e p ot e nti al 

wit h dr a w al eff e cts ( P W C a n d B W S Q).

N ot e: A n e x c e pti o n t o t h e o v er ni g ht P K s a m pl es o n Ni g ht 1 4 m a y  b e ma d e aft er dis c ussi o n wit h 

t h e s p o ns or’s m e di c al m o nit or. T h e r e as o n f or t h e e x c e pti o n m ust b e d o c u m e nt e d i n t h e s o ur c e 
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d o c u m e nts. If p ossi bl e, t h e 8- h o ur 1 5 -mi n ut e P K c oll e cti o n s h o ul d b e o bt ai n e d e v e n if p erf or m e d 

u p t o 1 2 h o urs aft er d osi n g. T h e c orr e ct ti m e of t h e c oll e cti o n s h o ul d b e n ot e d.

T h e D a y  15 m or ni n g P K a n d bi o m ar k er s a m pli n g s h o ul d b e c oll e ct e d i n all s u bj e cts b ut m a y  be 

c oll e ct e d u p t o 1 2 h o ur s aft er d o si n g if t h e s a m pl e c a n n ot b e o bt ai n e d b y  8 h o ur s a n d 1 5 mi n ut e s 

of d osi n g. T h e a ct u al ti m e of c oll e cti o n s h o ul d b e n ot e d o n t h e r e q ui siti o n f or m a n d s h o ul d b e a s 

cl os e t o 8 h o urs a n d 1 5 mi n ut es as p ossi bl e . T h e r e as o n f or t h e e x c e pti o n m ust b e d o c u m e nt e d i n 

t h e so ur c e d o c u m e nts.

If n e e d e d, t h e D a y  13 st u d y sit e visit c o ul d b e d el a y e d f or a m a xi m u m of 2 d a y s (i e, u p t o 

D a y 1 5) t o all o w f or a s uffi ci e nt wi n d o w of ti m e f or t h e s u bj e ct t o r et ur n t o t h e st u d y sit e. I n 

c as es w h e n t h e D a y 1 3 visit is d el a y e d, s u bj e cts sh o ul d c o nti n u e t o t a k e st u d y dr u g a n d all 

s c h e d ul e d st u d y ass ess m e nts s c h e d ul e d aft er w ar ds will b e d el a y e d wit h t h e s a m e wi n d o w 

( m a xi m u m 2 d a ys) s o t h at r es p e cti v e ti m e t o d osi n g a n d l ast d os e is pr es er v e d.

T hr o u g h o ut t h e d o u bl e -bli n d tr e at m e nt p h as e, s u bj e cts will r e c or d t h eir d ail y s u bj e cti v e 

ass ess m e nt of sl e e p wit hi n t h e first h o ur of a w a k e ni n g usi n g t h e C S D -M.

F oll o w -u p/ E n d of St u d y Visit

S u bj e cts will r et ur n t o t h e st u d y sit e f or t h e F oll o w - u p/ E n d of St u d y V i sit wit hi n 7 t o 1 0 d a y s 

( D a ys 2 1 -2 4) aft er t h e l ast d os e of st u d y dr u g (i e, D a y  14 ). At t h e f oll o w-u p visit, s af et y 

ass ess m e nts/ pr o c e d ur es will b e c o m pl et e d as p er t h e T i m e a n d E v e nts S c h e d ul e - P art 1 . If a 

s u bj e ct pr e m at ur el y  wit h dr a ws fr o m t h e st u d y, t h e E n d of St u d y  Visit ass ess m e nts s h o ul d b e 

p erf or m e d as s o o n as p ossi bl e.

T h e d ur ati o n of p arti ci p ati o n i n t h e st u d y for a n i n di vi d u al s u bj e ct (i n cl u di n g s cr e e ni n g a n d 

f oll o w-u p visit) will b e u p t o 6 1 d a y s. 

A di a gr a m of t h e st u d y d esi g n is pr o vi d e d b el o w i n Fi g ur e 2 .





J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3

5 4
A p pr o v e d , D at e: 2 5 J ul y 2 0 1 8

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

St u d y P o p ul ati o n

T h e st u d y po p ul ati o n will i n cl u d e a d ult a n d el d erl y  me n a n d W O N C B P ( a g e d 1 8 t o 8 5 y e ars, 

i n cl usi v e) w h o m e et D S M - 5 di a g n osti c crit eri a f or i ns o m ni a dis or d er wit h a n I SI t ot al s c or e 

≥ 1 5 w h o ar e ot h er wis e m e di c all y  st a bl e. I n a d diti o n, s u bj e cts will h a v e a n s S O L ≥ 4 5 mi n ut es 

a n d a n s W A S O ≥ 6 0 mi n ut es o n at l e ast 3 ni g hts o v er a n y 7- d a y  peri o d usi n g t h e C S D -M d uri n g 

P art 1 of s cr e e ni n g. O bj e cti v e i n s o m ni a crit eri a i n cl u d e a 2 -ni g ht m e a n L P S of ≥ 2 5 mi n ut es wit h 

n eit h er ni g ht < 2 0 mi n ut es, a 2- ni g ht m e a n W A S O ≥ 3 0 mi n ut es, a n d a 2- ni g ht m e a n T S T 

≤ 6. 5 h o urs, wit h n eit h er ni g ht > 7 h o urs d uri n g P art 2 of s cr e e ni n g. T h e o bj e cti v e i ns o m ni a 

crit eri a s el e ct e d f or t his st u d y ha v e b e e n m o difi e d fr o m t h os e us e d i n St u d y  42 8 4 7 9 2 2I S M 2 0 0 2 

( P h as e 2 a) i n or d er t o ali g n t h e crit eri a m or e cl o s el y  wit h t h os e pr e vi o usl y  us e d i n s u v or e x a nt 

cli ni c al st u di e s: t h e 2 -ni g ht m e a n L P S w a s r e vi s e d fr o m ≥ 3 0 mi n ut e s t o ≥ 2 5 mi n ut e s, t h e W A S O 

w as r e vis e d fr o m > 3 0 mi n ut es t o ≥ 3 0 mi n ut es, a n d t h e 2- ni g ht T S T of ≤ 6 h o urs o n b ot h ni g hts 

w as r e vis e d t o a 2 -ni g ht m e a n ≤ 6. 5 h o urs, wit h n eit h er ni g ht > 7 h o urs d uri n g P art 2 of s cr e e ni n g.

I n t his st u d y, a p o p ul ati o n s h o w n t o h a v e b ot h s u bj e cti v e a n d o bj e cti v e ( as m e as ur e d b y  PS G) 

sl e e p dist ur b a n c e will b e s el e ct e d, as t h es e i n di vi d u als m a y  be n efit m ost fr o m tr e at m e nt wit h 

J NJ-4 2 8 4 7 9 2 2 or z ol pi d e m.

T h er e ar e n o u nif or m or u ni v ers all y  ac c e pt e d i n cl usi o n crit eri a f or cli ni c al st u di es i n i ns o m ni a 

b as e d o n P S G p ar a m et ers. A r e c e nt a n al ys is of t h e s e nsiti vit y an d s p e cifi cit y of P S G crit eri a t o 

d efi n e i ns o m ni a s h o w e d t h at b y  usi n g P S G crit eri a, s u c h as t h os e s p e cifi e d i n t his pr ot o c ol, 

> 5 0 % of i ns o m ni a p ati e nts will b e e x cl u d e d fr o m p arti ci p ati n g. 2 0 I n t h eir r e vi e w of t h e lit er at ur e, 

Li c hst ei n a n d c oll e a g u es ( 2 0 0 3)4 4 c o n cl u d e d t h at s u bj e cti v e crit eri a ( L P S a n d W A S O 

> 3 0 mi n ut es o c c urri n g 3 ni g hts a w e e k f or at l e ast 6 m o nt hs) r eli a bl y ch ar a ct eri z e d i ns o m ni a. 

I ncl usi o n of s u bj e cts b a s e d o n o bj e cti v e P S G cri t eri a is e x p e ct e d t o i n cr e as e t h e a bilit y  to 

q u a ntit at e dr u g eff e cts i n a li mit e d s u bj e ct s a m pl e. R e q uiri n g s u bj e cts t o m e et D S M -5 crit eri a f or 

i ns o m ni a dis or d er f urt h er m or e i ntr o d u c es fr e q u e n c y (at l e ast 3 ni g hts p er w e e k) a n d d ur ati o n 

( pr es e nt f or at l e a st 3 m o nt hs) crit eri a t h at, i n a d diti o n t o t h e n e c ess ar y  su bj e cti v e sl e e p 

pr o bl e ms, h a v e b e e n s h o w n t o r es ult i n a r eli a bl e c h ar a ct eri z ati o n of i ns o m ni a.

J NJ- 4 2 8 4 7 9 2 2 h as b e e n e v al u at e d f or e m br y o- f et al gr o wt h a n d d e v el o p m e nt i n G L P st u di es i n 

r ats a n d r ab bits. I n t h e pr e g n a nt S pr a g u e -D a wl e y r ats t h er e w er e n o eff e cts o n f et al gr o wt h a n d 

d e v el o p m e nt at a n y d o s e. Si mil arl y , i n t h e pr e g n a nt N e w Z e al a n d W hit e r a b bits J N J -4 2 8 4 7 9 2 2 

di d n ot i n d u c e a n y  unt o w ar d eff e cts o n f et al gr o wt h a n d d e v el o p m e nt at a n y  dos e t est e d. 

H o w e v er, a f e m al e r at f ertilit y st u d y s u g g est e d a r e d u cti o n i n f e m al e f ertilit y. Si n c e it is n ot 

k n o w n w h at t h e r el e v a n c e of t h es e fi n di n gs ar e t o a w o m a n’s a bilit y  to b e c o m e pr e g n a nt aft er 

t a ki n g J N J - 4 2 8 4 7 9 2 2, n o n e w W O C B P will b e i n cl u d e d i n t his st u d y until m or e is l e ar n e d a b o ut 

t h e eff e ct of J N J -4 2 8 4 7 9 2 2 o n f e m al e r e pr o d u cti o n. 

Bli n di n g, C o nt r ol, T r e at m e nt G r o u ps

A pl a c e b o c o ntr ol will b e us e d t o est a blis h t h e fr e q u e n c y an d m a g nit u d e of c h a n g es i n cli ni c al 

e n d p oi nts t h at m a y  oc c ur i n t h e a bs e n c e of a cti v e tr e at m e nt. I n a d diti o n t o pl a c e b o c o ntr ol, a n 
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a cti v e c o ntr ol, z ol pi d e m, will b e us e d i n or d er t o i n v esti g at e p ot e nti al diff er e n c es b et w e e n 

J NJ- 4 2 8 4 7 9 2 2 a n d z ol pi d e m . R a n d o mi z ati o n will b e us e d t o mi ni mi z e bi as i n t h e assi g n m e nt of 

s u bj e cts t o tr e at m e nt gr o u ps, t o i n cr e as e t h e li k eli h o o d t h at k n o w n a n d u n k n o w n s u bj e ct 

attri b ut es ( e g, d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs) ar e e v e nl y b al a n c e d a cr oss tr e at m e nt 

gr o u ps, a n d t o e n h a n c e t h e v ali dit y  of st atisti c al c o m p aris o ns a cr oss tr e at m e nt gr o u p s. Bli n d e d 

tr e at m e nt will b e us e d t o r e d u c e p ot e nti al bi as d uri n g d at a c oll e cti o n a n d e v al u ati o n of cli ni c al 

e n d p oi nts.

Z ol pi d e m h as b e e n s el e ct e d as a c o m p ar at or b e c a us e it is t h e m ost c o m m o nl y  pr es cri b e d sl e e p 

m e di c ati o n i n t h e E U , U S, a n d J a p a n, a n d is a n eff e cti v e n o n- B Z D h y p n oti c i n t h e m a n a g e m e nt 

of s h ort -t er m i ns o m ni a. 

D N A a n d Bi o m a r k e r C oll e cti o n

It is r e c o g ni z e d t h at g e n eti c v ari ati o n c a n b e a n i m p ort a nt c o ntri b ut or y  fa ct or t o i nt eri n di vi d u al 

diff er e n c es i n dr u g distri b uti o n a n d r es p o ns e a n d c a n a ls o s er v e as a m ar k er f or dis e as e 

s us c e pti bilit y an d pr o g n osis. P h ar m a c o g e n o mi c r es e ar c h m a y  hel p t o e x pl ai n i nt eri n di vi d u al 

v ari a bilit y  in cli ni c al o ut c o m es a n d m a y  hel p t o i d e ntif y po p ul ati o n s u b gr o u ps t h at r es p o n d 

diff er e ntl y t o a dr u g. T h e g o al of t h e p h ar m a c o g e n o mi c c o m p o n e nt is t o c oll e ct d e o x yri b o n u cl ei c 

a ci d ( D N A ) t o all o w t h e i d e ntifi c ati o n of g e n eti c f a ct ors t h at m a y i nfl u e n c e t h e P K , P D , effi c a c y, 

s af et y, or t ol er a bilit y of J NJ - 4 2 8 4 7 9 2 2 a n d t o i d e ntif y ge n eti c f a ct ors ass o ci at e d wit h i ns o m ni a 

d is or d er.

E vi d e n c e h as d e m o nstr at e d i nt er a cti o ns b et w e e n sl e e p, H P A a xis a cti vit y , i nfl a m m at or y 

m ar k ers, a n d gr o wt h f a ct ors. I ns o m ni a is ass o ci at e d wit h el e v ati o ns i n c ortis ol a n d 

a dr e n o c orti c otr o pi c h or m o n e, a n d sl e e p dist ur b a n c e s u c h as sl e e p d e pri v ati o n aff e cts t h e n or m al 

v ari ati o ns i n l e v els of cir c ul ati n g c y t o ki n es. Sl e e p dist ur b a n c e i n p ati e nts wit h d e pr essi o n i s 

li n k e d t o alt er e d k y n ur e ni n e m et a b olis m, a n d pr oi nfl a m m at or y  cyt o ki n es a cti v at e e n z y m e s t h at 

m et a b oli z e tr ypt o p h a n i nt o k y n ur e ni n e, sti m ul ati n g t h e k y n ur e ni n e p at h w a y . I n a d diti o n, 

e vi d e n c e s u g g ests sl e e p is a m e di at or of i nt er a cti o ns b et w e e n str ess a n d B D N F l e v els, a n d 

i ns o m ni a s e v erit y w as f o u n d t o b e r el at e d t o l e v els of s er u m B D N F. Bl o o d s a m pl es will b e 

c oll e ct e d t o e x pl or e bi o m ar k ers r el ate d t o H P A a xis a cti v ati o n, i m m u n e s yst e m a cti vit y , 

k y n ur e ni n e m et a b olit es, a n d n e ur otr o pi c f a ct ors. Bi o m ar k er s a m pl es m a y  h el p t o e x pl ai n 

i nt eri n di vi d u al v ari a bilit y i n cli ni c al o ut c o m es or t o i d e ntif y po p ul ati o n s u b gr o u ps t h at r es p o n d 

diff er e ntl y t o J NJ- 4 2 8 4 7 9 2 2 . Bi o m ar k ers m a y b e a d d e d or d el et e d b as e d o n s ci e ntifi c 

i nf or m ati o n or t e c h ni c al i n n o v ati o ns u n d er t h e c o n diti o n t h at t h e t ot al v ol u m e of bl o o d c oll e ct e d 

will n ot b e i n cr e as e d.

D N A a n d bi o m ar k er s a m pl es m a y  be us e d t o h el p a d dr ess e m er gi n g iss u es a n d t o e n a bl e t h e 

d e v el o p m e nt of s af er, m or e eff e cti v e, a n d ulti m at el y  in di vi d u ali z e d t h er a pi es. S u bj e ct 

p arti ci p ati o n i n t h e p h ar m a c o g e n o mi cs r es e ar c h is o pti o n al.

I n pr e m e n o p a us al w o m e n ( still h a vi n g t h eir m e n s e s) , m e nstr u al c y cl e s will b e tr a c k e d d uri n g t h e 

st u d y as s o m e bi o m ar k er p ar a m et ers will v ar y i n f e m al e s u bj e cts wit h t h eir m e nstr u al c ycl es.
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D os e a n d D os e A d mi nist r ati o n I nt e r v al

D uri n g t h e st u d y, o n D a y s 1 t hr o u g h 1 4, s u bj e ct s will r e c ei v e o n c e d ail y : 5 m g, 1 0 m g , or 2 0 m g 

of J NJ- 4 2 8 4 7 9 2 2, 5 m g or 1 0 m g of z ol pi d e m, or pl a c e b o at n or m al b e dti m e o n n o n- P S G ni g hts 

or 1 5 mi n ut es pri or t o li g hts o ut o n ni g hts of P S G r e c or di n g. D osi n g ti m e s h o ul d b e c o nsist e nt o n 

e a c h P S G ni g ht.

T h e pr o p os e d J NJ - 4 2 8 4 7 9 2 2 d os es ( 5 m g , 1 0 m g, a n d 2 0 m g) f or t his st u d y w er e s el e ct e d b as e d 

o n a nti ci p at e d effi c a ci o us d os e l e v els i n i niti ati n g a n d m ai nt ai ni n g sl e e p, pl as m a e x p os ur es i n 

r el ati o n t o t h e N O A E L i n G LP t o xi c ol o g y  st u di e s, t h e cli ni c al s af et y an d t ol er a bilit y pr ofil e, a n d 

a nti ci p at e d pl as m a e x p os ur es a cr oss t h e s el e c t e d d os e l e v els.

T h e m a xi m u m d os e s el e ct e d f or t his st u d y  is 2 0 m g. T his d os e w as s el e ct e d b as e d o n LP S r es ults 

fr o m St u d y  42 8 4 7 9 2 2 E DI 1 0 0 2, w hi c h s h o w e d a n i n cr e as e i n effi c a c y f or L P S as t h e d os e 

i n cr e as e d fr o m 1 0 m g  to 2 0 m g; n o f urt h er i n cr e as e w as n ot e d w h e n t h e d os e i n cr e as e d fr o m 

2 0 m g t o 4 0 m g , d es pit e i n cr e asi n g e x p os ur es. I n th e m ulti pl e d os e st u d y in a d ult s u bj e cts wit h 

i ns o m ni a dis or d er wit h o ut p s y c hi atri c c o m or bi dit y  (St u d y 4 2 8 4 7 9 2 2I S M 2 0 0 2), all s u bj e cts 

r e c ei v e d 4 0 m g at b e dti m e. O v er all, o bj e c ti v e ( p er P S G) a n d s u bj e cti v e sl e e p p ar a m et ers w er e 

si mil arl y im pr o v e d b y  tr e at m e nt wit h J N J -4 2 8 4 7 9 2 2 a n d c orr el at e d w ell. T h e r es ults s h o w e d a 

m or e pr o n o u n c e d eff e ct o n S E, L P S, a n d T S T wit h a m o d est eff e ct o n W A S O, c o nsist e nt wit h 

t h e r es ults s e e n i n St u d y  42 8 4 7 9 2 2 E DI 1 0 0 2 f or t h e 2 0- m g d os e. T h er ef or e, t h er e a p p e ars t o b e 

mi ni m al g ai n i n effi c a c y  wh e n t h e d os e is r ais e d a b o v e 2 0 m g , a n d li k el y a de cr e as e i n t h e 

b e n efit/ris k r ati o. T h er ef or e, 2 0 m g  is t h e m a xi m u m d os e t o b e a d mi nist er e d i n t his st u d y.

T h e l o w est d os e l e v el s el e ct e d f or t hi s st u d y i s 5 m g. T hi s d o s e w a s s el e ct e d b a s e d o n P D r e s ult s 

fr o m St u d y  42 8 4 7 9 2 2 E DI 1 0 0 2 ( 1 0, 2 0, a n d 4 0 m g) a n d t h e s o m n ol e n c e eff e cts o bs er v e d i n 

St u d y  42 8 4 7 9 2 2 E DI 1 0 0 3 ( 5 t o 6 0 m g). I n St u d y 42 8 4 7 9 2 2 E DI 1 0 0 2, effi c a c y  on t he L P S 

e n d p oi nt w as o bs er v e d at t h e l o w est d os e t est e d ( 1 0 m g) , s o t h e mi ni m u m eff e cti v e d os e m a y  b e 

l o w er t h a n 1 0 m g . I n St u d y  42 8 4 7 9 2 2 E DI 1 0 0 3, J NJ- 4 2 8 4 7 9 2 2 d os e l e v els of 5 t o 6 0 m g w er e 

e v al u at e d f or 1 0 d a y s i n h e alt h y  mal e a n d f e m al e s u bj e cts ( 6 s u bj e ct s/ d os e). O v er all, 

J NJ- 4 2 8 4 7 9 2 2 d os e l e v els < 2 0 m g i n d u c e d m o stl y  mil d, i n c o nsist e nt s o m n ol e n c e ( o v er ti m e a n d 

s u bj e ct -t o-s u bj e ct), w h er e as s o m n ol e n c e r e p ort e d f oll o wi n g d os e l e v els ≥ 2 0 m g w as g e n er all y 

m o d er at e, a n d w as c o nsist e ntl y  re p ort e d o v er ti m e b y  all s u bj e cts. B e c a us e J NJ- 4 2 8 4 7 9 2 2 w as 

a d mi nist er e d i n t h e m or ni n g i n St u d y  42 8 4 7 9 2 2 E DI 1 0 0 3 f oll o wi n g a f ull ni g ht of sl e e p, t h e s e 

r es ults ar e e x p e ct e d t o u n d er esti m at e t h e p ot e n c y  of J N J - 4 2 8 4 7 9 2 2 i n s u bj e cts wit h i ns o m ni a 

w h o will r e c ei v e t h e dr u g at ni g ht ti m e. I n St u d y 4 2 8 4 7 9 2 2 E DI 1 0 0 3, a m o d est i n cr e as e i n t h e 

i n ci d e n c e of mil d t o m o d er at e s o m n ol e n c e w as r e p ort e d f oll o wi n g a d mi nistr ati o n of 5 m g  of 

J NJ- 4 2 8 4 7 9 2 2 v ers us pl a c e b o, a n d t h er ef or e t h e 5- m g J NJ - 4 2 8 4 7 9 2 2 d os e l e v el w as c h os e n t o 

ass ess p ot e nti al ef fi c a c y at t h e l o w er e n d of t h e d os e r a n g e.

T h e J NJ -4 2 8 4 7 9 2 2 d os es ( 5 m g, 1 0 m g , a n d 2 0 m g) ar e e x p e ct e d t o r es ult i n a n a c c e pt a bl e s af et y 

pr ofil e i n t h e s a m pl e p arti ci p ati n g i n t his st u d y, a s J NJ- 4 2 8 4 7 9 2 2 w as w ell t ol er at e d i n h e alt h y 

s u bj e cts aft er si n gl e d os es u p t o 8 0 m g ( 1 0 t o 8 0 m g, St u d y 4 2 8 4 7 9 2 2 E DI 1 0 0 1) a n d m ulti pl e 

d os es u p t o 6 0 m g ( 5 t o 6 0 m g o n c e d ail y  for 1 0 d a y s, St u d y 4 2 8 4 7 9 2 2 E DI 1 0 0 3). J NJ-4 2 8 4 7 9 2 2 

w as als o w ell t ol er at e d i n s u bj e cts wit h M D D a n d c o m or bi d i ns o m ni a aft er si n gl e-d os e 
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a d mi nistr at i o n of 1 0 t o 4 0 m g. A d diti o n all y  in St u d y 4 2 8 4 7 9 2 2I S M 2 0 0 2, m ulti pl e d osi n g ( u p t o 

5 d a y s) of 4 0- m g  JNJ -4 2 8 4 7 9 2 2 w as g e n er all y w ell t ol er at e d i n s u bj e cts wit h i ns o m ni a dis or d er 

wit h o ut ps y c hi atri c c o m or bi dit y .

Pr eli mi n ar y  s af et y re s ult s fr o m St u d y  4 2 8 4 7 9 2 2 EDI 1 0 1 4 i n el d erl y  h e alt h y su bj e ct c o h orts s h o w 

t h at si n gl e e v e ni n g d osi n g of J NJ- 4 2 8 4 7 9 2 2 1 0 m g a n d 2 0 m g d os es w er e w ell t ol er at e d.

T h e 1 4- d a y  ex p os ur e i n t his st u d y is b as e d o n t h e m ost r e c e nt gl o b al g ui d a n c e o n t h e 

i n v esti g ati o n of tr e at m e nts f or ins o m n i a d is or d er, iss u e d b y  th e E ur o p e a n M e di ci n es A g e n c y / 

C o m mitt e e f or M e di ci n al Pr o d u cts f or H u m a n Us e i n S e pt e m b er of 2 0 1 1 e ntitl e d “ G ui d eli n e o n 

m e di ci n al pr o d u cts f or t h e tr e at m e nt of i ns o m ni a ”. 2 2

I n t o xi c ol o g y st u di es, J NJ -4 2 8 4 7 9 2 2 h as b e e n i n v esti g at e d o v er a p eri o d of 3 m o nt hs of 

e x p os ur e, w hi c h a d e q u at el y  c o v ers a p eri o d of 1 4 d a ys of d osi n g.

I n to xi c ol o g y  st u di es, J N J - 4 2 8 4 7 9 2 2 h as b e e n i n v esti g at e d o v er a p eri o d of 6 m o nt hs i n r ats a n d 

9 m o nt hs i n d o gs, w hi c h a d e q u at el y c o v ers a p eri o d of 1 4 d a y s of d osi n g.

S e e S e cti o n 1. 1. 1 , N o n cli ni c al St u di es f or a s u m m ar y of t o xi c ol o g y st u di es.

T h e z ol pi d e m d os es ( 5 m g a n d 1 0 m g) s el e ct e d f or us e ar e b as e d o n t h e a p pr o v e d d os es i n t h e 

U S, E U, a n d J a p a n, a n d s u bj e cts will b e d os e d p er t h e l o c al l a b elli n g i nf or m ati o n :

 I n t h e U S, a d ult f e m al es a n d el d erl y  (m al e s a n d f e m al es) will r e c ei v e 5 m g d o s e s w hil e a d ult 

m al es will r e c ei v e 1 0 m g d os es .

 In t h e E U, a d ults will r e c ei v e 1 0 m g d os es w hil e el d erl y will r e c ei v e 5 m g d os es .

 In J a p a n, a d ults a n d el d erl y  will r e c ei v e 5 m g d os es.

L o w er d osi n g ( 5 m g ) i s r e c o m m e n d e d i n t h e el d erl y  t o mi ni mi z e a d v ers e eff e cts r el at e d t o 

i m p air e d m ot or a n d/ or c o g niti v e p erf or m a n c e a n d u n us u al s e nsiti vit y to s e d ati v e/ h yp n oti c 

dr u gs .8 7 ,8 8 ,8 9 Z ol pi d e m d osi n g p er l o c al l a b el w as s el e ct e d t o all o w c o m p aris o n b et w e e n t h e 

t est e d J NJ- 4 2 8 4 7 9 2 2 d os es ( 5, 1 0, a n d 2 0 m g) a n d t h e z ol pi d e m d os es i n u s e i n t h e U S, E U, a n d 

J a p a n.

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

T h e st u d y  is d esi g n e d t o ass ess t h e d os e -r es p o ns e of 3 d os es of J NJ -4 2 8 4 7 9 2 2 ( 5, 1 0, a n d 2 0 m g) 

c o m p ar e d t o pl a c e b o o n t he o bj e cti v e sl e e p m e as ur e of L P S , r efl e cti n g eff e cts o n sl e e p o ns et i n 

s u bj e cts wit h i ns o m ni a dis or d er . L at e n c y t o p ersist e nt sl e e p is t h e st a n d ar d m e as ur e f or t h e ti m e 

of sl e e p o ns et i n i ns o m ni a cli ni c al tri als.

Effi c a c y M e as u r es

O bj e cti v e sl e e p p ar a m et ers will b e m e as ur e d b y  PS G as list e d i n S e cti o n 9. 2 , Effi c a c y  

E v al u ati o ns.
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S u bj e cti v e sl e e p p ar a m et ers (s S O L, s T S T, s W A S O, s-n N A W, s Q U A L, a n d s u bj e cti v e r efr es h e d 

f e eli n g o n w a ki n g [s F R E S H ]) will b e ass ess e d usi n g t h e C S D -M. T h e C S D -M is t h e o nl y  sl e e p 

di ar y  d e v el o p e d wit h ri g or o us m et h o d ol o g y f or p ati e nt-r e p ort e d o ut c o m e d e v el o p m e nt, i n cl u di n g 

e m pl o y i n g us er/f o c us gr o u p f e e d b a c k a n d e x p ert f e e d b a c k t o est a blis h c o n str u ct v ali dit y . It h as 

u n d er g o n e ps y c h o m etri c t esti n g a n d its c o nt e nt v ali dit y  has b e e n c o nfir m e d b y  pati e nt f o c us 

gr o u ps. 1 1

T h e cli ni ci a n -r at e d ISI  will b e us e d t o m e as ur e r es p o ns e r at e ( d efi n e d a s a ≥ 5 0 % r e d u cti o n i n 

t ot al s c or e) a n d r e missi o n r at e ( d efi n e d as a t ot al s c or e ≤ 1 0) of i ns o m ni a s ym pt o ms o n D a y 1 4. 

T h e C GI -S, C GI -I, P GI -S, a n d P GI -I will b e us e d t o all o w ass ess m e nt of mi ni m al cli ni c all y 

i m p ort a nt diff er e n c e b as e d o n t h e gl o b al i m pr essi o ns of t h e cli ni ci a n a n d t h e s u bj e ct.1 2 ,2 4

D a y ti m e c o ns e q u e n c es o n f u n cti o ni n g a n d sl e e p dist ur b a n c e will b e ass ess e d b y  PR O MI S -S RI  

a n d P R O MI S- S D, r es p e cti v ely. T h es e m e as ur es w er e d e v el o p e d usi n g st at e of t h e art 

p s y c h o m etri c t e c h ni q u es s u c h a s Ite m R es p o ns e T h e or y  Mo d els a n d h a v e b e e n s h o w n t o 

a d e q u at el y r e pr es e nt sl e e p dist ur b a n c e a n d sl e e p -r el at e d i m p air m e nt d o m ai ns. T h es e m e as ur es 

pr o vi d e hi g h t ot al t est i nf or m ati o n wit h hi g h v ali dit y  a n d r eli a bilit y.8 5

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

V e n o us bl o o d s a m pl es ( 3 m L  ea c h) will b e c oll e ct e d f or t h e d et er mi n ati o n of pl as m a 

c o n c e ntr ati o ns f or J NJ -4 2 8 4 7 9 2 2 a n d it s a cti v e m et a b olit es ( M 1 2 a n d M 1 6 [ as a p pli c a bl e]) at t h e 

ti m e p oi nts i n di c at e d i n t h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e -

P art 2 .

A p o p ul ati o n P K a n al ys i s usi n g P K d at a fr o m a s el e cti o n of P h as e 1 a n d P h as e 2 st u di es will b e 

p erf or m e d at t h e c o m pl eti o n of t h e st u d y. T h e p ur p os e of t h e pl a n n e d p o p ul ati o n P K a n al ys i s 

will b e t o ass ess t h e P K of J N J - 4 2 8 4 7 9 2 2 ( a n d, if n e e d e d, of a cti v e m et a b olit es M 1 2 a n d M 1 6) 

i n t h e t ar g et p ati e nt p o p ul ati o n, a n d t h e p ot e nti al i m p a ct of c o v ari at es. P K c oll e cti o n will als o 

e n a bl e t h e e v al u ati o n of t h e r el ati o ns hi p b et w e e n p ar e nt dr u g c o n c e ntr ati o n a n d m et a b olit es M 1 2 

a n d M 1 6, a n d t h e e x pl or ati o n of t h e c orr el ati o n of e x p os ur e t o effi c a c y  or s af et y me as ur es. 

I nt e nsi v e P K s a m pli n g i n a s u bs et of s u bj e cts will h el p t o f urt h er c h ar a ct eri z e t h e P K of J NJ-

4 2 8 4 7 9 2 2 i n a d ult a n d el d erl y  su bj e cts a s w ell a s t h e r el ati o ns hi p b et w e e n dr u g c o n c e ntr ati o n 

a n d sl e e p m ai nt e n a n c e. T h es e a n al ys es will b e h el pf ul i n i d e ntif yi n g o pti m al d os es a n d d os i n g 

r e gi m e ns t o e v al u at e i n s u bs e q u e nt st u di es.

S af et y E v al u ati o ns

St a n d ar d s af et y e v al u ati o ns i n cl u di n g c oll e cti o n of A Es a n d c o n c o mit a nt m e di c ati o ns, p h y si c al 

e x a mi n ati o n, b o d y  wei g ht, vit al si g ns, 1 2- l e a d E C G, uri n e dr u g t esti n g, a n d cli ni c al l a b or at or y

t ests will b e p erf or m e d t o m o nit or s u bj e ct s af ety t hr o u g h o ut t h e st u d y.

N e xt -d a y  resi d u al eff e cts ar e fr e q u e ntly s e e n aft er t h e us e of h y p n oti c dr u gs. P ost ur al st a bilit y 

( b o d y sw a y ) will b e m e as ur e d b y  an at a xi a m et er. C o g niti v e/ ps y c h o m ot or eff e cts will b e

m e as ur e d s u bj e cti v el y b y  th e P R O MI S -A C A a n d o bj e cti v el y  by a c o m p ut eri z e d b att er y  of 

c o g niti v e t ests. P ot e nti al n e xt -d a y  resi d u al s e d ati o n will b e t est e d s u bj e cti v el y vi a t h e K S S 
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s elf-r e p ort m e as ur e. M i d dl e of t h e ni g ht c o g niti v e a n d m ot or p erf or m a n c e will b e ass ess e d wit h 

mi d dl e of t h e ni g ht w a k e ni n g ( 4 h o urs aft er d os e) o n Ni g ht 1 4 wit h t h e c o m p ut eri z e d c o g niti v e 

b att er y  a n d at a xi a m et er.

P ot e nti al wit h dr a w al eff e cts will b e ass ess e d b y t h e cli ni ci a n usi n g t h e P W C a n d r e p ort e d b y  

s u bj e cts usi n g t h e B W S Q.

A d diti o n all y , e m er g e n c e of s ui ci d al i d e ati o n will b e ass ess e d usi n g t h e C- S S R S. T h e C- S S R S 

h as b e e n us e d fr e q u e ntl y in cli ni c al st u di es a n d it is a st a n d ar d m e as ur e f or s ui ci d al i d e ati o n 

ass ess m e nt; its us e is i n a c c or d a n c e wit h F D A g ui d a n c e. 7 8

A Es of S p e ci al I nt er est

I n v esti g at ors ar e i nstr u ct e d t o p a y  sp e ci al att e nti o n t o c o m pl e x, sl e e p -r el at e d 

b e h a vi ors/ p ar as o m ni as, c at a pl e x y- li k e s ym pt o ms (s u dd e n, tr a nsi e nt e pis o d e of m us cl e w e a k n ess 

a c c o m p a ni e d b y  co ns ci o us a w ar e n ess) , vi vi d ( a b n or m al) dr e a ms, a n d sl e e p p ar al y sis ( w h e n 

f alli n g a sl e e p/ a w a k e ni n g t h e e x p eri e n c e of n ot b ei n g a bl e t o m o v e, r e a ct or s p e a k). F all s ar e als o 

c o nsi d er e d a n e v e nt of s p e c i al i nt er est i n t his st u d y.

Pri or st u di e s wit h D O R A s ( e g, s u v or e x a nt) s u g g e st t h at s u c h a g e nt s m a y  pr e ci pit at e c ata pl e x y  or 

c at a pl e x y- li k e e v e nts a n d sl e e p p ar al ys is. A ni m al st u di es s u g g est t h at c at a pl e x y m a y  be a 

li a bilit y f or D O R As, b ut n ot f or O X 2 R-s el ecti v e a nt a g o nists. 1 8 T o d at e, 3 c as es of sl e e p p ar al ys i s 

h a v e b e e n o bs er v e d wit h J NJ-4 2 8 4 7 9 2 2: 1 fr o m e a c h of t h e f oll o wi n g 

St u di es 4 2 8 4 7 9 2 2 E DI 1 0 0 1 ( 8 0 m g d os e), 4 2 8 4 7 9 2 2 E DI 1 0 0 6 ( 2 0 m g d os e), a n d 

4 2 8 4 7 9 2 2I S M 2 0 0 2 ( 4 0 m g d os e). C o m pl e x, sl e e p -r el at e d b e h a vi ors/ p ar as o m ni as s u c h a s 

c o nf usi o n al ar o us als, s o m n a m b ulis m (sl e e p w al ki n g), sl e e p t err ors, br u xis m (t e et h gri n di n g), 

sl e e p s e x, sl e e p -r el at e d e ati n g dis or d er, sl e e p b e h a vi or dis or d er, a n d c at at hr e ni a 

( R E M-ass o ci at e d e n d -i ns pir at or y ap n e a/ br e at h h ol di n g) h a v e b e e n n ot e d wit h e x p os ur e t o 

h y p n oti c dr u gs. F or t h es e r e as o ns, c at a pl e x y, vi vi d ( a b n or m al) dr e a ms, sl e e p p ar al ys is, a n d 

c o m pl e x, sl e e p -r el at e d b e h a vi ors /p ar as o m ni as ar e c o nsi d er e d A Es of s p e ci al i nt er est i n t his 

st u d y. 

Gi v e n t h e a d vis e m e nt of t h e A m eri c a n G eri atri cs S o ci et y  to a v oi d t h e c hr o ni c us e of h y p n oti cs, 

i n cl u di n g z ol pi d e m, i n el d erl y  pati e nts b e c a us e of t h eir ass o ci ati o n wit h f all s a n d fr act ur es, a f all 

is als o c o nsi d er e d a n A E of i nt er est.

E x pl o r at o r y e v al u ati o ns

T h e T S Q M - 9 will b e us e d t o ass ess p ati e nts' s atisf a cti o n wit h m e di c ati o n, pr o vi di n g s c or es o n 

eff e cti v e n ess, c o n v e ni e n c e, a n d gl o b al s atisf a cti o n.

T h e T S Q M - 9 is a 9- it e m g e n eri c p ati e nt r e p ort e d o ut c o m e i nstr u m e nt t o ass ess p ati e nts’ 

s atisf a cti o n wit h m e di c ati o n. 6 It is d eri v e d fr o m t h e l o n g er T S Q M V ersi o n 1. 4 a n d c o v ers 

d o m ai ns of eff e cti v e n ess, c o n v e ni e n c e, a n d gl o b al s atisf a cti o n. 
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4. S U B J E C T P O P U L A TI O N

S cr e e ni n g f or eli gi bl e s u bj e cts will b e p erf or m e d wit hi n 3 5 d a y s b ef or e a d mi nistr ati o n of t h e 

st u d y dr u g.

T h e i n cl usi o n a n d e x cl usi o n crit eri a f or e nr olli n g s u bj e cts i n t his st u d y ar e d es cri b e d i n t h e 

f oll o wi n g 2 s u b s e cti o n s. If t h er e i s a q u e sti o n a b o ut t h e i n cl u si o n or e x cl u si o n crit eri a b el o w, t h e 

i n vesti g at or m ust c o ns ult wit h t h e a p pr o pri at e s p o ns or r e pr es e nt ati v e a n d r es ol v e a n y  iss u es 

b ef or e e nr olli n g a s u bj e ct i n t h e st u d y. W ai v ers ar e n ot all o w e d . E x c e pti o n al a n d li mit e d 

r et esti n g of a b n or m al l a b or at or y val u es, vit al si g ns, or E C G s cr e e ni n g v al u e s ( b ut n ot P S G or 

C S D -M v al u es) t h at l e a d t o e x cl usi o n , b ut mi g ht b e n ot cli ni c all y si g nifi c a nt b as e d u p o n t h e 

i n v esti g at ors’ j u d g e m e nt, m a y  be all o w e d aft er dis c ussi o n a n d a p pr o v al b y  th e s p o ns or d uri n g 

t h e s cr e e ni n g p h as e (t o r e ass ess eli gi bilit y ). R et es ti n g w o ul d t a k e pl a c e d uri n g a n u ns c h e d ul e d 

visit i n P art 1 of t h e s cr e e ni n g p h as e. T his s h o ul d o nl y  be c o nsi d er e d if t h er e is n o a nti ci p at e d 

i m p a ct o n s u bj e ct s af ety.

If a s u bj e ct d o es n ot m e et all i n cl usi o n a n d e x cl usi o n crit eri a ( e g, is a s cr e e n f ail ur e) b ut at s o m e 

p oi nt i n t h e f ut ur e is e x p e ct e d t o m e et t h e s u bj e ct eli gi bilit y  crit eri a, t h e s u bj e ct m a y  be 

r es cr e e n e d o n o n e o c c asi o n o nl y . T his s h o ul d b e dis c uss e d wit h t h e s p o ns or’s s af et y p h y si ci a n. 

S u bj e cts c a n n ot b e r es cr e e n e d if t h e y fail e d s c r e e ni n g o n P S G, C S D -M, I SI, or D S M - 5 crit eri a 

f or i ns o m ni a dis or d er. S u bj e cts w h o ar e r es cr e e n e d will b e assi g n e d a n e w s u bj e ct n u m b er, 

u n d er g o t h e i nf or m e d c o ns e nt pr o c ess, a n d t h e n r est art a n e w s cr e e ni n g p h as e.

4. 1. I n cl u si o n Crit eri a

E a c h p ot e nti al s u bj e ct m ust s atisf y  all of t h e f oll o wi n g crit eri a t o b e e nr oll e d i n t h e st u d y:

1. Crit eri o n m o difi e d p er A m e n d m e nt 2

1. 1. Crit eri o n m o difi e d p er A m e n d m e nt 3

1. 2. S u bj e ct m ust b e a m a n or W O N C B P , 1 8 t o 8 5 y e ars of a g e, i n cl usi v e, o n t h e d a y  of 

si g ni n g i nf or m e d c o ns e nt. N ot e: S u bj e cts s h o ul d b e at l e ast 1 8 y e ars of a g e or ol d er as 

p er t h e l e g al a g e of c o ns e nt i n t h e j uris di cti o n i n w hi c h t h e st u d y  is t a ki n g pl a c e.

A W O N C B P is d efi n e d as: 

o P ost m e n o p a us al
A p ost m e n o p a us al st at e i s d efi n e d as n o m e ns es f o r 1 2 m o nt hs wit h o ut a n 
alt er n ati v e m e di c al c a u s e. A hi g h f olli cl e sti m ul ati n g h o r m o n e ( F S H) l e v el 
(p er c e ntr al l a b or at or y r a n g e ) i n t h e p ost m e n o p a us al r a n g e m a y b e us e d 
t o c o nfir m a p ost m e n o p a us al st at e i n w o m e n n ot usi n g h or m o n al 
c o ntr a c e pti o n or h or m o n al r e pl a c e m e nt t h er a p y.

o P er m a n e ntl y  st eril e
P er m a n e nt st eriliz ati o n m et h o ds i n cl u d e h yst er e ct o m y, bil at er al 
s al pi n g e ct o m y, bil at er al t u b al o c cl usi o n/li g ati o n pr o c e d ur es, a n d bil at er al 
o o p h or e ct o m y.
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  If r e pr o d u cti v e st at us is q u esti o n a bl e, a d diti o n al e v al u ati o n s h o ul d b e c o nsi d er e d.

2. S u bj e ct m ust m e et D S M -5 crit eri a f or i ns o m ni a dis or d er.

 A pr e d o mi n a nt c o m pl ai nt of diss atisf a cti o n wit h sl e e p q u a ntit y or q u alit y , ass o ci at e d 
wit h o n e ( or m or e) of t h e f oll o wi n g s y m pt o ms:

– Diffi c ult y  i niti ati n g sl e e p

– Diffi c ult y m ai nt ai ni n g sl e e p, c h ar a ct eri z e d b y  fr e q u e nt a w a k e ni n gs or pr o bl e ms 
r et ur ni n g t o sl e e p aft er a w a k e ni n gs

– E arl y- m or ni n g a w a k e ni n g wit h i n a bilit y t o r et ur n t o sl e e p.

 T h e sl e e p dist ur b a n c e c a us es cli ni c all y  si gnifi c a nt distr ess or i m p air m e nt i n s o ci al, 
o c c u p a ti o n al, e d u c ati o n al, a c a d e mi c, b e h a vi or al, or ot h er i m p ort a nt ar e as of  
f u n cti o ni n g.

 T h e sl e e p diffi c ult y  o c c urs at l e ast 3 ni g hts p er w e e k.

 T h e sl e e p diffi c ult y  is pr es e nt f or at l e ast 3 m o nt hs.

 T h e sl e e p diffi c ult y  o c c urs d es pit e a d e q u at e o p p ort u nit y f or sl e e p.

 T h e i ns o m ni a is n ot b ett er e x pl ai n e d b y  an d d o e s n ot o c c ur e x cl usi v el y  duri n g t h e 
c o urs e of a n ot h er sl e e p -w a k e dis or d er ( e g, n ar c ol e ps y , a br e at hi n g -r el at e d sl e e p 
dis or d er, a cir c a di a n r h yt h m sl e e p -w a k e dis or d er, a p ar as o m ni a).

 T h e i ns o m ni a is n ot a ttri b ut a bl e t o t h e p h y si ol o gi c al eff e cts of a s u bst a n c e ( e g, a 
dr u g of a b us e, a m e di c ati o n).

 C o e xisti n g m e nt al dis or d ers a n d m e di c al c o n diti o ns d o n ot a d e q u at el y e x pl ai n t h e 
pr e d o mi n a nt c o m pl ai nt of i ns o m ni a.

3. S u bj e ct m ust h a v e a n I SI t ot al s c or e ≥ 1 5 at s cr e e ni n g.

( N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e i nf or m e d c o ns e nt 

f or m [I CF], a d mi nistr ati o n of t h e I SI m ust o c c ur at l e ast 5 d a y s aft er t h e l ast d os e of all 

h y p n oti c dr u g s.)

4. S u bj e ct m ust h a v e a n s S O L ≥ 4 5 mi n ut es a n d a n s W A S O ≥ 6 0 mi n ut es o n at l e ast 

3 ni g hts o v er a n y 7- d a y  peri o d d uri n g P art 1 of s cr e e ni n g, usi n g t h e C S D -M, pri or t o 

s cr e e ni n g P S G ass ess m e nts.

( N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e I C F, a d mi nistr ati o n 

of t h e C S D -M m ust st art a t l e ast 5 d a y s aft er t h e l ast d os e of all h y p n oti c dr u g s.)

5. S u bj e ct m ust d e m o nstr at e a 2- ni g ht m e a n L P S of ≥ 2 5 mi n ut es ( wit h n eit h er ni g ht 

< 2 0 mi n ut e s), a 2 -ni g ht m e a n W A S O ≥ 3 0 mi n ut e s, a n d a 2 -ni g ht m e a n T S T ≤ 6. 5 h o urs, 

wit h n eit h er ni g ht > 7 h o urs.

( Not e: T h e 2 ni g hts of s cr e e ni n g P S G a c q uisiti o ns will b e c o n d u ct e d c o ns e c uti v el y . 

T h es e ass ess m e nts s h o ul d b e c o m pl et e d b et w e e n D a y  -1 4 a n d a p pr o xi m at el y  Da y  - 5 t o 
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all o w f or a n al y sis of t h e P S G d at a a n d est a blis h eli gi bilit y f or r a n d o mi z ati o n).

6. S u bj e ct m ust b e ot h er wis e h e alt h y or pr es e nt wit h st a bl e, w ell -c o ntr oll e d, c hr o ni c 

c o n diti o ns o n t h e b asis of p h y si c al e x a mi n ati o n, m e di c al hist or y , vit al si g ns, 1 2 -l e a d 

E C G , a n d cli ni c al l a b or at or y tests p erf or m e d at s cr e e ni n g. If t h er e ar e a b n or m aliti es, 

t h e y m ust b e c o n si st e nt wit h t h e u n d erl y i n g ill n e s s i n t h e st u d y p o p ul ati o n. If t h e r es ults 

of t h e cli ni c al l a b or at or y t ests ar e o utsi d e t h e n or m al r ef er e n c e r a n g es, t h e s u bj e ct m a y  

b e i n cl u d e d o nl y if t h e i n v esti g at or a n d t h e s p o ns or's S af et y P h y si ci a n j u d g e t h e

a b n or m alit y  or d e vi ati o ns fr o m n or m al t o b e n ot cli ni c all y  si g nifi c a nt or t o b e 

a p pr o pri at e a n d r e as o n a bl e f or t h e p o p ul ati o n u n d er st u d y. T his d et er mi n ati o n m ust b e 

r e c or d 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 a n d i niti al e d b y t h e i n v esti g at or.

7. B o d y m ass i n d e x b et w e e n 1 8 a n d 3 5 k g/ m 2 i n cl usi v e (b o d y  m ass i n d e x= w ei g ht/ h ei g ht 2 ).

8. F or s u bj e cts ≥ 6 5 y e ar s of a g e, a Mi ni -M e nt al St at e E x a mi n ati o n s c or e of ≥ 2 5 t o r ul e o ut 

c o g niti v e i m p air m e nt i n t h e i nt er est of s u bj e ct s af et y .

9. Crit eri o n m o difi e d p er A m e n d m e nt 3

9. 1 S u bj e ct m ust us u all y  sp e n d b et w e e n 6 a n d 9 h o urs i n b e d d uri n g t h e ni g ht a n d g o t o 

b e d b et w e e n 8 P M a n d 1 A M a n d t y pi c all y  g et o ut of b e d b et w e e n 5 A M a n d 9 A M.

1 0. Cr it eri o n del et e d p er A m e n d m e nt 2

1 1.  Crit eri o n d el et e d p er A m e n d m e nt 2

1 2. A w o m a n m ust a gr e e n ot t o d o n at e e g gs ( o v a, o o c y t es) f or t h e p ur p os es of assist e d 
r e pr o d u cti o n d uri n g t h e st u d y a n d f or a p eri o d of at l e ast 1 m o nt h aft er r e c ei vi n g t h e l ast 
d os e of st u d y  dr u g.

1 3.  Crit eri o n m o difi e d p er A m e n d m e nt 2

1 3. 1. D uri n g t h e st u d y an d f or a mi ni m u m of 1 s p er m at o g e n esis c y cl e ( d efi n e d as 

a p pr o xi m at el y  3 m o nt hs ) aft er r e c ei vi n g t h e l ast d os e of st u d y  dr u g, a m a n:

 w h o is s e x u all y acti v e wit h a w o m a n of c hil d b e ari n g p ot e nti al m ust a gr e e t o us e a 
b arri er m et h o d of c o ntr a c e pti o n ( eg, c o n d o m wit h s p er mi ci d al 
f o a m/ g el/fil m/ cr e a m/s u p p osit or y)

 w h o is s e x u all y  a cti v e wit h a w o m a n w h o is pr e g n a nt m ust us e a c o n d o m

 m ust a gr e e n ot t o d o n at e s p er m.

1 4. S u bj e ct m ust b e willi n g a n d a bl e t o a d h er e t o t h e pr o hi biti o ns a n d r estri cti o ns s p e cifi e d
i n t his pr ot o c ol.

1 5. S u bj e ct m ust si g n a n I C F i n di c ati n g t h at h e or s h e u n d erst a n ds t h e p ur p os e of, a n d 

pr o c e d ur es r e q uir e d f or, t h e st u d y a n d is willi n g t o p arti ci p at e i n t h e st u d y.
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1 6. S u bj e cts m ust si g n a s e p ar at e I CF if h e or s h e a gr e es t o pr o vi d e a n o pti o n al D N A

s a m pl e f or r es e ar c h ( w h er e l o c al r e g ul ati o ns p er mit). R ef us al t o gi v e c o ns e nt f or t h e 

o pti o n al D N A r es e ar c h s a m pl es d o es n ot e x cl u d e a s u bj e ct fr o m p arti ci p ati o n i n t h e 

st u d y.

4. 2. E x cl u si o n Crit eri a

A n y  p ot e nti al s u bj e ct w h o m e ets a n y of t h e f oll o wi n g crit eri a will b e e x cl u d e d fr o m p arti ci p ati n g 

i n t h e st u d y:

1. Crit eri o n m o difi e d p er A m e n d m e nt 1

1. 1. Crit eri o n m o difi e d p er A m e n d m e nt 2

1. 2. H as hist or y  of or c urr e nt cli ni c all y si g nifi c a nt a n d/ or u nst a bl e li v er ( m o d er at e or

s e v er e h e p ati c i m p air m e nt [ C hil d-P u g h S c or e ≥ 7] ) or r e n al i ns uffi ci e n c y (s e v er e r e n al 

i m p air m e nt [esti m at e d cr e ati ni n e cl e ar a n c e b el o w 3 0 m L / mi n]; s er u m cr e ati ni n e 

> 2 m g/ d L ); si g nifi c a nt a n d/ or u nst a bl e c ar di a c, v as c ul ar, p ul m o n ar y ( e g, ac ut e or 

s e v er e r es pir at or y fail ur e) , g astr oi nt esti n al, e n d o cri n e, n e ur ol o gi c ( e g, m y ast h e ni a 

gr a vis , n ar c ol e ps y), h e m at ol o gi c, r h e u m at ol o gi c, i m m u n ol o gi c, or m et a b oli c 

dist ur b a n c es. Or g a ni c br ai n dis e as e, e pil e ps y,  de m e nti a, n ar c ol e ps y, n arr o w a n gl e 

gl a u c o m a a n d k n o w n or s us p e ct e d m e nt al r et ar d ati o n ar e e x cl usi o n ar y . A n y  cli ni c all y 

r el e v a nt m e di c al c o n diti o n t h at is li k el y to r es ult i n d et eri or ati o n of t h e s u bj e ct's 

c o n diti o n or aff e ct t h e s u bj e ct's s af et y d uri n g t h e st u d y (e g, m e di c all y fr ail s u bj e ct 

wit h hist or y  of h os pit ali z ati o n d u e t o fr a ct ur es) or c o ul d p ot e nti all y  alt er t h e 

a bs or pti o n, m et a b olis m, or e x cr eti o n of t h e st u d y dr u g is e x cl usi o n ar y .

N ot e: S u bj e cts wit h c hr o ni c b ut st a bl e, w ell -c o ntr oll e d c o n diti o ns m a y  be all o w e d i n 

t h e st u d y u p o n a gr e e m e nt wit h t h e i n v esti g at or a n d t h e s p o ns or's S af et y P h ysi ci a n.

2. H as u n c o ntr oll e d h y p ert e nsi o n (s u pi n e s yst oli c bl o o d pr ess ur e > 1 5 0 m m H g i n a d ult

su bj e cts or > 1 6 0 m m H g i n el d erl y s u bj e cts or s u pi n e di ast oli c bl o o d pr ess ur e 

> 9 0 m m H g, d es pit e di et, e x er cis e, or a st a bl e d os e of all o w e d a nti h y p ert e nsi v e 

t h er a py) at s cr e e ni n g or D a y  1. ( A s u bj e ct wit h h y p ert e nsi o n m a y  be i n cl u d e d if t h e 

s u bj e ct’s h y p er t e nsi o n h as b e e n c o ntr oll e d f or at l e ast 3 m o nt hs pri or t o s cr e e ni n g, a n d 

t h e d os a g e of a ny a nti h y p ert e nsi v e m e di c ati o n h as b e e n st a bl e f or t h e p ast 3 m o nt hs).

3. H as cli ni c all y  si gnifi c a nt a b n or m al v al u es f or h e m at ol o g y , cli ni c al c h e mistr y , or 

uri n al y si s at s cr e e ni n g. S u bj e ct s wit h n o n -i n s uli n d e p e n d e nt di a b et e s m ellit u s w h o ar e 

a d e q u at el y c o ntr oll e d ( h e m o gl o bi n A 1 c [ H b A 1 c] ≤ 8 %) m a y  be eli gi bl e t o p arti ci p at e 

if ot h er wis e m e di c all y  he alt h y . It is e x p e ct e d t h at l a b or at or y val u es will g e n er all y b e 

wit hi n t h e n or m al r a n g e, t h o u g h mi n or d e vi ati o ns, w hi c h ar e n ot c o nsi d er e d t o b e of 

cli ni c al si g nifi c a n c e t o b ot h t h e i n v esti g at or a n d t h e s p o ns or’s S af et y P h y si ci a n, ar e 

a c c e pt a bl e.
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4. H as cli ni c all y si g nifi c a nt E C G a b n or m aliti es at s cr e e ni n g or D a y 1 pri or t o 

r a n d o mi z ati o n d efi n e d as:

 Q T i nt er v al c orr e ct e d a c c or di n g t o Fri d eri ci a’s f or m ul a: ≥ 4 5 0 ms e c ( m al es); 
≥ 4 7 0 ms e c (f e m al es)

 E vi d e n c e of 2 n d a n d 3 r d d e gr e e atri o v e ntri c u l ar bl o c k, or 1 st d e gr e e atri o v e ntri c ul ar 
bl o c k wit h P R i nt er v al > 2 1 0 ms e c, l eft b u n dl e br a n c h bl o c k. 

 F e at ur es of n e w is c h e mi a

 Ot h er cli ni c all y i m p ort a nt arr h yt h mi a.

N ot e: S u bj e cts wit h ri g ht b u n dl e br a n c h bl o c k m a y  be all o w e d pr o vi d e d c o nfir m ati o n 

t h at ri g ht b u n dl e br a n c h bl o c k is n ot ass o ci at e d wit h u n d erl yi n g c ar di a c/l u n g dis e as es.

5. H as si g nifi c a nt h y p ers o m ni a n ot r el at e d t o ni g ht ti m e i ns o m ni a ( b as e d o n cli ni c al 

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

6. R e g ul arl y  n a ps m or e t h a n 3 ti m es p er w e e k.

7. H as a c urr e nt di a g n osis or r e c e nt hi st or y  of p s y c h oti c dis or d er, M D D, bi p ol ar 

dis or d er, or p osttr a u m ati c str ess dis or d er, or ot h er ps y c hi atri c c o n diti o n t h at, i n t h e 

i n v esti g at or’s o pi ni o n, w o ul d i nt erf er e wit h t h e s u bj e ct’s a bilit y  to p arti ci p at e i n t h e 

tri al.

8. H as a c urr e nt or r e c e nt hist or y  of s eri o us s ui ci d al i d e ati o n wit hi n t h e p ast 6 m o nt hs, 

c orr es p o n di n g t o a p ositi v e r es p o ns e o n it e m 4 ( a cti v e s ui ci d al i d e ati o n wit h s o m e i nt e nt 

t o a ct, wit h o ut s p e cifi c pl a n) or it e m 5 ( a cti v e s ui ci d al i d e ati o n wit h s p ecifi c pl a n a n d 

i nt e nt) f or i d e ati o n o n t h e C-S S R S, or a hist or y  of s ui ci d al b e h a vi or wit hi n t h e p ast ye ar, 

as v ali d at e d b y  t h e C-S S R S at s cr e e ni n g or D a y  1. S u bj e cts wit h a pri or s ui ci d e att e m pt 

of a n y  sort, or pri or s eri o us s ui ci d al i d e ati o n/ pl a n wit hi n th e p ast 6 m o nt hs, s h o ul d b e 

c ar ef ull y  scr e e n e d f or c urr e nt s ui ci d al i d e ati o n a n d o nl y s u bj e cts wit h n o n -s eri o us 

it e ms ( 1-3 of t h e s ui ci d al i d e ati o n s e cti o n of t h e C- S S R S) m a y  be i n cl u d e d at t h e 

dis cr eti o n of t h e i n v esti g at or.

9. H as i ns o m ni a r el at e d t o R L S ( d efi n e d as P L M -ar o us al i n d e x of ≥ 1 0 P L M- r el at e d 

el e ctr o e n c e p h al o gr a p h (E E G ) ar o us als p er h o ur of sl e e p f or a d ult s u bj e cts or > 1 5 f or 

el d erl y s u bj e cts ), sl e e p br e at hi n g dis or d er ( d efi n e d as a n a p n e a -h y p o p n e a i n d e x 

≥ 1 0 c u m ul ati v e a p n e as a n d h y p o p n e as p e r h o ur of E E G sl e e p f or a d ult s u bj e cts or 

> 1 5 f or el d erly s u bj e cts ), or p ar as o m ni as. T h es e dis or d ers will b e r ul e d o ut b y t h e fir st 

P S G r e c or di n g d uri n g P art 2 of s cr e e ni n g.

1 0 . Is a s hift w or k er or h as a si g nifi c a ntly s hift e d di ur n al a cti vit y p att er n
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1 1. H as e x p eri e n c e d tr a ns m eri di a n tr a v el a cr oss 2 or m or e ti m e z o n es wit hi n t h e 2 w e e ks 

pri or t o s cr e e ni n g, or pl a ns t o tr a v el a cr oss 2 or m or e ti m e z o n es d uri n g st u d y 

p arti ci p ati o n.

1 2. H as a k n o w n m ali g n a n c y  or hist or y  of m ali g n a n c y  wit hi n 5 y e ars b ef or e s cr e e ni n g 

( e x c e pti o ns ar e s q u a m o us a n d b as al c ell c ar ci n o m as of t h e s ki n a n d c ar ci n o m a i n sit u 

of t h e c er vi x, or m ali g n a n c y , t h at i n t h e o pi ni o n of t h e i n v esti g at or, wit h t h e 

c o n c urr e n c e wit h t h e s p o ns or's S af et y P h y si ci a n, is c o nsi d er e d c ur e d wit h mi ni m al

ris k of r e c urr e n c e).

1 3. H as a hi st or y  of s u bst a n c e or al c o h ol us e dis or d er of m o d er at e t o s e v er e s e v erit y 

a c c or di n g t o D S M -5 crit eri a wit hi n 6 m o nt hs b ef or e s cr e e ni n g or p ositi v e t est r es ult(s) 

f or al c o h ol or dr u gs of a b us e (i n cl u di n g b ar bit ur at es, o pi a t es [i n cl u di n g m et h a d o n e], 

c o c ai n e, c a n n a bi n oi ds, m et h a m p h et a mi n es, a m p h et a mi n es, 

3, 4- M et h y l e n e di o x ym et h a m p h et a mi n e, a n d B Z D) at s cr e e ni n g or at b as eli n e.

1 4. S m o k es > 1 0 ci g ar ett es p er d a y  a n d/ or h as q uit s m o ki n g wit hi n 1 m o nt h pri or t o 

s cr e e ni n g.

1 5. C o ns u m e s, o n a v er a g e, > 5 0 0 m g of c aff ei n e p er d a y  in a n y  for m 

(t e a/ c off e e/ c o c o a/ c ol a/ e n er g y dri n ks). R ef er t o Att a c h m e nt 2 f or a v er a g e c aff ei n e 

c o nt e nt of v ari o us b e v er a g es.

1 6. H as t a k e n a k n o w n m o d er at e or str o n g i n hi bit or/i n d u c er of C Y P 3 A 4 a n d C Y P 2 C 9 or 

a d u al i n hi bit or/i n d u c er of C Y P 3 A 4 a n d C Y P 2 C 9 wit hi n 1 4 d a ys  (or aft er w as h o ut i e, 

d ur ati o n of 5 ti m es t h e dr u g’s h alf -lif e) b ef or e t h e first st u d y dr u g a d mi nistr ati o n o n 

D a y  1. Si mil arl y , s u bj e cts s h o ul d a v oi d c o ns u m pti o n of h er b al pr o d u cts c o nt ai ni n g 

St. J o h n’s w ort, e p h e dr a, gi n k g o, gi ns e n g, or k a v a fr o m at l east 2 w e e ks pri or t o t h e 

first st u d y dr u g a d mi nistr ati o n o n D a y 1.

1 7. H as t a k e n a n y dis all o w e d t h er a pi es as n ot e d i n S e cti o n 8 , Pr e st u d y  an d C o n c o mit a nt 

T h er a p y , est a blis h e d eit h er b y  parti ci p a nt r e p ort or b y  scr e e ni n g dr u g t esti n g, b ef or e 

t h e pl a n n e d first d os e of st u d y dr u g.

1 8. H a d cli ni c all y si g nifi c a nt a c ut e ill n ess wit hi n 7 d a y s pri or t o st u d y dr u g 

a d mi nistr ati o n.

1 9. Crit eri o n m o difi e d p er A m e n d m e nt 1

1 9. 1. H as k n o w n all er gi es, h y p ers e nsiti vit y , i nt ol er a n c e, l a c k of r es p o ns e, or a n y 

c o ntr ai n di c ati o n t o J NJ- 4 2 8 4 7 9 2 2 or z ol pi d e m or t h eir e x ci pi e nts (r ef er t o 

I n v esti g at or's Br o c h ur e f or J NJ- 4 2 8 4 7 9 2 23 5 a n d S m P C/ PI  f or z ol pi d e m).8 7 ,8 8 ,8 9

2 0. Is un d er o n g oi n g ps y c h ol o gi c al tr e at m e nts f o c us e d o n i ns o m ni a ( e g, C o g niti v e 

B e h a vi or T h er a p y),  initi at e d wit hi n 2 m o nt hs pri or t o D a y  1. A s u bj e ct w h o h as b e e n 

r e c ei vi n g o n g oi n g ps y c h ol o gi c al tr e at m e nt f or a p eri o d of gr e at er t h a n 2 m o nt hs is 
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eli gi bl e, if t h e i n v esti g at or d e e ms t h e p s y c h ol o gi c al tr e at m e nt t o b e of st a bl e d ur ati o n 

a n d fr e q u e n c y. T h e s u bj e ct’s ps y c h ol o gi c al tr e at m e nt s h o ul d b e m ai nt ai n e d d uri n g 

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

2 1. H as d o n at e d 1 or m or e u nits ( a p pr o xi m at el y 45 0 m L ) of bl o o d or a c ut e l oss of a n 

e q ui v al e nt a m o u nt of bl o o d wit hi n 6 0 d a y s pri or t o st u d y dr u g a d mi nistr ati o n.

2 2. Crit eri o n m o difi e d p er A m e n d m e nt 1

2 2. 1. Crit eri o n m o difi e d p er A m e n d m e nt 2

2 2. 2.  •  Pl a ns t o f at h er a c hil d w hil e e nr oll e d i n t his st u d y  or wit hi n 3 m o nt hs aft er 
t h e l ast d os e of st u d y dr u g.

•  Is pr e g n a nt or br e astf e e di n g w hil e e nr oll e d i n t his st u d y or wit hi n 1 m o nt h
aft er t h e l ast d os e of st u d y  dr u g.

2 3. H as r e c ei v e d a n i n v esti g ati o n al dr u g (i n cl u di n g i n v esti g ati o n al v a c ci n es) or us e d a n 

i n v asi v e i n v esti g ati o n al m e di c al d e vi c e wit hi n 3 m o nt hs b ef or e t h e pl a n n e d first d os e 

of st u d y  dr u g or is c urr e ntl y e nr oll e d i n a n i n v esti g ati o n al st u d y.

2 4.  Crit eri o n m o difi e d p er A m e n d m e nt 2

2 4. 1. H as p s y c h ol o gi c a n d/ or e m oti o n al pr o bl e ms, w hi c h w o ul d r e n d er t h e i nf or m e d 

c o ns e nt i n v ali d, or li mit t h e a bilit y  of t h e s u bj e ct t o c o m pl y  wit h t h e st u d y 

r e q uir e m e nts, or i s a v ul n er a bl e s u bj e ct d u e t o i n v ol u nt ar y  det e nti o n ( s u c h a s f or l e g al 

r e as o ns).

2 5. H as a n y c o n diti o n f or w hi c h, i n t h e o pi ni o n of t h e i n v esti g at or, p arti ci p ati o n w o ul d 

n ot b e i n t h e b est i nt er est of t h e s u bj e ct ( e g, c o m pr o mis e t h e w ell -b ei n g) or t h at c o ul d 

pr e v e nt, li mit, or c o nf o u n d t h e pr ot o c ol -s p e cifi e d ass ess m e nts.

2 6. H as h a d m aj or s ur g er y, ( e g, r e q uiri n g g e n er al a n est h esi a) wit hi n 2 w e e ks b ef or e 

s cr e e ni n g, or will n ot h a v e f ull y re c o v er e d fr o m s ur g er y, or h as s ur g er y pl a n n e d 

d uri n g t h e ti m e t h e s u bj e ct is e x p e ct e d t o p arti ci p at e i n t h e st u d y .

N ot e: S u bj e cts wit h pl a n n e d s ur gi c al pr o c e d ur es t o b e c o n d u ct e d u n d er l o c al 

a n est h esi a m a y  p arti ci p at e.

2 7. Is a n e m pl o y e e of t h e i n v esti g at or or st u d y sit e, wit h dir e ct i n v ol v e m e nt i n t h e 

pr o p os e d st u d y  or ot h er st u di es u n d er t h e dir e cti o n of t h at i n v esti g at or or st u d y sit e, as 

w ell as f a mil y m e m b ers of t h e e m pl o y e es or t h e i n v esti g at or

N O T E: I nv esti g at ors s h o ul d e n s ur e t h at all st u d y e nr oll m e nt crit eri a h a v e b e e n m et at s cr e e ni n g. 

If a s u bj e ct's cli ni c al st at us c h a n g es (i n cl u di n g a n y a v ail a bl e l a b or at or y res ults or r e c ei pt of 

a d diti o n al m e di c al r e c or ds) aft er s cr e e ni n g b ut b ef or e t h e first d o s e of st u d y dr u g is gi v e n s u c h 

t h at h e or s h e n o l o n g er m e et s all eli gi bilit y  crit eri a , t h en t h e s u bj e ct s h o ul d b e e x cl u d e d fr o m 
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p arti ci p ati o n i n t h e st u d y. S e cti o n 1 7. 4 , S o ur c e D o c u m e nt ati o n, d es cri b es t h e r e q uir e d 

d o c u m e nt ati o n t o s u p p ort m e eti n g t h e e nr oll m e nt crit eri a .

4. 3. Pr o hi biti o n s a n d R e stri cti o n s

P ot e nti al s u bj e cts m ust b e willi n g a n d a bl e t o a d h er e t o t h e f oll o wi n g pr o hi biti o ns a n d 

r estri cti o ns d uri n g t h e c o urs e of t h e st u d y t o b e eli gi bl e f or p arti ci p ati o n:

1. R ef er t o S e cti o n 8 P r est u d y a n d C o n c o mit a nt T h er a p y f or d et ails r e g ar di n g pr o hi bit e d 

a n d r estri ct e d t h er a p y d uri n g t h e st u d y.

2.  T h e us e of li mit e d a m o u nts of al c o h ol, n o m or e t h a n 2 dri n ks ( u p t o 4 u nit s d ail y  eg, 

2 a v er a g e gl ass es [ 3 5 0 m L ] of wi n e, 2 pi nt s [ 1 0 0 0 m L] of 4 % b e er, 2 o u n c es [6 0 m L ] of 

s pirits , 2 G o [ 3 6 0 m L ] of J a p a n es e s a k e, or 1. 2 G o [ 2 2 0 m L ] of S h o c h u ), will b e 

all o w e d d uri n g tr e at m e nt at h o m e, b ut al c o h ol us e is n ot all o w e d o n t h e d a y  of a P S G 

r e c or di n g ( pri or t o e nt eri n g t h e st u d y sit e) a n d d uri n g t h e st a ys at t h e st u d y sit e.

A d diti o n all y , s u bj e cts will b e r e mi n d e d a b o ut t h e n e g ati v e c o ns e q u e n c es of c o m bi ni n g 

h y p n oti cs a n d al c o h ol (r ef er t o S m P C/ PI  f or z ol pi d e m).

3. S m o ki n g > 1 0 ci g ar ett es/ d a y  a n d / or q uitti n g s m o ki n g is pr o hi bit e d t hr o u g h o ut t h e st u d y.

4. Str e n u o us e x er cis e m a y  aff e ct st u d y sp e cifi e d ass ess m e nts a n d s af et y l a b or at or y res ults; 

f or t his r e as o n, str e n u o us e x er cis e s h o ul d b e a v oi d e d f or 2 4 h o urs pri or t o t h e P S G 

ni g hts ( D a y  1 a n d 1 3) a n d t h e o pti o n al P K c oll e cti o n ( D a y  2).

5. S u bj e cts will b e a d vis e d n ot t o d o n at e bl o o d f or at l e ast 6 0 d a y s aft er c o m pl eti o n of t h e 

st u d y.

6. S u bj e cts s h o ul d b e c a uti o n e d n ot t o dri v e a c ar or o p er at e m a c hi n er y  or e n g a g e i n a n y 

p ot e nti all y  h a z ar d o u s a cti viti e s if t h e y h a v e h a d l e s s t h a n a f ull ni g ht’ s sl e e p ( 6-8 h o ur s) 

f oll o wi n g a d mi nistr ati o n of t h e st u d y dr u g or at a n y  ti m e d uri n g t h e st u d y if t h e s u bj e ct 

f e els t h at his or h er b as eli n e c a p a cit y is i m p air e d.

N ot e: At a n y  poi nt d uri n g t h e st u d y, if a s u bj e ct m a nif est s si g nifi c a nt n e xt -d a y  

sl e e pi n ess, t h e y ar e a d vis e d t o i nf or m t h e i n v esti g at or. S u c h s u bj e cts m a y  be 

dis c o nti n u e d or a d vis e d n ot t o dri v e or o p er at e m a c hi n er y.

7. A gr e e t o f oll o w all r e q uir e m e nts t h at m ust b e m et d uri n g t h e st u d y as n ot e d i n t h e 

I ncl usi o n a n d E x cl usi o n Crit eri a ( e g, c o ntr a c e pti v e r e q uir e m e nts).
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5. T R E A T M E N T A L L O C A TI O N A N D B LI N DI N G

T r e at m e nt All o c ati o n

P r o c e d ur es f or R a n d o miz ati o n a n d Str atifi c ati o n

C e ntr al r a n d o mi z ati o n will b e i m pl e m e nt e d i n t his st u d y. At t h e st art of st u d y enr oll m e nt, 

s u bj e cts will b e r a n d o ml y assi g n e d t o 1 of 5 tr e at m e nt gr o u ps ( pl a c e b o, J NJ- 4 2 8 4 7 9 2 2 5 m g, 

J NJ- 4 2 8 4 7 9 2 2 1 0 m g, J N J - 4 2 8 4 7 9 2 2 2 0 m g, or z ol pi d e m) i n a 1: 1: 1: 1: 1 r ati o, b as e d o n a 

c o m p ut er -g e n er at e d r a n d o mi z ati o n s c h e d ul e pr e p ar e d b ef or e t h e st u d y by or u n d er t h e 

s u p er visi o n of t h e s p o ns or. 

T h e r a n d o mi z ati o n will b e b al a n c e d b y u si n g r a n d o ml y p er m ut e d bl o c k s a n d will b e str atifi e d b y

r e gi o n ( U S/E U, J a p a n), a g e gr o u p (a d ult , el d erl y ), a n d i nt e nsi v e P K s a m pli n g ( yes, n o) . T o

r a n d o mi z e a p pr o xi m at el y  eq u al pr o p orti o ns of a d ult a n d el d erl y s u bj e cts, t h e n u m b er 

r a n d o mi z e d i n eit h er a g e gr o u p will b e c a p p e d at a p pr o xi m at el y 6 0 % of t h e pl a n n e d t ot al s a m pl e 

si z e.

T h e i nt er a cti v e w e b r es p o ns e s yst e m (I W R S) will assi g n a u ni q u e tr e at m e nt c o d e, w hi c h will 

di ct at e t h e tr e at m e nt assi g n m e nt a n d m at c hi n g st u d y dr u g kit f or t h e s u bj e ct. T h e r e q u est or m u st 

us e his or h er o w n us er i d e ntifi c ati o n a n d p ers o n al i d e ntifi c ati o n n u m b er w h e n c o nt a cti n g t h e 

I W R S, a n d will th e n gi v e t h e r el e v a nt s u bj e ct d et ails t o u ni q u el y  i d e ntif y t h e s u bj e ct.

Bli n di n g

T o m ai nt ai n t h e st u d y bli n d, t h e st u d y dr u g c o nt ai n er will h a v e a l a b el c o nt ai ni n g t h e st u d y 

n a m e, st u d y dr u g n u m b er, a n d r ef er e n c e n u m b er. T h e l a b el will n ot i d e ntif y t h e st ud y  dr u g i n t h e 

c o nt ai n er. H o w e v er, if it is n e c ess ar y  for a s u bj e ct's s af et y, t h e st u d y bli n d m a y  be br o k e n a n d 

t h e i d e ntit y of t h e st u d y dr u g as c ert ai n e d. T h e st u d y dr u g n u m b er will b e e nt er e d i n t h e 

el e ctr o ni c c as e r e p ort f or m ( C R F) w h e n t h e st u d y dr u g is dis p e ns e d . T h e st u d y dr u gs will b e 

i d e nti c al i n a p p e ar a n c e a n d will b e p a c k a g e d i n i d e nti c al c o nt ai n ers.

T h e i n v esti g at or will n ot b e pr o vi d e d wit h r a n d o mi z ati o n c o d es. T h e c o d es will b e m ai nt ai n e d 

wit hi n t h e I WR S , w hi c h h as t h e f u n cti o n alit y to all o w t he i n v esti g at or t o br e a k t h e bli n d f or a n 

i n di vi d u al s u bj e ct.

D at a t h at m a y p ot e nti all y u n bli n d t h e tr e at m e nt a s si g n m e nt (i e, st u d y dr u g s er u m c o n c e ntr ati o ns,

st u d y dr u g pr e p ar ati o n/ a c c o u nt a bilit y  dat a, tr e at m e nt all o c ati o n, a n d bi o m ar k er or ot h er s p e cifi c 

l a b or at or y dat a ) will b e h a n dl e d wit h s p e ci al c ar e t o e ns ur e t h at t h e i nt e grity of t h e bli n d is 

m ai nt ai n e d a n d t h e p ot e nti al f or bi as is mi ni mi z e d. All P S G v ari a bl es will b e c e ntr all y  sc or e d, 

a n d t h e i n v esti g at ors will n ot h a v e a c c ess t o t h e P S G r es ults fro m t h e a c q uisiti o n ni g hts d uri n g 

st u d y tr e at m e nt.

U n d er n or m al cir c u mst a n c es, t h e bli n d s h o ul d n ot b e br o k e n u ntil all s u bj e cts h a v e c o m pl et e d 

t h e st u d y an d t h e d at a b as e is fi n ali z e d. Ot h er wis e, t h e bli n d s h o ul d b e br o k e n o nl y if s p e cifi c 

e m er g e n c y  tr e at m ent/ c o urs e of a cti o n w o ul d b e di ct at e d b y  kn o wi n g t h e tr e at m e nt st at us of t h e 
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s u bj e ct. I n su c h c as es, t h e i n v esti g at or m a y  in a n e m er g e n c y  det er mi n e t h e i d e ntit y of t h e 

tr e at m e nt b y c o nt a cti n g t h e I WR S . It is r e c o m m e n d e d t h at t h e i n v esti g at or c o nt a ct t h e s p o ns or or 

its d esi g n e e if p ossi bl e t o dis c uss t h e p arti c ul ar sit u ati o n, b ef or e br e a ki n g t h e bli n d. T el e p h o n e 

c o nt a ct wit h t h e s p o ns or or its d esi g n e e will b e a v ail a bl e 2 4 h o urs p er d a y , 7 d a y s p er w e e k. I n 

t h e e v e nt t h e bli n d is br o k e n, t h e s p o ns or m ust b e i nf or m e d as s o o n as p ossi bl e. T h e d at e, ti m e, 

a n d r e as o n f or t h e u n bli n di n g m ust b e d o c u m e nt e d i n t h e a p pr o pri at e s e cti o n of t h e C R F, a n d i n 

t h e s o ur c e d o c u m e nt. T h e d o c u m e nt ati o n r e c ei v e d fr o m t h e I WR S i n di c ati n g t h e c o d e br e a k 

m ust b e r et ai n e d wit h t h e s u bj e ct's s o ur c e d o c u m e nts i n a s e c ur e m a n n er.

S u bj e cts w h o h a v e h a d t h eir tr e at m e nt assi g n m e nt u n bli n d e d ar e r e q uir e d t o r et ur n f or t h e 

f oll o w-u p/ e n d - of-st u d y-vi sit .

I n g e n er al, r a n d o mi z ati o n c o d es will b e dis cl os e d f ull y onl y if t h e st u d y is c o m pl et e d a n d t h e 

cli ni c al d at a b as e is cl os e d.

6. D O S A G E A N D A D MI NI S T R A T I O N

J NJ- 4 2 8 4 7 9 2 2 will b e s u p pli e d as c a ps ul es ( o v er-e n c a ps ul at e d t a bl ets) of 2. 5-, 1 0-, a n d 2 0- m g . 

T h e J N J -4 2 8 4 7 9 2 2 5 m g d os e will c o nsist of t w o 2. 5 m g c a ps ul es. All ot h er J N J -4 2 8 4 7 9 2 2 d os es 

will c o nsist of 1 a cti v e a n d 1 pl a c e b o c a ps ul e e a c h (T a bl e 2 ). Z ol pi d e m will b e s u p pli e d as a 

c a ps ul e ( ov er -e n c a ps ul at e d t a bl et), c o nt ai ni n g 5 -m g z ol pi d e m. T h e 5 m g d os e of z ol pi d e m will 

c o nsist of 1 a cti v e a n d 1 pl a c e b o c a ps ul e ; t h e 1 0 m g d os e of z ol pi d e m will c o nsist of t w o 5 m g 

c a ps ul es . Pl a c e b o will b e s u p pli e d as m at c hi n g c a ps ul es a n d, f or s u bj e cts r a n d o mi z e d t o pl a c e b o, 

t h e d os e will c o nsist of 2 pl a c e b o c a ps ul es. Z o l pi d e m will b e d os e d p er t h e l o c al l a b eli n g 

i nf or m ati o n: i n t h e U S , a d ult f e m al es a n d el d erl y  (m al es a n d f e m al es) will r e c ei v e 5 m g  dos es 

w hil e a d ult m al es will r e c ei v e 1 0 m g d os es ; i n t h e E U, a d ults will r e c ei v e 1 0 m g d os es w hil e 

el d erl y will r e c ei v e 5 m g d os es ; a n d i n J a p a n, a d ults a n d el d erl y will r e c ei v e 5 m g d os es . 

T a bl e 2 : D os e D es c ri pti o n

D os e L e v el C a ps ul es ( 2 p e r d os e l e v el)
J N J -4 2 8 4 7 9 2 2 5 m g J N J -4 2 8 4 7 9 2 2 2. 5 m g a n d 2. 5 m g
J N J -4 2 8 4 7 9 2 2 1 0 m g J N J -4 2 8 4 7 9 2 2 1 0 m g a n d pl a c e b o
J N J -4 2 8 4 7 9 2 2 2 0 m g J N J -4 2 8 4 7 9 2 2 2 0 m g a n d pl a c e b o
Pl a c e b o 2 pl a c e b o t a bl ets
Z ol pi d e m 5 m g Z ol pi d e m 5 m g a n d pl a c e b o
Z ol pi d e m 1 0 m g Z ol pi d e m 5 m g a n d 5 m g

O n D a y s 1 t hr o u g h 1 4 of t h e d o u bl e -bli n d tr e at m e nt p h as e, s u bj e cts will r e c ei v e eit h er 

J NJ- 4 2 8 4 7 9 2 2, z ol pi d e m, or pl a c e b o o n c e d ail y , at n or m al b e dti m e o n n o n- P S G ni g hts or 

1 5 mi n ut es pri or t o li g hts o ut o n ni g hts of P S G r e c or di n g.

T h e st u d y dr u g will b e t a k e n wit h a p pr o xi m at el y  1 0 0 m L  of w at er. T h e c a ps ul es m ust b e 

s w all o w e d w h ol e a n d n ot c h e w e d, di vi d e d, diss ol v e d, or cr us h e d.

St u d y  dr u g will b e s u p pli e d i n blist er p a c ks i d e ntifi e d b y  a nu m b er. T h e I W R S will assi g n t h e 

n u m b ers of t h e blist er p a c ks (st u d y  dr u g kits) t o b e us e d by a s u bj e ct.
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St u d y -sit e p ers o n n el will i nstr u ct s u bj e cts o n h o w t o st or e st u d y dr u g f or at -h o m e us e as 

i n di c at e d f or t his pr ot o c ol.

F or t his st u d y, a n y d os e of J N J - 4 2 8 4 7 9 2 2 gr e at er t h a n t h e n u m b er of c a ps ul es assi g n e d f or e a c h 

d a y will b e c o nsi d er e d a n o v er d os e. S p e ci al r e p orti n g of a n o v er d os e is dis c uss e d i n 

S e cti o n 1 2. 2 .

7. T R E A T M E N T C O M P LI A N C E

W h e n st u d y dr u g will b e a d mi nist er e d at t h e st u d y sit e (i e, D a y s 1, 1 3, a n d 1 4 ), t h e 

a d mi nistr ati o n of st u d y  dru g will b e wit n e s s e d b y  th e i n v esti g at or or a pr o p erl y  tr ai n e d d esi g n e e. 

F or t h e s u bj e cts w h o will h a v e o v er ni g ht P K, bi o m ar k er s a m pl es, a n d ot h e r pr o c e d ur es a s 

d es cri b e d i n t h e T i m e a n d E v e nts S c h e d ul e - P art 2 ( at l e ast 4 0 n o n- el d erl y  a d ult s u bj e cts a n d 

4 0 e l d erly s u bj e cts), st u d y dr u g will als o b e a d mi nist er e d at t h e st u d y sit e o n Ni g ht 2 a n d t h e y 

will b e dis c h ar g e d at ar o u n d n o o n of D a y  3 (2 o v er ni g hts). T h e e x a ct d at e a n d ti m e of dr u g 

a d mi nistr ati o n will b e r e c or d e d i n t h e C R F.

T h e n u m b er of st u d y dr u g c a ps ul es dis p e ns e d f or s elf-a d mi nistr ati o n b y  su bj e cts at h o m e 

( e g, fr o m D a y s 2 t o 1 2 f or t h os e s u bj e cts n ot u n d er g oi n g o v er ni g ht P K s a m pli n g or D a y s 3 t o 1 2 

f or t h os e s u bj e cts wit h o v er ni g ht P K s a m pli n g o n Ni g ht 2) will b e r e c or d e d a n d c o m p ar e d wit h 

t h e n u m b er r et ur n e d o n D a y 1 3. S u bj e cts ar e r e q uir e d t o r e c or d t h e a d mi nistr ati o n of st u d y dr u g 

i n st u d y di ari es, w hi c h will b e c h e c k e d at r e g ul ar i nt er v als.

If a p pr o pri at e, a d diti o n al d et ails m a y  be pr o vi d e d i n a sit e i n v esti g ati o n al pr o d u ct m a n u al t h at is 

pr o vi d e d s e p ar at el y a n d n ot e d i n S e cti o n 1 5 , Stu d y -S p e cifi c M at eri als.

8. P R E S T U D Y A N D C O N C O MI T A N T T H E R A P Y

Pr est u d y  th er a pi es a d mi nist er e d u p t o 3 0 d a y s b ef or e t h e s cr e e ni n g vi sit a n d a n y  on g oi n g 

t h er a pi es m ust b e r e c or d e d at s cr e e ni n g.

C o n c o mit a nt t h er a pi es m ust b e r e c or d e d t hr o u g h o ut t h e st u d y be gi n ni n g wit h si g ni n g of t h e 

i nf or m e d c o ns e nt (i e, s cr e e ni n g) u ntil t h e f oll o w- u p visit . C o n c o mit a nt t h er a pi es s h o ul d als o b e 

r e c or d e d b e yo n d t his ti m e o nl y  i n c o nj u n cti o n wit h n e w or w ors e ni n g A E s or S A E s t h at m e et t h e 

crit eri a o utli n e d i n S e cti o n 1 2. 3. 2 . S eri o us A d v ers e E v e nts. F or s u bj e cts w h o f ail s cr e e ni n g, 

c o n c o mit a nt t h er a pi es d o n ot n e e d t o b e r e c or d e d u nl ess t h er e is a n a d v ers e e v e nt .

All t h er a pi es ( pr es cri pti o n or o v er -t h e-c o u nt er m e di c ati o ns, i n cl u di n g v a c ci n es, vit a mi ns, h er b al 

s u p pl e m e nts; n o n- p h ar m a c ol o gi c t h er a pi es s u c h as ps y c h ol o gi c al t h er a pi es, el e ctri c al 

sti m ul ati o n, a c u p u n ct ur e, s p e ci al di ets, e x er cis e r e gi m e ns) diff er e nt fr o m t h e st u d y dru g m ust b e 

r e c or d e d i n t h e C R F . R e c or d e d i nf or m ati o n will i n cl u d e a d es cri pti o n of t h e t yp e of t h e dr u g, 

tr e at m e nt p eri o d, d osi n g r e gi m e n, r o ut e of a d mi nistr ati o n, a n d its i n di c ati o n. M o difi c ati o n of a n 

eff e cti v e pr e e xisti n g t h er a p y sh o ul d n ot b e m a d e f or t h e e x pli cit p ur p os e of e nt eri n g a s u bj e ct 

i nt o t h e st u d y.

F or s af et y r e as o ns, t h e us e of h y p n oti c a n d s e d ati n g dr u gs (i n cl u di n g s e d ati v e a nti hist a mi n es ,

h er b al s u p pl e m e nts, a n d l o w-d os e a nti d e pr ess a nts pr es cri b e d f or sl e e p ) i s pr o hi bit e d fr o m 5 d a y s 
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aft er si g ni n g of t h e I CF u ntil t h e l ast st u d y visit (i n cl u di n g t h e f oll o w-u p visit). J NJ-4 2 8 4 7 9 2 2 

a n d z ol pi d e m h a v e h y p n oti c pr o p erti es. A p art fr o m h y p n oti c dr u gs, n o n e c ess ar y  m e di c ati o n will 

b e st o p p e d f or t h e s ol e p ur p os e of m a ki n g s u bj e cts eli gi bl e f or e nr oll m e nt i n t h e st u d y. R e b o u n d 

eff e cts of st o p pi n g pr e st u d y sl e e p m e di c ati o n s h o ul d b e pr e v e nt e d. W h e n p ossi bl e, all sl e e p 

m e di c ati o n s h o ul d b e st o p p e d wit hi n 5 d a y s aft er si g ni n g t h e IC F . T h e i n v esti g at or s h o ul d 

c o nsi d er if 5 d a y s is s uffi ci e nt f or t h e dis c o nti n u ati o n of t h e h y p n oti c/s e d ati n g m e di c ati o ns s u c h 

as f or c hr o ni c b e n z o di a z e pi n e us e w h er e a pr ol o n g e d t a p er m a y  be m or e a p pr o pri at e. S u bj e cts 

s h o ul d n ot us e t h e f oll o wi n g m e di c ati o n or f o o d s u p pl e m e nts d uri n g t h e st u d y : 

 A nti d e pr ess a nts (i n cl u di n g tr a z o d o n e a n d tri c y cli c a nti d e pr ess a nts li k e d o x e pi n), B Z D s, 

b ar bit ur at es or c hl or al h y dr at e, h y p n oti cs (i n cl u di n g es z o pi cl o n e, r a m elt e o n, s u v or e x a nt, 

z o pi cl o n e, a n d z al e pl o n), h er b al sl ee p ai ds, lit hi u m a n d ot h er m o o d st a bili z ers/ a nti e pil e pti c 

dr u gs, m el at o ni n a n d m el at o ni n r e c e pt or a g o nists, o pi at es, S- a d e n os y l m et hi o ni n e, a n d 

s e d ati n g a nti hist a mi n es fr o m at l e ast 5 d a y s aft er si g ni n g t h e I CF u ntil t h e f oll o w- u p visit. 

( Sl e e p m e di c ati o n sh o ul d b e t a p er e d off t o pr e v e nt r e b o u n d i ns o m ni a a n d c o m pl et el y  st o p p e d

wit hi n 5 d a y s aft er si g ni n g t h e I CF ).

 Sti m ul a nts ( d e x a m p h et a mi n e, m et h y l p h e ni d at e, d e x m et h y l p h e ni d at e), w a k ef ul n ess a g e nts 

( m o d afi nil, ar m o d afi nil), st er oi ds ( or al s yst e mi c [i n h al e d a n d t o pi c al st er oi ds f or a p pli c ati o n 

t o t h e s ki n or e y es ar e p er mitt e d]), or al d e c o n g est a nts a n d a p p etit e s u p pr ess a nts (s u c h a s 

e p h e dri n e), a n d is o xs u pri n e wit hi n 5 d a y s aft er si g ni n g t h e I C F u ntil t h e f oll o w -u p visit.

 A nti ps y c h oti c dr u gs ( D2 -a nt a g o nists a n d D 2 p arti al a g o nists ) pr es cri b e d f or a n y r e as o n 

wit hi n 4 w e e ks b ef or e s cr e e ni n g u ntil t h e f oll o w -u p visit.

 M o n o a mi n e o xi d as e i n hi bit ors wit hi n 4 w e e ks b ef or e s cr e e ni n g u ntil t h e f oll o w -u p visit.

 A k n o w n m o d er at e or str o n g i n hi bit or/i n d u c er of C Y P 3 A 4 a n d C Y P 2 C 9 or a d u al 

i n hi bit or/i n d u c er of C Y P 3 A 4 a n d C Y P 2 C 9 fr o m 1 4 d a y s ( 2 w e e ks) or at l e ast 5 ti m es t h e 

dr u g’s h alf -lif e, w hi c h e v er is l o n g er, pri or t o t h e first st u d y dr u g a d mi nistr ati o n u ntil t h e 

f oll o w- u p visit. Si mil arl y , s u bj e cts s h o ul d a v oi d c o ns u m pti o n of h er b al pr o d u cts c o nt ai ni n g 

St. J o h n’s w ort, e p h e dr a, gi n k g o, gi ns e n g, or k a v a fr o m at l e ast 2 w e e ks pri or t o t h e first 

st u d y dr u g a d mi nistr ati o n u ntil t h e f oll o w- u p visit. Att a c h m e nt 3 i n cl u d es e x a m pl es of 

c o n c o mit a nt dr u gs t o b e a v oi d e d ( m o d er at e or str o n g i n hi bit or/i n d u c er of C Y P 3 A 4 or 

C Y P 2 C 9 or d u al i n hi bit or/i n d u c er of C Y P 3 A 4 a n d C Y P 2 C 9).

 Us e of c aff ei n e/ m et h yl x a nt hi n e -c o nt ai ni n g pr o d u cts ( eg, b e v er a g es, c off e e, t e as, c ol as, 

e n er g y  dri n ks) aft er 3 P M is pr o hi bit e d t hr o u g h o ut t h e st u d y. Li mit e d u s e of t h es e pr o d u cts 

( u p t o 5 0 0 m g/ d a y ) is p er mitt e d b ef or e 3 P M. A r e d u cti o n i n c aff ei n e us e t o 5 0 0 m g/ d a y  is 

all o w e d d uri n g 5 d a y s aft er si g ni n g of I CF. If c aff ei n e us e is r e d u c e d, t h e c oll e cti o n of t h e 

C S D -M f or q u alifi c ati o n of t h e st u d y sh o ul d st art 5 d a y s aft er t h e c aff ei n e c o ns u m pti o n is 

l o w er e d. C o nsist e nt us e of t h es e c aff ei n e pr o d u cts is e n c o ur a g e d, p arti c ul arl y  on d a y s pri or 

t o P S G ass ess m e nts. R ef er t o Att a c h m e nt 2 f or a v er a g e c aff ei n e c o nt e nt of v ari o us 

b e v er a g es.
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T h e s p o ns or m ust b e n otifi e d i n a d v a n c e ( or as s o o n as p ossi bl e t h er e aft er) of a n y i nst a n c es i n 

w hi c h pr o hi bit e d t h er a pi es ar e a d mi nist er e d.

9. S T U D Y E V A L U A TI O N S

9. 1. St u d y Pr o c e d ur e s

9. 1. 1. O v er vi e w

T h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 s u m m ari z e t h e 

fr e q u e n c y an d ti mi n g of effi c a c y , P K , bi o m ar k er, p h ar m a c o g e n o mi c, a n d s af et y me as ur e m e nts 

a p pli c a bl e t o t his st u d y. T h e fr e q u e n c y an d ti mi n g of o v er ni g ht P K, bi o m ar k er s a m pli n g, vit al 

si g ns, a n d E C Gs c oll e ct e d o n Ni g ht 2 a n d D a y  3 (f or at l e ast 4 0 n o n- el d erl y  a d ult s u bj e cts a n d 

4 0 el d erl y s u bj ects) ar e pr o vi d e d i n t h e T i m e a n d E v e nts S c h e d ul e - P art 2. T hr o u g h o ut t h e 

st u d y, s u bj e cts will c o m pl et e s elf-ass ess m e nt s usi n g di ari es. 

T h e t ot al bl o o d v ol u m e t o b e c oll e ct e d fr o m e a c h s u bj e ct will b e a p pr o xi m at el y  1 6 0 m L . R e p e at 

or u ns c h e d ul e d s a m pl es m a y  be t a k e n f or s af et y re as o ns or d u e t o t e c h ni c al iss u es wit h t h e 

s a m pl e. A t a bl e listi n g st a n d ar d v ol u m es of bl o o d t a ke n f or t ests a n d P K s a m pl es is pr o vi d e d i n 

Att a c h m e nt 4 . T h e s e v ol u m e s m a y v ar y sli g htl y fr o m sit e t o sit e, alt h o u g h t h e m a xi m u m a m o u nt 

of bl o o d dr a w n (i n cl u di n g r et esti n g) fr o m e a c h s u bj e ct i n t his st u d y will n ot e x c e e d 2 2 5 m L .

R e p e at or u ns c h e d ul e d s a m pl es m a y  be t a k e n f or s af et y r e as o ns or f or t e c h ni c al iss u es wit h t h e 

s a m pl es.

9. 1. 2. S cr e e ni n g P h a s e

T h e s cr e e ni n g e x a mi n ati o n c o nsists of 2 p arts. S u bj e cts will r e p ort t o t h e st u d y sit e f or t h e first 

p art of t h e eli gi bilit y  scr e e ni n g wit hi n 3 5 d a y s pri or t o r a n d o mi z ati o n (D a y  1). B ef or e a n y st u d y 

s p e cifi c pr o c e d ur es ar e c o n d u ct e d a n d f oll o wi n g a n e x pl a n ati o n of t h e p ur p os e a n d ris ks of t h e 

st u d y, s u bj e cts will si g n a n I CF. R e c or di n g of A Es/ c o n c o mit a nt m e di c ati o n will st art f oll o wi n g 

c o ns e nt a n d will c o nti n u e u ntil t h e f oll o w -u p/ e n d - of-st u d y visit.

P a rt 1 of S c r e e ni n g

T h e first p art of t h e eli gi bilit y  scr e e ni n g will b e c o m pl et e d b et w e e n D a y - 3 5 a n d D a y -1 5. T hi s 

p art will c o nsist of a g e n er al h e alt h ass ess m e nt a n d a n ass ess m e nt of s u bj e cti v e i ns o m ni a. 

All h y p n oti c dr u gs, i n cl u di n g s e d ati n g a nti hist a mi n es, B Z Ds, m el at o ni n, s e d ati n g 

a nti d e pr ess a nts, a n d Z- dr u gs s h o ul d b e dis c o nti n u e d wit hi n 5 d a y s aft er si g ni n g t h e i nf or m e d 

c o ns e nt . 

I n a d diti o n t o m e eti n g s cr e e ni n g crit eri a o n m e a s ur e s of g e n er al h e alt h, i n or d er t o b e eli gi bl e f or 

P art 2 of t h e s cr e e ni n g p h as e , s u bj e cts m ust m e et t h e f oll o wi n g sl e e p crit eri a:

 D S M - 5 di a g n osis of i ns o m ni a dis or d er

 I SI t ot al s c or e ≥ 1 5 5 ,5 3
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N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e I C F, a d mi nistr ati o n of t h e 
I SI m ust o c c ur at l e ast 5 d a ys aft er t h e l ast d os e of all h y p n oti c dr u g s.

 s S O L ≥ 4 5 mi n ut es a n d s W A S O ≥ 6 0 mi n ut es o n at l e ast 3 ni g hts o v er a n y  7-d a y  peri o d 
usi n g t h e C S D -M. ( A s u bj e ct’s sl e e p p att er ns m ust b e c a pt u r e d f or a mi ni m u m of 7 d a y s 
usi n g t h e C S D -M d uri n g P art 1 of s cr e e ni n g, pri or t o s cr e e ni n g P S G ass ess m e nt . D at a 
c oll e ct e d o n b e dti m e h a bits d uri n g s cr e e ni n g wit h t h e C S D -M will b e us e d t o d et er mi n e 
m e di a n h a bit u al b e dti m e f or P S G a c q uisiti o n at t h e st u d y sit e).

N ot e: F or s u bj e cts t a ki n g h y p n oti c dr u gs at t h e ti m e of si g ni n g t h e I CF, a d mi nistr ati o n of t h e 
C S D -M m ust st art at l e ast 5 d a y s aft er t h e l ast d os e of all h y p n oti c dr u g s.

T h e eli gi bilit y  scr e e ni n g e x a mi n ati o n will c o nsist of t h e f oll o wi n g g e n er al h e a lt h ass ess m e nts i n 

t h e first p art:

 C o m pl et e m e di c al hist or y a n d d e m o gr a p h y

 R e vi e w of i n cl usi o n/ e x cl usi o n crit eri a

 R e vi e w of pr est u d y t h er a p y

 R e vi e w of pr e pl a n n e d s ur g er y / pr o c e d ur es

 P h y si c al e x a mi n ati o n i n cl u di n g h ei g ht, b o d y w ei g ht, a n d w aist cir c u mf er e n c e

 1 2- l e a d E C G

 Vit al si g ns

 Cli ni c al l ab or at or y  ass ess m e nts i n cl u di n g t h yr oi d-sti m ul ati n g h or m o n e ( T S H), H b A 1 c, 
h e m at ol o g y , s er u m c h e mistr y, a n d uri n al ysis

 S er u m pr e g n a n c y  t est/ F S H t est (at i n v esti g at or’s j u d g m e nt )

 Al c o h ol ( br e at h) t est

 Uri n e dr u g s cr e e n

 R e c or di n g of A Es a n d c o n c o mit a nt m e di c ati o ns

 C- S S R S

 Mi ni -M e nt al St at e E x a mi n ati o n ( el d erly s u bj e cts o nl y)

 M e nstr u al c y cl e tr a c ki n g (pr e m e n o p a us al w o m e n o nl y )

S u bj e ct s w h o h a v e m et all i n cl u si o n a n d e x cl usi o n crit eri a i n t hi s first p art of s cr e e ni n g will t h e n 

u n d er g o P art 2 of t h e s cr e e ni n g p h as e.

P a rt 2 of S c r e e ni n g

P art 2 of t h e s cr e e ni n g p h as e will c o nsist of a n o bj e cti v e ass ess m e nt of i ns o m ni a b y  PS G 

r e c or di n g a n d e v al u ati o n o v er 2 ni g hts. T h e 2 ni g hts of s cr e e ni n g P S G a c q uisiti o ns will b e 

c o n d u ct e d c o ns e c uti v el y . T h es e ass ess m e nts s h o ul d b e c o m pl et e d b et w e e n D a y  - 1 4 a n d 

a p pr o xi m at el y  Da y 5 (i e, 5 d a y s b ef or e D a y  1) t o all o w f or a n al ys is of t h e P S G d at a a n d 

est a blis h eli gi bilit y  for r a n d o mi z ati o n. T h e first ni g ht’s P S G d at a will b e us e d t o e x cl u d e a n y 

s u bj e ct wit h P L M / R LS, sl e e p a p n e a, or p ar as o m ni as. T h e first a n d s e c o n d ni g hts’ P S G 
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r e c or di n gs will b e us e d t o ass ess o bj e cti v e sl e e p e ntr y  crit eri a f or i ns o m ni a. S u bj e cts ar e r e q uir e d 

t o m e et t h e f oll o wi n g o bj e cti v e sl e e p i n cl usi o n crit eri a, as m e as ur e d by P S G:

 2- ni g ht m e a n L P S of ≥ 2 5 mi n ut es, wit h n eit h er ni g ht < 2 0 mi n ut es,

 2- ni g ht m e a n W A S O ≥ 3 0 m i n ut es, a n d

 2- ni g ht m e a n T S T ≤ 6. 5 h o urs, wit h n eit h er ni g ht > 7 h o urs.

S u bj e cts will b e a d mitt e d t o t h e st u d y sit e wit h s uffi ci e nt ti m e ( a p pr o xi m at el y 4 ho urs) t o 

c o m pl et e all t h e pr ot o c ol s p e cifi e d pr o c e d ur es pri or t o t h e st art of t h e P S G m o nit ori n g o n t h e d a y 

of t h e first a n d s e c o n d P S G. S u bj e cts will b e p er mitt e d t o r et ur n h o m e d uri n g t h e d a y ti m e 

f oll o wi n g c o m pl eti o n of t h e first P S G a c q uisiti o n b ut m a y  als o st a y at t h e st u d y sit e. F oll o wi n g 

c o m pl eti o n of t h e s e c o n d P S G a c q uisiti o n, s u bj e cts will b e dis c h ar g e d a n d o nl y  eli gi bl e s u bj e cts 

will r et ur n t o t h e st u d y  sit e o n D a y 1 ( d o u bl e -bli n d tr e at m e nt p h as e).

I n a d diti o n, f or s u bj e cts w h o h a v e m et all ot h er i n cl usi o n a n d e x cl usi o n cri t eri a, t h e s cr e e ni n g 

e x a mi n ati o n will c o nsist of t h e f oll o wi n g i n P art 2 of t h e s cr e e ni n g p h as e:

 K S S ( wit hi n 1 h o ur aft er t h e e n d of e a c h s cr e e ni n g P S G)

 S u bj e cti v e sl e e p p ar a m et ers (s S O L, s T S T, s W A S O, s-n N A W, s Q U A L, s F R E S H) p er t h e 
C S D -M wit hi n 1 h o ur aft e r t h e e n d of P S G

 Al c o h ol ( br e at h) t est ( at t h e ti m e of a d missi o n o n e a c h s cr e e ni n g P S G d a y )

 Uri n e dr u g s cr e e n ( at t h e ti m e of a d missi o n o n e a c h s cr e e ni n g P S G d a y ).

 C h e c k m e di c ati o n i nt a k e, n a p pi n g st at us a n d al c o h ol/ c aff ei n e c o ns u m pti o n ( at t h e ti m e of 
a d m issi o n o n e a c h s cr e e ni n g P S G d a y).

Als o d uri n g P art 2 of t h e s cr e e ni n g p h as e , t h e s u bj e cts will c o m pl et e 2 tr ai ni n g s essi o ns of t h e 

c o g niti v e t est b att er y  at t h e st u d y sit e. 

E x c e pti o n al a n d li mit e d r et esti n g of a b n or m al l a b or at or y, vit al si g n, or E C G s cr ee ni n g v al u es 

( b ut n ot P S G or C S D -M v al u es) t h at l e a d t o e x cl usi o n , b ut mi g ht b e n ot cli ni c all y  si gnifi c a nt 

b as e d u p o n t h e i n v esti g at ors’ j u d g e m e nt, m a y  be all o w e d aft er dis c ussi o n a n d a p pr o v al b y  th e 

s p o ns or d uri n g t h e s cr e e ni n g p h as e (t o r e ass ess eli gi bil it y). T his s h o ul d o nl y  be c o nsi d er e d if 

t h er e is n o a nti ci p at e d i m p a ct o n s u bj e ct s af ety. 

If a s u bj e ct d o es n ot m e et all i n cl usi o n a n d e x cl usi o n crit eri a ( e g, is a s cr e e n f ail ur e) b ut at s o m e 

p oi nt i n t h e f ut ur e is e x p e ct e d t o m e et t h e s u bj e ct eli gi bilit y crit eri a, t h e s u bj e ct m a y  be 

r es cr e e n e d o n o n e o c c asi o n o nl y . T his s h o ul d b e dis c uss e d wit h t h e s p o ns or’s s af et y p h y si ci a n. 

S u bj e cts c a n n ot b e r es cr e e n e d if t h e y fail e d s cr e e ni n g o n P S G, C S D -M, I SI, or D S M -5 crit eri a 

f or i ns o m ni a dis or d er. S u bj e cts w h o ar e r es cr e e n e d will b e assi g n e d a n e w s u bj e ct n u m b er, 

u n d er g o t h e i nf or m e d c o ns e nt pr o c ess, a n d t h e n r est art a n e w s cr e e ni n g p h as e.

B ot h p arts of s cr e e ni n g m ust b e c o m pl et e d b ef or e r a n d o mi z ati o n o n D a y  1. Al c o h ol us e is n ot 

p er mitt e d d uri n g t h e 2 s cr e e ni n g P S G d a y s a n d d uri n g st a y s at t h e st u d y sit e.
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9. 1. 3. D o u bl e - Bli n d Tr e at m e nt P h a s e

O n D a y  1, s u bj e cts will b e r a n d o mi z e d aft er c o m pl eti o n of all s cr e e ni n g pr o c e d ur es a n d aft er 

ass ess m e nt of q u alifi c ati o n f or st u d y p arti ci p ati o n b as e d o n i n cl usi o n/ e x cl usi o n crit eri a. 

At t h e st art of t h e st u d y, s u bj e cts will b e r a n d o ml y assi g n e d i n a 1: 1: 1: 1: 1 r ati o t o r e c ei v e 1 of 

5 tr e at m e nts: pl a c e b o:J NJ- 4 2 8 4 7 92 2 5 m g: J NJ - 4 2 8 4 7 9 2 2 1 0 m g: J NJ-4 2 8 4 7 9 2 2 2 0 m g: z ol pi d e m. 

St u d y  dr u g will b e a d mi nist er e d i n a d o u bl e -bli n d m a n n er f or 1 4 c o ns e c uti v e ni g hts, at 

1 5 mi n ut es pri or t o li g hts o ut o n ni g hts w h e n P S G is r e c or d e d at t h e st u d y sit e (i e, Ni g hts 1 a n d 

1 3) or at n or m al b e dti m e o n n o n- P S G ni g hts (i e, Ni g hts 2 t o 1 2 a n d 1 4).

St u d y  pr o c e d ur es d uri n g t h e d o u bl e -bli n d tr e at m e nt p h as e t o ass ess s af et y, t ol er a bilit y, effi c a c y , 

c o m pli a n c e, a n d ot h er e v al u ati o ns ( e g, P K a n d bi o m ar k ers) will o c c ur as p er t h e T i m e a n d 

E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 . S u bj e cts will r e p ort t o t h e st u d y 

sit e i n t h e m or ni n g o n D a ys 1 i n a f ast e d st at e.  

O n D a y  1, s u bj e cts will b e a d mitt e d t o t h e st u d y  sit e b et w e e n 8: 0 0 A M a n d n o o n a n d will r e m ai n 

i n t h e st u d y sit e u ntil ass ess m e nts ar e c o m pl et e d i n t h e m or ni n g of D a y 2 ( 1 o v er ni g ht) f or a n 

o v er ni g ht P S G r e c or di n g. At l e ast 4 0 n o n- el d erl y  a d ult s u bj e cts a n d 4 0 el d erl y s u bj e cts will 

r e m ai n at t h e st u d y sit es wit h i nt e nsi v e P K s a m pli n g c a p a biliti es f or a n a d diti o n al ni g ht ( Ni g ht 2) 

f or c oll e cti o n of P K, bi o m ar k er s a m pl es, a n d ot h er pr o c e d ur es, s e e T i m e a n d E v e nts S c h e d ul e -

P art 2. F or t h es e s u bj e cts, st u d y dr u g will b e a d mi nist er e d at t h e st u d y sit e o n Ni g ht 2 a n d t h e y 

will b e dis c h ar g e d at ar o u n d n o o n of D a y 3 ( 2 o v er ni g hts). O n D a y  2 (or D a y 3 i n s u bj e cts 

u n d er g oi n g o v er ni g ht P K s a m pli n g), s u bj e cts n e e d t o b e al ert, a w a k e, a n d wit h n o r esi d u al 

eff e cts of t h e m e di c ati o ns (s u c h as eff e cts o n b al a n c e) b ef or e t h e y  c a n b e r el e a s e d fr o m t h e st u d y 

c e nt er. If t h er e ar e a n y c o n c er ns a b o ut r esi d u al eff e cts t h e s u bj e ct s h o ul d b e a c c o m p a ni e d h o m e 

or us e pr e arr a n g e d tr a ns p ort ati o n.   

All s u b j e cts will t h e n r et ur n t o t h e st u d y sit e o n D a y  1 3 wit hi n a p pr o xi m at el y  4 h o ur s of b e dti m e 

f or a n a d diti o n al o v er ni g ht P S G r e c or di n g o v er 8 h o urs a n d will r e m ai n at t h e st u d y sit e u ntil 

n o o n of D a y  15 ( 2 o v er ni g hts). S u bj e cts will b e pr o hi bit e d fr o m n a p pi n g o n D a y 1 4 w hil e at t h e 

st u d y sit e pri or t o d o si n g of st u d y dr u g. M e als, as a p pr o pri at e, m a y b e pr o vi d e d at t h e st u d y sit e.

O n D a y 1 5, if t h er e ar e a n y c o n c er ns a b o ut r esi d u al eff e cts, s u bj e cts s h o ul d b e a c c o m p a ni e d 

h o m e or us e pr e arr a n g e d tr a ns p ort ati o n.

If n e e d e d, t h e D a y 1 3 st u d y sit e visit m a y b e d el a y e d f or a m a xi m u m of 2 d a y s (i e, u p t o D a y 1 5) 

t o all o w f or a s uffi ci e nt wi n d o w of ti m e f or t h e s u bj e ct t o r et ur n t o t h e st u d y sit e. I n c as es w h e n 

t h e D a y 1 3 visit is d el a y e d, s u bj e cts s h o ul d c o nti n u e t o ta k e st u d y dr u g a n d all s c h e d ul e d st u d y 

ass ess m e nts s c h e d ul e d aft er w ar ds will b e d el a y e d wit h t h e s a m e wi n d o w ( m a xi m u m 2 d a y s) s o 

t h at r es p e cti v e ti m e t o d osi n g a n d l ast d os e is pr es er v e d.

S u bj e cts will b e all o w e d t o l e a v e t h e st u d y  sit e b et w e e n Ni g hts 1 a n d 2 a n d / or b et w e e n Ni g hts 1 3 

a n d 1 4 aft er all ass ess m e nts ar e c o m pl et e d. I n ad diti o n, s u bj e cts m a y  le a v e t h e st u d y sit e o n 

D a y 1 b et w e e n a d missi o n ass ess m e nts a n d pr e d os e ass ess m e nts. I n all c as es, s u bj e cts n e e d t o 

r et ur n t o t h e st u d y ce nt er i n ti m e t o c o m pl et e pr e d os e ass ess m e nts a n d pr e p ar ati o ns for P S G 

pri or t o n or m al b e dti m e. If t h e s u bj e ct l e a v es t h e st u d y sit e, t h e s u bj e ct m ust n ot e n g a g e i n 
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pr o hi bit e d a cti viti es ( e g, n a p pi n g, str e n u o us e x er cis e, al c o h ol c o ns u m pti o n). W h e n s u bj e cts 

r et ur n t o t h e st u d y  sit e, s u bj e cts s h o ul d b e t est e d f or al c o h ol a n d dr u g i nt a k e a n d c h e c k e d o n 

c aff ei n e/ al c o h ol c o ns u m pti o n as w ell as n a p pi n g st at us . T h e pr ef er e n c e is f or t h e s u bj e ct t o 

r e m ai n o n sit e f or all of D a y 1 a n d b et w e e n Ni g hts 1 a n d 2, a n d Ni g hts 1 3 a n d 1 4. 

W hil e at t h e st u d y sit e, s u bj e cts will c o nti n u e t h eir n or m al sl e e p r o uti n e. B e dti m e f or e a c h 

s u bj e ct will b e est a blis h e d d uri n g t h e s cr e e ni n g p h as e b y  ta ki n g t h e m e di a n b e dti m e as r e c or d e d 

i n t h e s u bj e ct’s sl e e p di ar y ( C S D-M).

T el e p h o n e C o nt a ct ( D a y 1 7)

S u bj e cts will r e c or d t h eir d ail y  su bj e cti v e ass ess m e nt of sl e e p (s S O L, s T S T, s W A S O, s-n N A W, 

s Q U A L, a n d s F R E S H) wit hi n t h e first h o ur of a w a k e ni n g usi n g t h e C S D -M. I n ad diti o n, t h e 

s u bj e ct will c o m pl et e t h e B W S Q s elf-r e p ort m e as ur e. A st u d y sit e t el e p h o n e c o nt a ct will c oll e ct 

t h e f oll o wi n g ass ess m e nts: P W C, A E c oll e cti o n, a n d c o n c o mit a nt m e di c ati o n r e vi e w as o utli n e d 

i n t h e T i m e a n d E v e nts S c h e d ul e - P art 1 . T h e P W C s h o ul d b e a d mi nist er e d o nl y b y t he cli ni ci a n 

o v er t h e t el e p h o n e.

9. 1. 4. F oll o w -U p/ E n d -of -St u d y  Vi sit

S u bj e cts will r et ur n t o t h e st u d y sit e f or a f oll o w- u p visit wit hi n 7 t o 1 0 d a y s ( D a ys 2 1 t o 2 4) 

aft er t h e l ast d os e of st u d y dr u g (i e, D a y 1 4). 

If a s u bj e ct pr e m at ur el y wit h dr a ws fr o m t h e st u d y, t h e E n d of St u d y Vi sit a s s e s s m e nt s s h o ul d b e 

p erf or m e d as s o o n as p ossi bl e.

D et ails o n ti m e p oi nt s of t h e st u d y  ass ess m e nts ar e gi v e n i n t h e T i m e a n d E v e nts S c h e d ul e - P art 

1 . N ot e: As s p e cifi e d i n t h e T i m e a n d E v e nts S c h e d ul e - P art 1 , c ert ai n ass ess m e nts ar e r e q uir e d 

o nl y  for s u bj e cts w h o wit h dr a w e arl y pri or t o t h e pl a n n e d ti m e p oi nt of t h e ass ess m e nt (i e, 

s p e cifi e d ass ess m e nts d o n ot n e e d t o b e p erf or m e d if t h e s u bj e ct h as c o m pl et e d all pr e vi o us 

ass ess m e nts). 

T h e d ur ati o n of p arti ci p ati o n i n t h e st u d y for a n i n di vi d u al s u bj e ct (i n cl u di n g s cr e e ni n g a n d 

f oll o w-u p visit) will b e u p t o 6 1 d a y s.

S u bj e cts will b e i nstr u ct e d t h at st u d y dr u g will n ot b e m a d e a v ail a bl e t o t h e m aft er t h e y ha v e 

c o m pl et e d/ dis c o nti n u e d st u d y dr u g a n d t h at t h e y s h o ul d r et ur n t o t h eir pri m ar y  ph y si ci a n t o 

d et er mi n e st a n d ar d of c ar e.
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9. 2. Effi c a c y E v al u ati o n s

9. 2. 1. P ol y s o m n o gr a p h y E v al u ati o n s

O bj e cti v e sl e e p p ar a m et ers will b e m e as ur e d b y  PS G d uri n g s cr e e ni n g P art 2 ( 2 ni g hts) a n d o n 

Ni g hts 1 a n d 1 3. P ol y s o m n o gr a p h y par a m et ers t o b e a n al y z e d i n cl u d e L P S ( pri m ar y out c o m e 

m e as ur e), W A S O ( k e y se c o n d ar y  out c o m e m e as ur e), T S T, a n d S E. I n ad diti o n, t h e f oll o wi n g 

ot h er s e c o n d ar y  P S G p ar a m et ers will b e a n aly z e d: 

 W A S O ( m e as ur e d h o url y)

 n u m b er of ni g htti m e a w a k e ni n gs ( n N A W) o v er 6 h o urs 

 w a k e d uri n g t ot al sl e e p p eri o d

 w a k e aft er fi n al a w a k e ni n g

 n N A W/ hr 

 ti m e t o first a w a k e ni n g aft er sl e e p 

 R E M d ur ati o n

 R E M l at e n c y  

 pr o p orti o n of s u bj e cts wit h sl e e p- o ns et R E M 

 n u m b er of sl e e p c y cl es 

 t ot al ti m e s p e nt i n sl e e p st a g es N 1, N 2 a n d N 3 

 a m o u nt of d e e p (sl o w -w a v e) sl e e p usi n g s p e ctr al a n al ysis of sl e e p E E G

 d et er mi n ati o n of sl e e p E E G p o w er s p e ctr u m/ sl e e p e p o c h

P S G e q ui p m e nt will b e us e d t o r e c or d sl e e p E E G a s w ell as el e ctr o m y o gr a p h y , E C G a n d 

el e ctr o o c ul o gr a p h y ( c oll e cti v el y r ef err e d t o as P S G). 

S u bj e cts will b e i nstr u ct e d t o g o t o b e d b et w e e n 8: 0 0 P M a n d 1: 0 0 A M a n d r e m ai n i n b e d f or 

8 h o urs ( Ti m e i n b e d: ti m e fr o m “li g hts off ” t o “li g hts o n ”: 4 8 0 mi n). D uri n g t h e first P S G 

s cr e e ni n g ni g ht a n el e ctr o m y o gr a p h y ti bi alis (f or d et e cti o n of P L M ), or o-n as al airfl o w, 

a b d o mi n al a n d t h or a ci c e x c ursi o ns, a n d O 2 -s at ur ati o n will b e r e c or d e d i n a d diti o n t o t h e 

bi osi g n als w hi c h ar e r e c or d e d d uri n g t h e d o u bl e -bli n d p h as e P S G ni g hts. D et ails o n t h e 

bi osi g n als t o b e r e c or d e d will b e gi v e n i n a s e p ar at e m a n u al pr e p ar e d b y  th e P S G c or e 

l a b or at or y.

I n a d diti o n t o t h e a n al ysis of P S G p ar a m et ers, a s p e ctr al a n al ys is will b e p erf orm e d t o i n v esti g at e 

t h e eff e ct of J NJ-4 2 8 4 7 9 2 2 o n p h ysi ol o gi c al sl e e p.

9. 2. 2. P ati e nt S elf -r e p ort e d M e a s ur e s of Sl e e p

9. 2. 2. 1. S u bj e cti v e S l e e p P ar a m et er s 

S u bj e cts will b e as k e d t o pr o vi d e a ns w ers t o q u esti o ns t o d et er mi n e t h eir s u bj e cti v e e x p eri e n c e 

of sl e e p b y r e c or di n g t h eir a ns w ers i n a d aily sl e e p di ar y ( C S D -M).
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T h e C S D -M is a st a n d ar di z e d p ati e nt di ar y  bas e d o n e x p ert c o ns e ns us a n d q u alit ati v e p ati e nt 

i n p ut t o r etri e v e p ati e nt r e p ort e d s u bj e cti v e sl e e p p ar a m et ers r el at e d t o t h e pri or ni g ht’s sl e e p. It 

all o ws f or c al c ul ati o n of t ot al ti m e s p e nt i n b e d a n d S E as t h e p er c e nt a g e of ti m e asl e e p o ut of 

a m o u nt of ti m e s p e nt i n b e d. Sl e e p q u alit y  an d h o w w ell r e st e d s u bj e ct s f elt at a w a ki n g ar e r at e d 

o n a 5 -p oi nt Li k ert s c al e r a n gi n g fr o m “ v er y p o or ” t o “ v er y go o d ”. Hi g h er r ati n gs i n di c at e b ett er 

sl e e p q u alit y  an d m or e r efr es hi n g/r est or ati v e q u alit y  of sl e e p. F urt h er e v al u ati o ns i n cl u d e 

fr e q u e n c y of n a ps d uri n g t h e d a y  an d T S T d uri n g t h e n a p or d o z e, n u m b er of al c o h ol a n d 

c aff ei n e c o nt ai ni n g dri n ks a n d m e di c ati o n us e d t o h el p f alli n g asl e e p.

T h e f oll o wi n g C S D -M p ar a m et ers will b e a n al y z e d :

 s S O L

 s T S T

 s W A S O

 s-n N A W

 s Q U A L

 s F R E S H

9. 2. 2. 2. P R O MI S -S D ( s h ort f or m 8 a) a n d P R O MI S -S RI ( s h ort f or m 8 a)

D e v el o p e d u n d er a N ati o n al I nstit ut es of H e alt h i niti ati v e, P R O MI S ® is a s et of p ers o n -c e nt er e d 

m e as ur es t h at e v al u at es a n d m o nit ors p h y si c al, s o ci al, a n d e m oti o n al h e alt h i n a d ults a n d 

c hil dr e n. It ca n b e us e d wit h t h e g e n er al p o p ul ati o n a n d wit h i n di vi d u als li vi n g wit h c hr o ni c 

c o n diti o ns. P R O MI S s h ort f or ms a n d it e ms will b e us e d t o a d dr ess s p e cifi c ar e as of i nt er est i n 

t his st u d y p o p ul ati o n.

T h e P R O MI S- S D s u bs c al e c o nsists of a st ati c 8- it e m q u esti o n n air e. Usi n g a r e c all p eri o d of t h e 

p ast 7 d a y s, it ass ess es t h e c o n c e pts of sl e e p i niti ati o n ( 2 it e ms), q u alit y  of sl e e p ( 3 it e ms), e arl y 

m or ni n g f e elin gs ( 2-it e ms) a n d w orr y i n g a b o ut sl e e p ( 1 it e m). Fi v e -p oi nt Li k ert s c al es ar e 

pr o vi d e d t o c a pt ur e t h e s u bj e ct’s i m pr essi o ns r a n gi n g fr o m “ v er y  p o or ” t o “ v er y g o o d ”.

T h e P R O MI S- S RI  sc al e c o nsists of 8 it e ms. T h e m ai n c o n c e pt e v al u at e d is d a y ti m e 

c o ns e q u e n c e s o n f u n cti o ni n g o n 5- p oi nt Li k ert s c al es. T h e P R O MI S -S RI  me as ur es s elf-r e p ort e d 

p er c e pti o ns of al ert n ess, sl e e pi n ess, a n d tir e d n ess d uri n g us u al w a ki n g h o urs, a n d t h e p er c ei v e d 

f u n cti o n al i m p air m e nts d uri n g w a k ef ul n ess ass o ci at e d wit h sl e e p pr o bl e ms or i mp air e d al ert n ess. 

9. 2. 2. 3. P ati e nt Gl o b al I m pr e s si o n of S e v erit y a n d I m pr o v e m e nt

P ati e nt Gl o b al I m p r essi o n of S e v e rit y

T h e P GI -S is a s elf-r e p ort s c al e t o m e as ur e s e v erit y of ill n ess ( 1 = no i ns o m ni a, 2 = v er y  mil d, 

3 = mil d, 4 = m o d er at e, 5 =s e v er e, 6 = v er y  se v er e ). C o nsi d eri n g all as p e cts of i ns o m ni a, s u bj e cts 

will r at e t h eir s e v erit y  o n t h e P GI-S.
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P ati e nt Gl o b al I m p r essi o n of I m p r o v e m e nt

T h e P GI -I is a s elf -r e p ort s c al e t o m e as ur e i m pr o v e m e nt i n ill n ess ( 1 = v er y mu c h i m pr o v e d, 

2 = m u c h i m pr o v e d, 3 =i m pr o v e d [j ust e n o u g h t o m a k e a diff er e n c e], 4 = n o c h a n g e, 5 = w ors e 

[j ust e n o u g h t o m a k e a diff er e n c e], 6 = m u c h w ors e, 7 = v er y m u c h w ors e).

Aft er 1 3 d a y s of tr e at m e nt, c o nsi d eri n g all as p e cts of i ns o m ni a, s u bj e cts r at e t h eir i m pr o v e m e nt 

o n t h e P GI -I.

9. 2. 3. Cli ni ci a n -r e p ort e d M e a s ur e s of Sl e e p

9. 2. 3. 1. Cli ni c al Gl o b al I m pr e s si o n of S e v erit y a n d I m pr o v e m e nt

Cli ni c al Gl o b al I m p r essi o n of S e v e rit y

T h e C GI -S is a 7 - p oi nt s c al e t o m e as ur e s e v erity of ill n ess ( 1 = n or m al [ n ot at all ill], 2 = b or d erli n e 

ill, 3 = mil dl y ill, 4 = m o d er at el y ill, 5 = m ar k e dly ill, 6 =s e v erel y ill, 7 = a m o n g t h e m ost e xtr e m el y ill 

p ati e nts). 9 ,2 6 ,2 7

C o nsi d eri n g t ot al cli ni c al e x p eri e n c e wit h t h e i ns o m ni a p o p ul ati o n, a n d b as e d o n t h e o bs er v e d 

a n d r e p ort e d s ym pt o ms, b e h a vi or, a n d f u n cti o n i n t h e p a st 7 d a ys, i n v e sti g at or s will r at e s e v erit y  

of ill n ess o n t h e C GI -S.

Cli ni c al Gl o b al I m p r essi o n of I m p r o v e m e nt

T h e C GI -I is a 7-p oi nt s c al e t o m e as ur e i m pr o v e m e nt i n ill n ess ( 1 = v er y  m u c h i m pr o v e d, 2 = m u c h 

i m pr o v e d, 3 = mi ni m all y  im pr o v e d, 4 = n o c h a n g e fr o m b as eli n e, 5 = mi ni m all y  wors e, 6 = m u c h 

w ors e, 7 = v er y  m u c h w ors e).9 ,2 6 ,2 7

Aft er 1 3 d a y s of tr e at m e nt, c o nsi d eri n g all as p e cts of i ns o m ni a, i n v esti g at ors will r at e t h e 

s u bj e ct's i m pr o v e m e nt o n t h e C GI -I.

9. 2. 3. 2. I n s o m ni a S e v erit y I n d e x (I SI)

T h e I SI is a 7- it e m q u esti o n n air e ass essi n g t h e n at ur e, s e v erit y, a n d i m p a ct of i ns o m ni a. T h e 

cli ni ci a n v ersi o n will b e us e d i n t his st u d y . T h e di m e nsi o ns e v al u at e d ar e: s e v erity of sl e e p o n s et, 

sl e e p m ai nt e n a n c e, e arl y  mor ni n g a w a k e ni n g pr o bl e ms; sl e e p diss atisf a cti o n; i nt erf er e n c e of 

sl e e p pr o bl e m wit h d a y ti m e f u n cti o ni n g; n oti c e a bilit y  of sl e e p pr o bl e ms b y  ot h ers; a n d distr ess 

c a us e d b y  th e sl e e p diffi c ulti es. A 5- p oi nt Li k ert s c al e ( 0-4) is us e d t o r at e e a c h it e m, yi el di n g a 

t ot al s c or e r a n gi n g fr o m 0 t o 2 8. T h e t ot al s c or e is i nt er pr et e d as f oll o ws: a bs e n c e of i ns o m ni a 

( 0- 7); s u b-t hr es h ol d i ns o m ni a ( 8-1 4); m o d er at e i ns o m ni a ( 1 5 -2 1); a n d s e v er e i ns o m ni a ( 2 2- 2 8).

9. 3. P h ar m a c o ki n eti c s

Pl as m a s a m pl es will b e us e d t o e v al u at e t h e P K of J NJ- 4 2 8 4 7 9 2 2 a n d its m et a b olit es ( as 

a p pli c a bl e) . Pl as m a s a m pl es c oll e ct e d f or P K m a y  ad diti o n all y b e us e d t o e v al u at e s af et y or 

effi c a c y  as p e cts t h at a d dr ess c o n c er ns arisi n g d uri n g or aft er t h e st u d y peri o d. G e n e ti c a n al ys es 

will n ot b e p erf or m e d o n t h es e s er u m s a m pl es. S u bj e ct c o nfi d e nti alit y will b e m ai nt ai n e d.
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9. 3. 1. E v al u ati o n s

V e n o us bl o o d s a m pl es ( 3 m L  ea c h) will b e c oll e ct e d f or t h e d et er mi n ati o n of pl as m a 

c o n c e ntr ati o ns f or J N J -4 2 8 4 7 9 2 2 a n d its a cti v e m et a b olit es ( M 1 2 a n d M 1 6 [ w h e n a p pli c a bl e]) 

a n d t o c h ar a ct eri z e t h e e x p os ur e -r es p o ns e r el ati o ns hi p of J NJ-4 2 8 4 7 9 2 2 a n d, if n e c ess ar y , f or 

M 1 2 a n d M 1 6, wit h r es p e ct t o m e as ur es of effi c a c y  an d/ or s af et y at t h e ti m e p oi nts i n di c at e d i n 

t h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 .

P h ar m a c o ki n eti c s a m pl es will b e c oll e ct e d fr o m all s u bj e cts o n Ni g ht 1 4, 1 5 mi n ut es aft er t h e 

l ast d os e of t h e st u d y dr u g , a n d o n D a y  15 at 4 h o urs a n d 8 h o ur 1 5 mi n ut es p ost Ni g ht 1 4 

e v e ni n g d os e.

I n ad diti o n, P K s a m pl es will b e c oll e ct e d o n Ni g ht 2/ D a y 3 fr o m at l e a st 4 0 n o n- el d erl y  a d ult

s u bj e cts a n d 4 0 el d erl y s u bj e cts , at t h e st u d y sit es wit h i nt e nsi v e P K s a m pli n g c a p a biliti es.

As t his is a bli n d e d st u d y, bl o o d s a m pl es f or P K will als o b e c oll e ct e d fr o m z ol pi d e m - a n d 

pl a c e b o -tr e at e d s u bj e cts, b ut o nl y  an al y z e d f or t h e z ol pi d e m a n d pl a c e b o gr o u p s at a l at er d at e if 

d e e m e d n e c e s s ar y . T h es e s a m pl es will b e st or e d a n d m a y  be a n al y z e d, if n e e d e d ( e g. s us pi ci o n 

of a n i n c orr e ct d os e).

T h e e x a ct tim e of P K bl o o d s a m pl e c oll e cti o n m ust b e r e c or d e d, al o n g wit h all c o n c o mit a nt 

m e di c ati o ns ( d os e, dr u g, st art a n d st o p d at e). T h e e x a ct d at e a n d ti m e of t h e l ast d os e of st u d y 

dr u g b ef or e t h e P K s a m pl e c oll e cti o n will b e r e c or d e d. T h e e x a ct ti m e of t h e l ast m e al i nt a k e 

pri or t o d osi n g b ef or e P K s a m pli n g o n D a y s 2 a n d 1 4 will als o b e r e c or d e d.

N ot e: A n e x c e pti o n t o t h e o v er ni g ht P K s a m pl es o n Ni g ht 1 4 m a y  b e ma d e aft er dis c ussi o n wit h 

t h e s p o ns or’s m e di c al m o nit or. T h e r e as o n f or t he e x c e pti o n m ust b e d o c u m e nt e d i n t h e s o ur c e 

d o c u m e nts. If p ossi bl e, t h e 8- h o ur 1 5 -mi n ut e P K c oll e cti o n s h o ul d b e o bt ai n e d e v e n if p erf or m e d 

u p t o 1 2 h o urs aft er d osi n g. T h e c orr e ct ti m e of t h e c oll e cti o n s h o ul d b e n ot e d.

9. 3. 2. A n al y ti c al Pr o c e d ur e s

Pl as m a s a m pl es will b e a n al y z e d t o d et er mi n e c o n c e ntr ati o ns of J N J -4 2 8 4 7 9 2 2 a n d M 1 2 usi n g a 

v ali d at e d, s p e cifi c, a n d s e nsiti v e li q ui d c hr o m at o gr a p h y- m ass s p e ctr o m etr y/ m ass s p e ctr o m etr y

m et h o d b y  or u n d er t h e s u p er visi o n of t h e s p o ns or. A q u alifi e d r es e ar c h li q ui d 

c hr o m at o gr a p h y- m ass s p e ctr o m etr y/ m ass s p e ctr o m etr y m et h o d will b e us e d f or t h e 

d et er mi n ati o n of pl as m a c o n c e ntr ati o ns of M 1 6 ( w h e n a p pli c a bl e).

9. 3. 3. P h ar m a c o ki n eti c P ar a m et er s

Pl as m a c o n c e ntr ati o n -ti m e d at a f or J N J -4 2 8 4 7 9 2 2, M 1 2, a n d M 1 6 (a s a p pli c a bl e) will b e 

a n a l yz e d usi n g n o n c o m p art m e nt al m et h o ds f or all s u bj e cts w h o u n d er w e nt i nt e nsi v e o v er ni g ht 

P K s a m pli n g ( Ni g ht 2/ D a y  3). R es ults will b e t a b ul at e d a n d s u m m ar y st atisti cs will b e g e n er at e d. 

T h e f oll o wi n g P K p ar a m et ers will b e r e p ort e d : Cm a x , tm a x , a n d A U C 0- 1 2 h .

A d diti o n al P K p ar a m et ers of J N J - 4 2 8 4 7 9 2 2 m a y b e esti m at e d usi n g n o n c o m p art m e nt al or 

n o nli n e ar mi x e d eff e cts m o d eli n g m et h o ds, if n e e d e d. D at a fr o m t his st u d y ma y  be c o m bi n e d 

wit h ot h er st u di es f or a p o ol e d p o p ul ati o n P K a n al y sis , t o e n a bl e c al c ul ati o n of t h e a b o v e P K 
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p ar a m et ers als o o n s u bj e cts w h o o nl y u n d er w e nt s p ars e P K s a m pli n g ( Ni g ht 1 4/ D a y  15), if 

s u p p ort e d b y  th e d at a . T h e eff e ct of b as eli n e c o v ari at es ( e g, b o d y  wei g ht, a g e, s e x, cr e ati ni n e 

cl e ar a n c e , or r a c e) a n d c o n c o mita nt m e di c ati o ns m a y  b e e v al u at e d, if n e e d e d.

I n di vi d u al pr e di ct e d pl as m a c o n c e ntr ati o n -ti m e pr ofil es a n d/ or p ost -h o c B a y esi a n esti m at es of 

P K p ar a m et ers f or J N J - 4 2 8 4 7 9 2 2 a n d, if n e c e s s ar y , f or M 1 2 a n d M 1 6 m a y  be us e d f or 

e x pl or at or y  e x p os ur e-r es p o ns e m o d eli n g f or s af et y a n d effi c a c y e n d p oi nts.

9. 4. Bi o m ar k er s

Bl o o d s a m pl es f or bi o m ar k er e v al u ati o n will b e c oll e ct e d p er t h e T i m e a n d E v e nts S c h e d ul e -

P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 .

Bi o m ar k er a n al y s e s will i n cl u d e ( b ut ar e n ot li mit e d t o) m ar k ers r el at e d t o i m m u n e s yst e m 

a cti vit y  (hs C R P , i nt erl e u ki n-6), gr o wt h f a ct ors ( B D N F), k y n ur e ni n e m et a b olit es, a n d H P A a xis 

a cti v ati o n ( c ortis ol).

C ortis ol c o n c e ntr ati o n h as a str o n g di ur n al p att er n, wit h p e a k c o n c e ntr ati o ns pr es e nt u p o n 

a w a k e ni n g a n d l o w c o n c e ntr ati o ns i n t h e e v e ni n g h o urs; t h us , c oll e cti o n t hr o u g h o ut t h e ni g ht a n d 

d a y  will e ns ur e c o m pl et e r e pr es e nt ati o n of t h e p att er n.

S a m pl es s h o ul d b e c oll e ct e d u n d er l o w-f at di et f or t h e m e al pri or t o t h e bi o m ar k er c oll e cti o n if 

t h e c oll e cti o n is n ot d o n e u n d er f ast e d c o n diti o ns . S u g g esti o ns f or l o w-f at m e als t h at c o ul d b e 

c o ns u m e d pri or t o bl o o d c oll e cti o n ar e pr o vi d e d i n Att a c h m e nt 1 . S u bj e cts s h o ul d n ot c o ns u m e 

al c o h oli c b e v er a g es f or at l e ast 1 2 h o urs pri or t o s a m pli n g. Str e n u o us e x er cis e s h o ul d b e a v oi d e d 

f or 2 4 h o urs pri or t o s a m pli n g. If a s u bj e ct d o es n ot f oll o w a l o w-f at di et, t hi s i s n ot c o n si d er e d a 

pr ot o c ol d e vi ati o n a n d s h o ul d b e n ot e d o n t h e bi o m ar k er r e q u est f or m. 

Bi o m ar k ers m a y  be a d d e d or d el et e d b as e d o n s ci e ntifi c i nf or m ati o n or t e c h ni c al i n n o v ati o ns 

u n d er t h e c o n diti o n t h at t h e t ot al v ol u m e of bl o o d c oll e ct e d w ill n ot b e i n cr e as e d.

9. 5. P h ar m a c o g e n o mi c ( D N A ) E val u ati o n s

D N A s a m pl es will b e a n al y z e d f or t h e i d e ntifi c ati o n of g e n eti c f a ct ors t h at m a y  infl u e n c e t h e 

P K, P D, effi c a c y , s af et y, or t ol er a bilit y of J N J - 4 2 8 4 7 9 2 2, a n d t o i d e ntif y ge n eti c f a ct ors 

ass o ci at e d wit h i ns o m ni a. A d diti o n al a n al ys es m a y  be c o n d u ct e d if it is h y p ot h esi z e d t h at t hi s 

m a y  h el p r es ol v e iss u es wit h t h e cli ni c al d at a. 

D N A s a m pl es will b e us e d f or r es e ar c h r el at e d t o J N J - 4 2 8 4 7 9 2 2 a n d i ns o m ni a . T h e y m a y als o b e 

us e d t o d e v el o p t ests/ ass a ys r elat e d t o J N J - 4 2 8 4 7 9 2 2 a n d i ns o m ni a dis or d er . P h ar m a c o g e n o mi c 

r es e ar c h m a y  co nsist of t h e a n al ys is of o n e or m or e c a n di d at e g e n es or of t h e a n al ys is of g e n eti c 

m ar k ers t hr o u g h o ut t h e g e n o m e o r a n al ys is of t h e e ntir e g e n o m e ( as a p pr o pri at e) i n r el ati o n t o 

J NJ -4 2 8 4 7 9 2 2 a n d i ns o m ni a dis or d er cli ni c al e n d p oi nts.

Bl o o d s a m pl es f or g e n eti c r es e ar c h will b e c oll e ct e d fr o m s u bj e cts w h o c o ns e nt s e p ar at el y  t o t hi s 

c o m p o n e nt of t h e st u d y (w h er e l o c al r e g ul ati o ns p er mit). S u bj e ct p arti ci p ati o n i n 
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p h ar m a c o g e n o mi c r es ear c h is o pti o n al. D N A s a m pl es c oll e ct e d fr o m J a p a n es e s u bj e cts will n ot 

b e us e d f or r es e ar c h r el at e d t o i ns o m ni a.

9. 6. S af et y  E val u ati o n s

T h e c oll e cti o n of A E s a n d c o n c o mit a nt m e di c ati o ns will st art aft er t h e i nf or m e d c o ns e nt h as 

b e e n si g n e d a n d will c o nti n u e u ntil t h e f oll o w -u p visit. 

A n y  cli ni c ally r el e v a nt c h a n g es o c c urri n g d uri n g t h e st u d y must b e r e c or d e d o n t h e A E s e cti o n 

of t h e C R F.

A n y  cli ni c all y si gni fi c a nt a b n or m aliti es p ersisti n g at t h e e n d of t h e st u d y/ e arl y wit h dr a w al will 

b e f oll o w e d b y t h e i n v esti g at or u ntil r es ol uti o n or u ntil a cli ni c all y st a bl e e n d p oi nt is r e a c h e d. 

T h e st u d y will i n cl u d e t h e f oll o wi n g e v al u ati o ns of s af et y a n d t ol er a bilit y ac c or di n g t o t h e ti m e 

p oi nts pr o vi d e d i n t h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 :

A d v e rs e E v e nts

A d v ers e e v e nts will b e r e p ort e d b y  th e s u bj e ct ( or, w h e n a p pr o pri at e, b y  a car e gi v er, s urr o g at e, 

or t h e s u bj e ct's l e g ally a c c e pt a bl e r e pr es e nt ati v e) f or t h e d ur ati o n of t h e st u d y. A d v ers e e v e nts 

will b e f oll o w e d b y  t h e i n v esti g at or as s p e cifi e d i n S e cti o n 1 2 , A d v ers e E v e nt R e p orti n g.

As wit h a n y C N S -a cti v e m e di c ati o n, i n v esti g at ors s h o ul d m o nit or c ar ef ull y  an d d o c u m e nt a n y 

C N S -r el at e d a d v ers e e v e nt i n cl u di n g tr e m or, at a xi a, a b n or m al s e ns ati o n, c o nf usi o n, or p ossi bilit y  

of s ei z ur e.

A d v ers e E v e nts of S p e ci al I nt er est

T h e f oll o wi n g A Es ar e c o nsi d er e d t o b e of s p e ci al i nt er est i n t his st u d y:

 C at a pl e x y (s u d d e n, tr a nsi e nt e pis o d e of m us cl e w e a k n ess a c c o m p a ni e d b y  co ns ci o us 
a w ar e n ess)

 Sl e e p p ar al y sis (t h e e x p eri e n c e of n ot b ei n g a bl e t o m o v e, r e a ct, or s p e a k w h e n f alli n g 
asl e e p/ a w a k e ni n g)

 C o m pl e x, sl e e p -r el at e d b e h a vi ors/ p ar as o m ni as s u c h as c o nf usi o n al ar o us als, s o m n a m b ulis m 
(sl e e p w al ki n g), sl e e p t err ors, br u xis m (t e et h gri n di n g), sl e e p s e x, sl e e p -r el at e d e ati n g 
dis or d er, sl e e p b e h a vi or dis or d er, a n d c at at hr e ni a ( R E M-ass o ci at e d e n d -i ns pir at or y 
a p n e a/ br e at h h ol di n g).

 A b n or m al ( vi vi d) dr e a ms

 F alls.

I n v esti g at ors ar e i nstr u ct e d t o i n q uir e a b o ut t h e o c c urr e n c e of s u c h e v e nts d uri n g t h e c oll e cti o n 

of A Es at e a c h visit. W h e n r e p ort e d, t h e i n v esti g at or will b e r e q uir e d t o c o m pl et e a d et ail e d 

s u m m ar y of t h e e v e nt a n d its cli ni c al c o urs e utili zi n g t h e c orr es p o n di n g A E of s p e ci al i nt er est 

n arr ati v e f or m as s o o n as i nf or m ati o n o n t h e o ut c o m e (r e c o v er e d, r es ol vi n g, or o n g oi n g) is 

a v ail a bl e. At a mi ni m u m, a d es cri pti o n of t h e e v e nt (i n cl u di n g pr e ci pit ati n g cir c u mst a n c es), t h e 
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ti m e r el ati v e t o d os e a d mi nistr ati o n, a n d t h e d ur ati o n of t h e e v e nt s h o ul d b e r e p ort e d. I n a d diti o n, 

t h e A E s h o ul d b e m ar k e d as a n A E of s p e ci al i nt er est i n t h e C R F. N ot e: If t h e e v e nt m e ets t h e 

s eri o us n ess crit eri a (s e e S e cti o n 1 2. 1. 1 , A d v ers e E v e nt D efi niti o ns a n d Cl assifi c ati o ns ), t h e 

S eri o us A d v ers e E v e nts F or m m ust als o b e c o m pl et e d a c c or di n g t o t h e S A E s r e p orti n g ti m eli n e 

d es cri b e d i n S e cti o n 1 2. 3. 2 , i e, wit hi n 2 4 h o urs of h a vi n g b e c o m e a w ar e of t h e e v e nt, e v e n if all 

d et ails ar e n ot a v ail a bl e.

Cli ni c al L a b o r at o r y T ests

Bl o o d s a m pl es f or s er u m c h e mistr y  an d h e m at ol o g y  an d a r a n d o m uri n e s a m pl e f or uri n al y si s 

will b e c oll e ct e d as p er t h e Ti m e a n d E v e nts S c h e d ul e . P osts cr e e ni n g bl o o d s a m pl es s h o ul d b e 

c oll e ct e d u n d er f asti n g c o n diti o ns. T h e i n v esti g at or m ust r e vi e w t h e l a b or at or y  r es ults , d o c u m e nt 

t his r e vi e w, a n d r e c or d a n y  cli ni c ally r el e v a nt c h a n g es o c c urri n g d uri n g t h e st u d y in t h e A E

s e cti o n of t h e C R F. T h e l a b or at or y  r e p orts m ust b e fil e d wit h t h e s o ur c e d o c u m e nts.

T h e f oll o wi n g t ests will b e p erf or m e d b y  t h e c e ntr al l a b or at or y:

 H e m at ol o g y  P a n el

-h e m o gl o bi n -pl at el et c o u nt
-h e m at o crit
-r e d bl o o d c ell c o u nt
-w hit e bl o o d c ell c o u nt wit h diff er e nti al

 S er u m C h e mistr y  P a n el

-s o di u m - al k ali n e p h os p h at as e
-p ot assi u m -cr e ati n e p h os p h o ki n as e ( C P K)
-c hl ori d e -l a cti c a ci d d e h y dr o g e n as e ( L D H)
- bi c ar b o n at e - uri c a ci d
-bl o o d ur e a nitr o g e n ( B U N) -c al ci u m
-cr e ati ni n e -p h os p h at e
-gl u c os e -al b u mi n
-as p art at e a mi n otr a nsf er as e ( A S T) -t ot al pr ot ei n
-al a ni n e a mi n otr a nsf er as e ( A L T)
-g a m m a -gl ut a m yl tr a nsf er as e ( G G T)
-t ot al dir e ct bilir u bi n

 Uri n al y sis

Di psti c k S e di m e nt (if di psti c k r es ult is
-s p e cifi c gr a vit y a b n or m al)
- p H -r e d bl o o d c ells
-gl u c os e -w hit e bl o o d c ells
-pr ot ei n -e pit h eli al c ells
-bl o o d -cr ys t als
-k et o n es -c asts
-bilir u bi n - b a ct eri a
-ur o bili n o g e n
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-nitrit e
-l e u k o c yt e est er as e

 S er u m p r e g n a n c y/ F S H testi n g ( at dis cr eti o n of t h e i n v esti g at or)

 T S H (s cr e e ni n g o nl y)

 H b A 1 c (s cr e e ni n g o nl y)

I n a d diti o n, t h e f oll o wi n g t ests will b e p erf or m e d at t h e st u d y sit e:

 Uri n e pr e g n a n c y  t esti n g ( at dis cr eti o n of t h e i n v esti g at or)

 Uri n e Dr u g S cr e e n: o pi at es (i n cl u di n g m et h a d o n e), c o c ai n e, a m p h et a mi n es, 
m et h a m p h et a mi n es, c a n n a bi n oi ds, b ar bit ur at es, 3, 4- M et h y l e n e di o x ym et h a m p h et a mi n e, a n d 
B Z D. Uri n e dr u g s cr e e ns will b e d o n e b y  t h e sit e usi n g a di psti c k.

 Al c o h ol ( br e a t h) t est.

El e ct r o c a r di o g r a m ( E C G)

T w el v e -l e a d E C Gs, i nt e n d e d f or s af et y m o nit ori n g, will b e r e c or d e d i n a s u pi n e p ositi o n s o t h at 

t h e diff er e nt E C G i nt er v als ( R R, P R, Q R S, a n d Q T) c a n b e m e as ur e d. T h e E C G will b e r e c or d e d 

u ntil 4 r e g ul ar c o ns e c uti v e c o m pl e x es ar e a v ail a bl e i n g o o d r e a d a bl e q u alit y .

D uri n g t h e c oll e cti o n of E C Gs, s u bj e cts s h o ul d b e i n a q ui et s etti n g wit h o ut distr a cti o ns ( e g, 

t el e visi o n, c ell p h o n es). S u bj e cts s h o ul d r est i n a s u pi n e p ositi o n f or at l e ast 5 mi n ut es b ef or e 

E C G c oll e cti o n a n d s h o ul d r efr ai n fr o m t al ki n g or m o vi n g ar ms or l e gs. If bl o o d s a m pli n g or 

vit al si g n m e as ur e m e nt is s c h e d ul e d f or t h e s a m e ti m e p oi nt as E C G r e c or di n g, it is 

r e c o m m e n d e d t h at t h e pr o c e d ur es b e p erf or m e d i n t h e f oll o wi n g or d er: E C G(s), vit al si g ns, 

bl o o d dr a w.

Vit al Si g ns (o r al , a xill a r y, o r t y m p a ni c t e m p e r at u r e; p uls e/ h e a rt r at e; bl o o d p r ess u r e )

B l o o d pr ess ur e a n d p uls e/ h e art r at e m e as ur e m e nts will b e ass ess e d i n s u pi n e a n d st a n di n g 

p ositi o ns wit h a c o m pl et el y a ut o m at e d d e vi c e. M a n u al t e c h ni q u es will b e us e d o nl y  if a n 

a ut o m at e d d e vi c e is n ot a v ail a bl e.

S u pi n e b l o o d pr ess ur e a n d p uls e/ h e art r at e m e as ur e m e nts s h o ul d b e pr e c e d e d b y  at l e ast 

5 mi n ut es of r est i n a q ui et s etti n g wit h o ut distr a cti o ns ( e g, t el e visi o n, c el l p h o n es), a n d st a n di n g 

m e as ur e m e nts s h o ul d f oll o w. St a n di n g m e as ur e m e nts ar e t o b e t a k e n aft er at l e ast a f ull mi n ut e 

of st a n di n g.

I n a d diti o n, or al, a xill ar y or t y m p a ni c t e m p er at ur e will b e m e as ur e d.

P h ysi c al E x a mi n ati o n

T h e st u d y  i n v esti g at or, or ot h er a ut h ori z e d a n d a p pr o pri at ely q u alifi e d d esi g n e e, will p erf or m t h e 

p h y si c al e x a mi n ati o ns. H ei g ht will b e m e as ur e d at s cr e e ni n g o nl y . B o d y  wei g ht a n d w aist 

cir c u mf er e n c e will b e m e as ur e d at s cr e e ni n g, D a y  1, D a y  1 5, a n d f oll ow- u p/ e n d - of-st u d y vi sit (if 

n ot d o n e at D a y  1 5).
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C o g niti v e Ass ess m e nt

M o difi e d P R O MI S- A C A

S p e cifi c it e m s fr o m t h e P R O MI S- A C A it e m b a n k h a v e b e e n s el e ct e d b a s e d o n t h eir r el e v a n c e t o 

t his st u d y po p ul ati o n. T h e i nstr u m e nts ass ess p ati e nt -r e p ort e d f u n cti o n al a biliti es wit h r e g ar d t o 

c o g niti v e t as ks. T h e P R O MI S- A C A is u ni v ers al r at h er t h a n dis e as e s p e cifi c. P arti ci p a nts r at e 

t h eir r es p o ns es usi n g a s c al e r a n gi n g fr o m 1 ( N ot at all) t o 5 ( V er y m u c h).

C o g niti v e F u n cti o ni n g E v al u ati o ns

T h e c o m p ut eri z e d c o g niti v e t est b att er y  pr o vi d es ass ess m e nt of m ulti pl e c o g niti v e d o m ai ns, 

i n cl u di n g att e nti o n, c o n c e ntr ati o n, vi gil a n c e, e pis o di c a n d w or ki n g m e m or y , a n d a m e as ur e of 

e x e c uti v e f u n cti o n. T h e t ests us e c ult ur e -n e utr al sti m uli, e n a bli n g us e i n 

m ultili n g u al/ m ulti c ult ur al s etti n gs.

T h e c o m p ut eri z e d b att er y i n cl u d es t h e f oll o wi n g c o g niti v e d o m ai ns:

 E pis o di c/ D e cl ar ati v e M e m or y  d o m ai n:

 I m m e di at e a n d D el a ye d W or d R e c all

 W or d R e c o g niti o n

 Pi ct ur e R e c o g niti o n.

 Att e nti o n, C o n c e ntr ati o n, Vi gil a n c e: 

 Si m pl e R e a cti o n Ti m e: s p e e d of r e a cti o n ( ms e c) will b e r e c or d e d.

 C h oi c e R e a cti o n Ti m e: s p e e d of r e a cti o n ( ms e c) a n d p er c e nt a g e of c orr e ct r es p o ns es 
will b e r e c or d e d.

 Di git Vi gil a n c e t as k: s p e e d of r e a cti o n ( ms e c) a n d n u m b er of c orr e ct r es p o ns es will b e 
r e c or d e d.

 W or ki n g M e m or y  a n d E x e cuti v e C o ntr ol:

 N u m eri c W or ki n g M e m or y

 S p ati al W or ki n g M e m or y .

All m e as ur es h a v e b e e n v ali d at e d a g ai nst tr a diti o n al n e ur o ps y c h ol o gi c al t ests a n d ar e s e nsiti v e t o 

t h e eff e cts of v ari o us dr u gs o n c o g niti v e p erf or m a n c e, i n cl u di n g z ol pi d e m i n el d erl y p ati e nts 

w it h i ns o m ni a.6 1 C o m pl eti n g t h e c o g niti v e t est b att er y r e q uir es a p pr o xi m at el y 1 7 mi n ut es.

D et ails o n t h e c o g niti v e t est p ar a di g m t o b e c o n d u ct e d wil l b e gi v e n i n a s e p ar at e m a n u al.
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R esi d u al Eff e cts

R esi d u al eff e cts will b e ass ess e d s u bj e cti v el y by t h e s elf-r e p ort e d K S S a n d o bj e cti v el y  by 

at a xi a m et er.

K ar oli ns k a Sl e e pi n ess S c al e ( K S S)

T h e K S S is a p ati e nt r e p ort e d ass ess m e nt of l e v el of dr o wsi n ess at th e ti m e of s c al e 

a d mi nistr ati o n. T his s c al e is f o c us e d m ai nl y  on t h e pr o p e nsit y  to f all asl e e p a n d h as a hi g h 

v ali dit y  in m e as uri n g sl e e pi n ess. It co nsists of a 9 -p oi nt Li k ert s c al e wit h r es p o ns e o pti o ns fr o m: 

1 = v er y  al ert, 3 = al ert, 5 = n eit h er al ert n or sl ee p y, 7 =sl e e p y ( b ut n ot fi g hti n g sl e e p), 9 = v er y  sl e e py 

(fi g hti n g sl e e p).1 ,3 7

B o d y S w a y

T h e b o d y  sw a y  met er all o ws m e as ur e m e nt of b o d y  mo v e m e nts i n a si n gl e pl a n e, pr o vi di n g a 

m e as ur e of p ost ur al st a bilit y. B o d y s w a y is m e as ur e d usi n g a n at a xi a m et er. 8 4 S u bj e cts will b e 

i nstr u ct e d t o w e ar a p air of t hi n s o c ks f or e a c h s essi o n. B ef or e st arti n g a m e as ur e m e nt, s u bj e cts 

will b e as k e d t o st a n d still a n d c o mf ort a bl e, wi t h t h eir f e et a p pr o xi m at el y  10 c m a p art a n d t h eir 

h a n ds i n a r el a x e d p ositi o n al o n gsi d e t h e b o d y  an d e y e s cl os e d. S u bj e cts m a y  not t al k d uri n g t h e 

m e as ur e m e nt. T h e t ot al p eri o d of b o d y s w a y m e as ur e m e nt will b e 2 mi n ut es.

Wit h d r a w al Eff e cts

P ot e nti al wit h dr a w al eff e cts will b e ass ess e d b ot h o bj e cti v el y  by t h e P W C a n d s u bj e cti v el y by 

t h e B W S Q.6 8 ,7 6

P h ysi ci a ns Wit h dr a w al C h e c klist ( P W C)

T h e P h y si ci a n Wit h dr a w al C h e c klist ( 2 0 it e ms; P W C -2 0) is a si m pl e a n d a c c ur at e m et h o d us e d 

t o ass ess p ot e nti al wit h dr a w al s ym pt o ms f oll o wi n g c ess ati o n of tr e at m e nt. T h e P W C - 2 0 is a 

r eli a bl e a n d s e nsiti v e i nstr u m e nt f or t h e ass ess m e nt of dis c o nti n u ati o n s ym pt o m s. 6 8

B e nz o di az e pi n e Wit h dr a w al S y m pt o m Q u esti o n n air e ( B W S Q)

T h e B W S Q i s a 2 0 s y m pt o m s elf -r e p ort q u esti o n n air e t h at h as b e e n us e d i n st u di es t o i n v esti g at e 

B Z D wit h dr a w al. S u bj e cts r at e t h e d e gr e e t o w hi c h t h e y ar e e x p eri e n ci n g e a c h s ym pt o m a s 

eit h er “ N o, ” “ Y es- m o d er at e ” or “ Y es -s e v er e ”. T h e q u esti o n n air e h as b e e n s h o w n t o b e r eli a bl e 

a n d t o h a v e a c c e pt a bl e c o nstr u ct v ali dit y  i n ass essi n g B Z D wit h dr a w al sy m pt o ms. 7 6

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

E m er g e n c e of s ui ci d al i d e ati o n will b e ass ess e d usi n g t h e C -S S R S. 6 6 T h e C- S S R S h as b e e n us e d 

fr e q u e ntly i n cli ni c al st u di es, is a st a n d ar d m e as ur e f or s ui ci d al i d e ati o n ass ess m e nt, a n d its us e 

is i n a c c or d a n c e wit h t h e U S F D A g ui d a n c e. 7 8
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9. 7. Ot h er E v al u ati o n s 

A b b r e vi at e d T r e at m e nt S atisf a cti o n Q u esti o n n ai r e f o r M e di c ati o n ( T S Q M - 9)

T h e T S Q M - 9 is a 9- it e m g e n eri c p ati e nt r e p ort e d o ut c o m e i nstr u m e nt t o ass ess p ati e nts’ 

s atisf a cti o n wit h m e di c ati o n. 6 It is d eri v e d fr o m t h e l o n g er T S Q M V ersi o n 1. 4 a n d c o v ers 

d o m ai ns of eff e cti v e n ess, c o n v e ni e n c e a n d gl o b al s atisf a cti o n. T h e i nstr u m e nt is s c or e d b y  

d o m ai n wit h s c or es r a n gi n g fr o m 0- 1 0 0 w h er e a l o w er s c or e i n di c at es l o w er s atisf a cti o n. T h e 

r e c all p eri o d is “t h e l a st 2- 3 w e e ks ”. T h e T S Q M -9 is a r eli a bl e a n d v ali d i nstr u m e nt t o ass ess 

p ati e nts' s atisf a cti o n wit h m e di c ati o n, pr o vi di n g s c or es o n eff e cti v e n ess, c o n v e ni e n c e a n d gl o b al 

s atisf a cti o n.

9. 8. S a m pl e C oll e cti o n a n d H a n dli n g

T h e a ct u al d at es a n d ti m e s of s am pl e c oll e cti o n m ust b e r e c or d e d i n t h e C R F or l a b or at or y 

r e q uisiti o n f or m. If bl o o d s a m pl es ar e c oll e ct e d vi a a n i n d w elli n g c a n n ul a, a n a p pr o pri at e 

a m o u nt ( 1 m L ) of s er os a n g ui n e o us fl ui d sli g htl y gr e at er t h a n t h e d e a d s p a c e v ol u m e of t h e l o c k 

will b e r e m ov e d fr o m t h e c a n n ul a a n d dis c ar d e d b ef or e e a c h bl o o d s a m pl e is t a k e n. Aft er bl o o d 

s a m pl e c oll e cti o n, t h e c a n n ul a will b e fl us h e d wit h 0. 9 % s o di u m c hl ori d e, U nit e d St at es 

P h ar m a c o p ei a ( U S P) ( or e q ui v al e nt) s o di u m h e p ari n of 1 0 U/ m L a n d c h ar g e d wit h a v ol u m e

e q u al t o t h e d e a d s p a c e v ol u m e of t h e l o c k. If a m a n d ari n ( o bt ur at or) is us e d, bl o o d l oss d u e t o 

dis c ar d is n ot e x p e ct e d.

R ef er t o t h e T i m e a n d E v e nts S c h e d ul e - P art 1 a n d T i m e a n d E v e nts S c h e d ul e - P art 2 t a bl es f or 

t h e ti mi n g a n d fr e q u e n c y of all s a m pl e c oll e cti o ns.

I nstr u cti o ns f or t h e c oll e cti o n, h a n dli n g, st or a g e, a n d s hi p m e nt of s a m pl es ar e f o u n d i n t h e 

l a b or at or y ma n u al t h at will b e pr o vi d e d. C oll e cti o n, h a n dli n g, st or a g e, a n d s hi p m e nt of s a m pl es 

m ust b e u n d er t h e s p e cifi e d, a n d w h er e a p pli c a bl e, c o ntr oll e d t e m p er at ur e c o n diti o ns as i n di c at e d 

i n t h e l a b or at or y m a n u al.

1 0. S U B J E C T C O M P L E TI O N/ DI S C O N TI N U A TI O N O F S T U D Y T R E A T M E N T/ 
WI T H D R A W A L F R O M T H E S T U D Y

1 0. 1. C o m pl eti o n

A s u bj e ct will b e c o nsi d er e d t o h a v e c o m pl et e d t h e d o u bl e -bli n d p h as e if h e or s h e h as 

c o m pl et e d ass ess m e nts at D a y  17 of t h e d o u bl e -bli n d p h as e. S u bj e cts w h o pr e m at ur el y 

dis c o nti n u e st u d y tr e at m e nt f or a n y r e as o n b ef or e c o m pl eti o n of t h e d o u bl e -bli n d p h as e will n ot 

b e c o nsi d er e d t o h a v e c o m pl et e d t h e st u d y .

A s u bj e ct will b e c o nsi d er e d t o h a v e c o m pl et e d t h e f oll o w-u p p h as e if h e or s h e h as c o m pl et e d 

ass ess m e nts at t h e f oll o w -u p visit (i e, t h e visit o n D a y s 2 1 -2 4).

1 0. 2. Wit h dr a w al fr o m t h e St u d y

A s u bj e ct will b e a ut o m ati c all y  wit h dr a w n fr o m t h e st u d y f or a n y of t h e f oll o wi n g r e as o ns:

 L ost t o f oll o w - u p
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 Wit h dr a w al of c o ns e nt

 D e at h

 N o n c o m pli a n c e d efi n e d as f ail ur e t o t a k e st u d y dr u g as dir e ct e d, as e vi d e n c e d b y  mi s si n g 
m or e t h a n 2 d os es of st u d y  dr ug

 Dis c o nti n u ati o n of st u d y tr e at m e nt f or a n y r e as o n. A s u bj e ct's st u d y tr e at m e nt will b e 
a ut o m ati c all y  dis c o nti n u e d if:

 T h e i n v e sti g at or or s p o n s or b eli e v e s ( e g, t h at f or s af et y or t ol er a bilit y re as o ns ( e g, A Es ) 
it is i n t h e b est i nt er est of t h e s u bj e ct t o dis c o nti n u e tr e at m e nt

 T h e s u bj e ct b e c o m es pr e g n a nt

 T h e s u bj e ct s h o ws si g n als of a c ut e s ui ci d al i d e ati o n at a n y  ti m e d uri n g t h e st u d y; t h e 
s u bj e ct s h o ul d b e r ef err e d t o a p pr o pri at e m e di c al/ ps y c hi atri c c ar e.

 A S T a n d/ or A L T e x c e e ds 5 x u p p er li mit of n or m al ( U L N) ( c o nfir m e d b y  re p e at 
t esti n g)

 A S T a n d/ or A L T e x c e e ds 3 x U L N a n d t ot al bilir u bi n e x c e e ds 1. 5 x U L N ( c o nfir m e d 
b y  r e p e at t esti n g).

If a s u bj e ct pr e m at ur el y wit h dr a ws fr o m t h e st u d y, t h e E n d of St u d y Vi sit a s s e s s m e nt s s h o ul d b e 

p erf or m e d as s o o n as p ossi bl e.

If a s u bj e ct i s l o st t o f oll o w-u p, e v er y r e a s o n a bl e eff ort m u st b e m a d e b y  t h e st u d y sit e p er s o n n el 

t o c o nt a ct t h e s u bj e ct a n d d et er mi n e t h e r e as o n f or dis c o nti n u ati o n/ wit h dr a w al. T h e m e as ur es 

t a k e n t o f oll o w u p m ust b e d o c u m e nt e d.

W h e n a s u bj e ct wit h dr a ws b ef or e c o m pl eti n g t h e st u d y, t h e r e as o n f or wit h dr a w al is t o b e 

d o c u m e nt e d i n t h e C R F a n d i n t h e s o ur c e d o c u m e nt. St u d y  dr u g assi g n e d t o t h e wit h dr a w n 

s u bj e ct m a y n ot b e assi g n e d t o a n ot h er s u bj e ct. S u bj e cts w h o wit h dr a w will n ot b e r e pl a c e d. 

1 0. 3. Wit h dr a w al Fr o m t h e U s e of R e s e ar c h S a m pl e s

A s u bj e ct w h o wit h dr a ws fr o m t h e st u d y will h a v e t h e f oll o wi n g o pti o ns r e g ar di n g t h e o pti o n al

r es e ar c h s a m pl e:

 T h e c oll e ct e d s a m pl e will b e r et ai n e d a n d u s e d i n a c c or d a n c e wit h t h e s u bj e ct's ori gi n al 
s e p ar at e i nf or m e d c o ns e nt f or o pti o n al r es e ar c h s a m pl es.

 T h e s u bj e ct m a y  wit h dr a w c o ns e nt f or o pti o n al r es e ar c h s a m pl e, i n w hi c h c as e t h e s a m pl e 
will b e d estr o y e d a n d n o f urt h er t esti n g will t a k e pl a c e. T o i niti at e t h e s a m pl e d estr u cti o n 
pr o c ess, t h e i n v esti g at or m ust n otif y  th e s p o ns or st u d y sit e c o nt a ct of wit h dr a w al of c o ns e nt 
f or t h e o pti o n al r es e ar c h s a m pl es a n d t o r e q u est s a m pl e d estr u cti o n. T h e s p o ns or st u d y sit e 
c o nt a ct will, i n t ur n, c o nt a ct t h e bi o m ar k er r e pr es e nt ati v e t o e x e c ut e s a m pl e d estr u cti o n. If 
r eq u est e d, t h e i n v esti g at or will r e c ei v e writt e n c o nfir m ati o n fr o m t h e s p o ns or t h at t h e s a m pl e
h as b e e n d estr o y e d.
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Wit h d r a w al F r o m t h e O pti o n al R es e a r c h S a m pl es W hil e R e m ai ni n g i n t h e M ai n St u d y

T h e s u bj e ct m a y  wit h dr a w c o ns e nt f or o pti o n al r es e ar c h s a m pl es w hil e r e m ai ni n g i n t h e st u d y . I n 

s u c h a c as e, t h e o pti o n al r es e ar c h s a m pl e will b e d estr o y e d. T h e s a m pl e d estr u cti o n pr o c ess will 

pr o c e e d as d es cri b e d a b o v e.

Wit h d r a w al F r o m t h e Us e of S a m pl e s i n F ut u r e R es e a r c h

T h e s u bj e ct m a y  wit h dr a w c o ns e nt f or us e of s a m pl es f or r es e ar c h (r ef er t o S e cti o n 1 6. 2. 5 , 

L o n g -T er m R et e nti o n of S a m pl es f or A d diti o n al F ut ur e R es e ar c h). I n s u c h a c as e, s a m pl es will 

b e d est r oy e d  aft er t h e y ar e n o l o n g er n e e d e d f or t h e cli ni c al st u d y. D et ails of t h e s a m pl e 

r et e nti o n f or r es e ar c h ar e pr e s e nt e d i n t h e m ai n I CF a n d i n t h e s e p ar at e I CF f or o pti o n al r e s e ar c h 

s a m pl es .

1 1. S T A TI S TI C A L M E T H O D S

St atisti c al a n al y si s will b e d o n e b y  th e s p o ns or or u n d er t h e a ut h orit y  of t h e s p o ns or. A g e n er al 

d es cri pti o n of t h e st atisti c al m et h o ds t o b e us e d t o a n al y z e t h e effi c a c y  a n d s af ety d at a is o utli n e d 

b el o w. S p e cifi c d et ails will b e pr o vi d e d i n t h e S A P .

1 1. 1. S u bj e ct I nf or m ati o n

Effi c a c y  an al ys es will b e b as e d o n t h e f ull a n al ys is s et ( F A S) w hi c h c o nsists of all s u bj e cts w h o 

w er e r a n d o ml y assi g n e d t o st u d y  dr u g a n d r e c ei v e d at l e ast 1 d os e of st u d y dr u g.

S af et y  an al y s e s will b e b as e d o n t h e s af et y an al y si s s et, w hi c h c o nsists of all s u bj e cts w h o ar e 

r a n d o ml y assi g n e d t o st u d y dr u g a n d r e c ei v e at l e ast 1 d os e of st u d y dr u g. T h e s af ety a n al ys i s s et 

is t h e s a m e as t h e F A S.

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

T h e t ot al s a m pl e si z e is c al c ul at e d o n t h e b asis of t h e M ulti pl e C o m p aris o n Pr o c e d ur e- M o d eli n g 

( M C P-M o d) t est a p pli e d t o w ar ds t h e pl a c e b o a n d t h e J NJ- 4 2 8 4 7 9 2 2 d os e gr o u ps at t h e fi n al 

a n al ys is. T h e c a n di d at e m o d el s et c o nsi d er e d f or t h e d et er mi n ati o n of t h e s a m pl e si z e c o n si st s of 

t h e f o ur m o d el pr ofil es: “li n e ar ”, “ e m a x ”, “si g E m a x ”, a n d “ e x p o n e nti al ”. Gi v e n t h e a v ail a bl e 

d at a wit h J N J -4 2 8 4 7 9 2 2 i n t h e t ar g et p o p ul ati o n (i ns o m ni a dis or d er) fr o m t h e P o C st u d y 

( St u d y 4 2 8 4 7 9 2 2I S M 2 0 0 2), a tr e at m e nt diff er e n c e of 2 0 mi n ut es b et w e e n J NJ- 4 2 8 4 7 9 2 2 a n d 

pl a c e b o f or L P S w as ass u m e d wit h a st a n d ar d d e vi ati o n of 4 5 mi n ut es. A t ot al of 

3 6 0 r a n d o mi z e d s u bj e cts will pr o vi d e a n a v er a g e w ei g ht e d p o w er of a p pr o xi m at el y  85 % 

( d e p e n di n g o n t h e u n d erl y i n g tr u e d o s e -r es p o ns e pr ofil e), ass u mi n g a 1- si d e d si g nifi c a n c e l e v el 

of 0. 0 5 a n d a 1 2 % o v er all dr o p o ut r at e i n t h e d o u bl e-bli n d p h as e .

1 1. 3. Eff i c a c y An al y s e s

P ri m a r y esti m a n d

T h e pri m ar y  esti m a n d, t h e m ai n cli ni c al q u a ntit y  of i nt er est t o b e esti m at e d i n t h e st u d y, is 

d efi n e d b y t h e f oll o wi n g 3 c o m p o n e nts:

P o p ul ati o n: a d ult a n d el d erl y  s u bj e cts wit h i ns o m ni a dis or d er
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E n d p oi nt: c h a n g e fr o m b as eli n e i n L P S as m e as ur e d b y  P S G o n Ni g ht 1

M e as u r e of I nt e r v e nti o n: t h e eff e ct of t h e i niti all y r a n d o mi z e d tr e at m e nt o n t h e e n d p oi nt.

P ri m a r y a n d s e c o n d a r y effi c a c y a n al ys es

T h e pri m ar y effi c a c y  en d p oi nt, c h a n g e fr o m b as eli n e i n L P S as m e as ur e d b y  PS G o n Ni g ht 1, 

will b e a n al y z e d usi n g a n a n al ys is of c o v ari a n c e ( A N C O V A) m o d el, wit h f a ct ors f or r e gi o n 

( U S/ E U a n d J a p a n), tr e at m e nt ( pl a c e b o a n d J N J - 4 2 8 4 7 9 2 2 d os e gr o u ps), a n d a g e gr o u p (a d ul t

a n d el d erl y ) a n d b as eli n e L P S as a c o nti n u o us c o v ari at e. T h e tr e at m e nt eff e cts will b e esti m at e d 

usi n g l e ast s q u ar es m e a ns. T h e fi n al a n al y sis will us e t h e g e n er ali z e d M C P -M o d a p pr o a c h 6 4 ( a 

h y bri d m et h o d ol o g y  th at c o m bi n es m ulti pl e c o m p aris o n pr o c e d ur es wit h m o d eli n g t e c h ni q u es), 

w hi c h will b e a p pli e d t o w ar ds esti m at es o bt ai n e d fr o m t h e A N C O V A m o d el t o est a blis h a 

d os e -r es p o ns e si g n al a n d t o d et er mi n e d os e(s) t o b e us e d i n t h e P h as e 3 st u di es. T h e c a n di d at e 

m o d el s et will i n cl u d e f o ur m o d el pr ofil es: “li n e ar ”, “ e m a x ”, “si g E m a x ”, a n d “ e x p o n e nti al ”. 

M C P -M o d h as b e e n q u alifi e d b y  t h e E ur o p e a n M e di ci n es A g e n c y.2 3

T h e k e y  se c o n d ar y  en d p oi nt ( c h a n g e fr o m b as eli n e i n W A S O o v er t h e first 6 h o urs aft er i niti al 

sl e e p o ns et as m e as ur e d b y  PS G o n Ni g ht 1) will b e a n al y z e d usi n g t h e s a m e a p pr o a c h as 

d es cri b e d a b o v e f or t h e pri m ar y  e n d p oi nt, i n cl u di n g usi n g t h e g e n er ali z e d M C P-M o d a p pr o a c h .

F or t h e pri m ar y  an d k e y  se c o n d ar y  en d p oi nts (c h a n g e fr o m b as eli n e i n L P S a n d W A S O o n 

Ni g ht 1), a s e c o n d ar y an al y si s wit h a g e i n cl u d e d as a c o nti n u o u s c o v ari at e i n t h e m o d el will al s o 

b e c arri e d o ut. A d diti o n al c o v ari at es m a y  als o b e i n cl u d e d as s e nsiti vit y a n al ys es.

Z ol pi d e m is i n cl u d e d i n t h e st u d y in or d er t o i n v esti g at e p ot e nti al diff er e n c es b et w e e n z ol pi d e m 

a n d J N J - 4 2 8 4 7 9 2 2. Z ol pi d e m will n ot b e i n cl u d e d i n t h e p ri m ar y AN C O V A m o d el a n d t h e 

g e n er ali z e d M C P -M o d a n al y sis; h o w e v er, a n a d diti o n al a n al y sis of c h a n g e fr o m b as eli n e i n L P S 

a n d W A S O o n Ni g ht 1 will b e p erf or m e d usi n g A N C O V A, i n cl u di n g z ol pi d e m, t o c o m p ar e 

z ol pi d e m wit h e a c h J N J - 4 2 8 4 7 9 2 2 d os e a n d pl a c e b o usi n g t w o- si d e d 9 5 % c o nfi d e n c e i nt er v als 

f or t h e diff er e n c e b et w e e n t h e gr o u ps.

S u b gr o u p a n al ys es b y  ag e gr o u p ( a d ult vs. el d erl y ) will b e p erf or m e d o n t h e pri m ar y , k e y 

s e c o n d ar y, a n d ot h er s e c o n d ar y effi c a c y e n d p oi nts.

T h e a n al ys es f or t h e ot h er effi c a c y  en d p oi nts will b e d es cri b e d i n t h e S A P. F or all s e c o n d ar y 

effi c a c y  en d p oi nts, n o m ulti pli cit y  adj ust m e nt will b e a p pli e d a n d n o mi n al p -v al u es will b e 

pr es e nt e d.

1 1. 4. P h ar m a c o ki n eti c A n al y si s

Pl as m a c o n c e ntr ati o ns f or J NJ- 4 2 8 4 7 9 2 2, M 1 2, a n d M 1 6 (as a p pli c a bl e) will b e a n al y z e d a n d 

s u m m ari z e d b y  dos e, d a y  an d ti m e p oi nt, u si n g d es cri pti v e st atisti cs. A p o p ul ati o n b as e d P K 

a n al ys is usi n g P K d at a fr o m a s el e cti o n of P h as e 1 a n d P h as e 2 st u di es will b e p erf or m e d at t h e 

c o m pl eti o n of t h e st u d y. P ost -h o c B a y esi a n esti m at es of P K p ar a m et ers f or J N J - 4 2 8 4 7 9 2 2 ( a n d, 

if n e c ess ar y , f or a cti v e m et a b olit e s M 1 2 a n d M 1 6) fr o m t h e p o p ul ati o n P K a n al ys i s m a y b e u s e d 

f or e x pl or at or y e x p os ur e-r es p o ns e a n alys es.
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P o p ul ati o n P K a n al y sis of pl as m a c o n c e ntr ati o n -ti m e d at a of J NJ- 4 2 8 4 7 9 2 2 will b e p erf or m e d 

usi n g n o nli n e ar mi x e d -eff e cts m o d eli n g. D at a m a y  be c o m bi n e d wit h t h os e of ot h er s el e ct e d 

st u di es t o s u p p ort a r el e v a nt str u ct ur al m o d el. A v ail a bl e b as eli n e s u bj e ct c h ar a ct eristi cs 

( d e m o gr a p hi cs, l a b or at or y vari a bl es, g e n ot y p es, r a c e, et c.) will b e i n cl u d e d i n t h e m o d el as 

n e c ess ar y . P ost -h o c B a y esi a n i n di vi d u al esti m at es of P K p ar a m et ers will b e g e n er at e d fr o m t h e 

p o p ul ati o n P K a n al ys is f or p ot e nti al us e i n e x p os ur e -r es p o ns e a n al ys is. A s n a ps h ot d at e f or P K 

s a m pl es t o b e a n al y z e d will b e d efi n e d, if r e q uir e d. S a m pl es c oll e ct e d b ef or e t his d at e will b e 

a n al y z e d f or J N J -4 2 8 4 7 9 2 2, M 1 2, a n d M 1 6 (as a p pli c a bl e) a n d i n cl u d e d i n t h e p o p ul ati o n P K 

a n al ys is. S a m pl es c oll e ct e d aft er t h e s n a ps h ot d at e will b e a n al y z e d at a l at er d at e, a n d m a y  be 

i n cl u d e d i n a p o p ul ati o n P K r e-a n al y sis w h e n t h e y be c o m e a v ail a bl e aft er d at a b as e l o c k. D et ails 

f or t h e p o p ul ati o n P K a n d e x p os ur e -r es p o ns e a n al y si s will b e d es cri b e d i n a st a n d al o n e a n al ys is 

pl a n a n d t h e r es ults of t h e p o p ul ati o n P K a n d e x p os ur e- r es p o ns e a n al ys is will b e pr es e nt e d i n a 

s e p ar at e r e p ort.

D at a will b e list e d f or all s u bj e cts wit h a v ail a bl e pl as m a c o n c e ntr ati o ns p er tr e at m e nt gr o u p. 

S u bj e ct s will b e e x cl u d e d fr o m t h e P K a n al y si s if t h eir d at a d o n ot all o w f or a c c ur at e a s s e s s m e nt 

of t h e P K ( e g, i n c o m pl et e a d mi nistr ati o n of t h e st u d y dr u g; missi n g i nf or m ati o n of d osi n g a n d 

s a m pli n g ti m es; c o n c e ntr ati o n d at a n ot s uffi ci e nt f or P K p ar a m et er c al c ul ati o n).

All c o n c e ntr ati o n s b el o w t h e l o w e st q u a ntifi a bl e c o n c e ntr ati o n or mi s si n g d at a will b e l a b el e d a s 

s u c h i n t h e c o n c e ntr ati o n d at a b as e. All s u bj e cts a n d s a m pl es e x cl u d e d fr o m t h e a n al ys is will b e 

cl e arl y d o c u m e nt e d i n t h e st u d y r e p ort.

F or J N J - 4 2 8 4 7 9 2 2 d os e gr o u p s, d es cri pti v e st atisti cs will b e c al c ul at e d f or all i n di vi d u al d eri v e d 

P K p ar a m et ers i n cl u di n g e x p os ur e i nf or m ati o n of J NJ- 4 2 8 4 7 9 2 2 a n d, if n e e d e d, M 1 2, a n d M 1 6.

1 1. 5. Bi o m ar k er A n al y s i s

Bi o m ar k ers will b e t a b ul at e d b y  tr e at m e nt a n d s u m m ar y st atisti cs will b e c al c ul at e d. P ost d os e 

c h a n g es i n bi o m ar k ers will b e s u m m ari z e d b y  tr e at m e nt gr o u p . Ass o ci ati o ns b et w e e n b as eli n e 

bi o m ar k er l e v els a n d cli ni c al e n d p oi nts m a y  be e x pl or e d. D u e t o li mit e d s a m pli n g, t h e a n al ys e s 

will b e e x pl or at or y .

E x pl or at or y  a n alys es m a y  b e p erf or m e d f or a d diti o n al bl o o d b as e d bi o m ar k ers, if a p pli c a bl e.

R es ults m a y  b e pr es e nt e d i n a s e p ar at e r e p ort. 

Pl a n n e d bi o m ar k er a n al y s e s m a y  be d ef err e d if e m er gi n g st u d y dat a s h o w n o li k eli h o o d of 

pr o vi di n g us ef ul s ci e ntifi c i nf or m ati o n. All bi o m ar k er d at a o bt ai n e d fr o m t hi s st u d y m a y al s o b e 

i n cl u d e d i n a n o n g oi n g cr oss -st u d y an al ys is 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 cli ni c al 

di a g n os es, p h e n ot y p es, a n d bi o m ar k ers.

1 1. 6. P h ar m a c o ki n eti c a n d P h ar m a c o d y n a mi c A n al y si s

T h e r el ati o ns hi p b et w e e n t h e e x p os ur e of J NJ -4 2 8 4 7 9 2 2 a n d its a cti v e m et a b olit es M 1 2 a n d M 1 6 

( as n e e d e d) a n d cli ni c ally r el e v a nt s af et y an d/ or effi c a c y  m e a s ur e s m a y b e e v al u at e d gr a p hi c all y. 

F or s af et y, c h a n g e fr o m pl a c e b o i n c o m p ut eri z e d b att er y  of c o g niti v e t e st s vs 4- h o ur pl as m a 
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c o n c e ntr ati o n o n Ni g ht 1 4 m a y  b e e x pl or e d. F or effi c a c y, c h a n g e i n LP S vs pl as m a c o n c e ntr at i o n 

at r el e v a nt ti m e p oi nts m a y  als o b e e x pl or e d. If n e e d e d, f urt h er m at h e m ati c al m o d eli n g t o 

c h ar a ct eri z e t h e r el ati o ns hi p m a y  b e p erf or m e d.

1 1. 7. S af et y  An al y s e s

A d v e rs e E v e nts

T h e v er b ati m t er ms us e d i n t h e C R F b y  in v esti g at ors t o i d e ntif y A E s will b e c o d e d u si n g t h e 

M e di c al Di cti o n ar y  for R e g ul at or y  Acti viti es ( M e d D R A). Tr e at m e nt -e m er g e nt a d v ers e e v e nts 

ar e A E s wit h o ns et d uri n g t h e d o u bl e -bli n d tr e at m e nt p h as e or t h at ar e a c o ns e q u e n c e of a 

pr e -e xisti n g c o n diti o n t h at h a s w ors e n e d si n c e b as eli n e . All r e p ort e d T E A E s will b e i n cl u d e d i n 

t h e a n al ys is. F or e a c h A E , t h e p er c e nt a g e of s u bj e cts w h o e x p eri e n c e at l e a st 1 o c c urr e n c e of t h e 

gi v e n e v e nt will b e s u m m ari z e d b y  tr e at m e nt gr o u p.

S u m m ari es, listi n gs, d at as ets, or s u bj e ct n arr ati v es m a y  be pr o vi d e d, as a p pr o pri at e, f or t h os e 

s u bj e cts w h o di e, w h o dis c o nti n u e tr e at m e nt d u e t o a n A E , or w h o e x p eri e n c e a s e v er e or a S A E .

A d v ers e e v e nts of s p e ci al i nt er est ar e c at a pl e x y ; sl e e p p ar al ysis; c o m pl e x sl e e p -r el at e d b e h a vi ors 

( p ar as o m ni as); a n d f alls. S u bj e cts wit h A E s of s p e ci al i nt er est m a y b e pr es e nt e d s e p ar at ely.

Cli ni c al L a b o r at o r y T ests

L a b or at or y  dat a will b e s u m m ari z e d b y  ty p e of l a b or at or y test a n d tr e at m e nt. R ef er e n c e r a n g es 

a n d m ar k e dl y a b n or m al r es ults (s p e cifi e d i n t h e S A P ) will b e us e d i n t h e s u m m ar y of l a b or at or y 

d at a. D es cri pti v e st atisti cs will b e c al c ul at e d f or e a c h l a b or at or y an al y t e at b as eli n e a n d f or 

o bs er v e d v al u es a n d c h a n g es fr o m b as eli n e at e a c h s c h e d ul e d ti m e p oi nt. A listi n g of s u bj e cts 

wit h a n y  la b or at or y  re s ult s o utsi d e t h e r ef er e n c e r a n g es will b e pr o vi d e d. A listi n g of s u bj e cts 

wit h a n y  m ar k e dl y a b n or m al l a b or at or y r es ults will als o b e pr o vi d e d. 

El e ct r o c a r di o g r a m ( E C G)

A listi n g of s u bj e cts wit h a b n or m al E C G fi n di n gs will b e pr es e nt e d.

Vit al Si g ns

D es cri p ti v e st atisti cs of p uls e, s u pi n e a n d st a n di n g bl o o d pr ess ur e (sys t oli c a n d di ast oli c) , a n d 

or al , a xill ar y , or t ym p a ni c t e m p er at ur e f or o bs er v e d v al u es a n d c h a n g es fr o m b as eli n e will b e 

s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt. T h e p er c e nt a g e of s u bj e cts wit h v al u es b e y o n d 

cli ni c all y  i m p ort a nt li mits will b e s u m m ari z e d.

P h ysi c al E x a mi n ati o n

P h y si c al e x a mi n ati o n fi n di n gs will b e s u m m ari z e d at e a c h s c h e d ul e d ti m e p oi nt. C h a n g es i n 

b o d y  wei g ht a n d w aist cir c u mf er e n c e will b e s u m m ari z e d d es cri pti v el y . S u bj e cts wi t h a b n or m al 

fi n di n gs i n p hys i c al e x a mi n ati o n will b e pr es e nt e d i n a d at a listi n g. 

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

R es ults fr o m t h e C- S S R S will b e t a b ul at e d b y  tr e at m e nt.
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Ass ess m e nt of R esi d u al Eff e cts

R es ults of t h e b o d y  s w a y a n d K S S will b e t a b ul at e d b y  tr e at m e nt.

Ass ess m e nt of C o g niti v e Eff e cts

R es ults of t h e c o g niti v e t est b att er y  a n d P R O MI S-A C A will b e t a b ul at e d b y  tr e at m e nt.

Wit h d r a w al Eff e cts

R es ults fr o m t h e P W C a n d B W S Q will b e t a b ul at e d b y  tr e at m e nt.

1 2. A D V E R S E E V E N T R E P O R T I N G

Ti m el y , a c c ur at e, a n d c o m pl et e r e p orti n g a n d a n al y si s of s af et y i nf or m ati o n fr o m cli ni c al st u di es 

ar e cr u ci al f or t h e pr ot e cti o n of s u bj e cts, i n v esti g at ors, a n d t h e s p o ns or, a n d ar e m a n d at e d b y  

r e g ul at or y ag e n ci es w orl d wi d e. T h e s p o ns or h as est a blis h e d St a n d ar d O p er ati n g Pr o c e d ur es i n 

c o nf or mit y  wit h r e g ul at or y re q uir e m e nts w orl d wi d e t o e ns ur e a p pr o pri at e r e p orti n g of s af et y 

i nf or m ati o n; all cli ni c al st u di es c o n d u ct e d b y  th e s p o ns or or its affili at es will b e c o n d u ct e d i n 

a c c or d a n c e wit h t h os e pr o c e d ur es.

1 2. 1. D efi niti o n s

1 2. 1. 1. A d v er s e E v e nt D efi niti o n s a n d Cl a s sifi c ati o n s

A d v e rs e E v e nt

A n A E is a n y  unt o w ar d m e di c al o c c urr e n c e i n a cli ni c al st u d y su bj e ct a d mi nist er e d a m e di ci n al 

(i n v esti g ati o n al or n o n- i n v esti g ati o n al) pr o d u ct. A n A E d o es n ot n e c e s s aril y  ha v e a c a us al 

r el ati o ns hi p wit h t h e tr e at m e nt. A n A E c a n t h er ef or e b e a n y u nf a v or a bl e a n d u ni nt e n d e d si g n 

(i n cl u di n g a n a b n or m al fi n di n g), s ym 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 (i n v esti g ati o n al or n o n- i n v esti g ati o n al) pr o d u ct, w h et h er or n ot r el at e d t o t h at 

m e di ci n al (i n v esti g ati o n al or n o n- i n v esti g ati o n al) pr o d u ct. ( D efi niti o n p er I nt er n ati o n al 

C o nf er e n c e o n H ar m o nis ati o n [I C H])

T his i n cl u d es a n y  o c c urr e n c e t h at is n e w i n o ns et or a g gr a v at e d i n s e v erity or fr e q u e n c y  fr o m t h e 

b as eli n e c o n diti o n, o r a b n or m al r es ults of di a g n osti c pr o c e d ur es, i n cl u di n g l a b or at or y te st 

a b n or m aliti es.

N ot e: T h e s p o ns or c oll e cts A E s st arti n g wit h t h e si g ni n g of t h e I CF (r ef er t o S e cti o n 1 2. 3. 1 , All 

A d v ers e E v e nts, f or ti m e of l ast A E r e c or di n g).
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S e ri o us A d v e rs e E v e nt

A S A E b as e d o n I CH a n d E U G ui d eli n es o n P h ar m a c o vi gil a n c e f or M e di ci n al Pr o d u cts f or 

H u m a n Us e is a ny u nt o w ar d m e di c al o c c urr e n c e t h at at a n y d os e:

 R es ults i n d e at h

 Is lif e-t hr e at e ni n g
( T h e s u bj e ct w as at ris k of d e at h at t h e ti m e of t h e e v e nt. It d o es n ot r ef er t o a n e v e nt t h at 
h y p ot h eti c all y  mi g ht h a v e c a us e d d e at h if it w er e m or e s e v er e.)

 R e q uir es i n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xist i n g h os pit ali z ati o n

 R es ults i n p ersist e nt or si g nifi c a nt dis a bilit y /i n c a p a cit y

 Is a c o n g e nit al a n o m aly/ birt h d ef e ct

 Is a s us p e ct e d tr a ns missi o n of a ny i nf e cti o us a g e nt vi a a m e di ci n al pr o d u ct

 Is M e di c ally I m p ort a nt *

* M e di c al a n d s ci e ntifi c j u d g m e nt s h o ul d b e e x er cis e d i n d e ci di n g w h et h er e x p e dit e d r e p orti n g is 

als o a p pr o pri at e i n ot h er sit u ati o ns, s u c h as i m p ort a nt m e di c al e v e nts t h at m a y  not b e 

i m m e di at el y lif e t hr e at e ni n g or r es ult i n d e at h or h os pit ali z ati o n b ut m a y  je o p ar di z e t h e s u bj e ct 

or m a y  re q uir e i nt er v e nti o n t o pr e v e nt o n e of t h e ot h er o ut c o m es list e d i n t h e d efi niti o n a b o v e. 

T h es e s h o ul d us u all y  b e c o nsi d er e d s eri o us.

If a s eri o us a n d u n e x p e ct e d A E o c c urs f or w hi c h t h er e is e vi d e n c e s u g g esti n g a c a us al 

r el ati o ns hi p b et w e e n t h e st u d y dr u g a n d t h e e v e nt ( e g, d e at h fr o m a n a p h yl a xis), t h e e v e nt m ust 

b e r e p ort e d as a s eri o us a n d u n e x p e ct e d s us p e ct e d a d v ers e r e a cti o n e v e n if it is a c o m p o n e nt of 

t h e st u d y e n d p oi nt ( e g, all-c a us e m ort alit y).

U nlist e d ( U n e x p e ct e d) A d v e rs e E v e nt/ R ef e r e n c e S af et y I nf o r m ati o n

A n A E is c o nsi d er e d u nlist e d if t h e n at ur e or s e v erit y is n ot c o nsist e nt wit h t h e a p pli c a bl e 

pr o d u ct r ef er e n c e s af et y i nf or m ati o n. F or J N J - 4 2 8 4 7 9 2 2, t h e e x p e ct e d n ess of a n A E will b e 

d et er mi n e d b y  wh et h er or n ot it is list e d i n t h e I nv esti g at or's Br o c h ur e. F or z ol pi d e m wit h a 

m ar k eti n g a ut h ori z ati o n, t h e e x p e ct e d n ess of a n A E will b e d et er mi n e d b y  wh et h er or n ot it is 

list e d i n t h e S m P C/ PI .

A d v e rs e E v e nt Ass o ci at e d Wit h t h e Us e of t h e D r u g

A n A E is c o nsi d er e d ass o ci at e d wit h t h e us e of t h e dr u g if t h e attri b uti o n is p ossi bl e, pr o b a bl e, or 

v er y  li k el y b y t h e d efi niti o ns list e d i n S e cti o n 1 2. 1. 2 , Attri b uti o n D efi niti o ns.

1 2. 1. 2. Attri b uti o n D efi niti o n s

N ot R el at e d

A n A E t h at is n ot r el at e d t o t h e us e of t h e dr u g.
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D o u btf ul

A n A E f or w hi c h a n alt er n ati v e e x pl a n ati o n i s m or e li k el y , e g, c o n c o mit a nt dr u g(s), c o n c o mit a nt 

dis e as e(s), or t h e r el ati o ns hi p i n ti m e s u g g ests t h at a c a us al r el ati o ns hi p is u nli k el y .

P os si bl e

A n A E t h at mi g ht b e d u e t o t h e us e of t h e dr u g. A n alt er n ati v e e x pl a n ati o n, e g, c o n c o mit a nt 

dr u g(s), c o n c o mit a nt dis e as e(s), is i n c o n cl usi v e. T h e r el ati o ns hi p i n ti m e is r e as o n a bl e; t h er ef or e, 

t h e c a us al r el ati o ns hi p c a n n ot b e e x cl u d e d.

P r o b a bl e

A n A E t h at mi g ht b e d u e t o t h e us e of t h e dr u g. T h e r el ati o ns hi p i n ti m e is s u g g esti v e 

( e g, c o nfir m e d b y  de c h all e n g e). A n alt er n ati v e e x pl a n ati o n is l ess li k el y, e g, c o n c o mit a nt 

dr u g(s), c o n c o mit a nt dis e as e(s).

V e r y Li k el y

A n A E t h at is list e d as a p ossi bl e a d v ers e r e a cti o n a n d c a n n ot b e r e as o n a bl y ex pl ai n e d b y  an 

alt er n ati v e e x pl a n ati o n, e g, c o n c o mit a nt dr u g(s), c o n c o mit a nt dis e as e(s). T h e r el ati o ns hi p i n ti m e 

is v er y s u g g esti v e ( e g, it is c o nfir m e d b y d e c h all e n g e a n d r e c h all e n g e).

1 2. 1. 3. S e v erit y Crit eri a

A n ass ess m e nt of s e v erit y gr a d e will b e m a d e usi n g t h e f oll o wi n g g e n er al c at e g ori c al 

d es cri pt ors:

Mil d : A w ar e n ess of s ym pt o ms t h at ar e e asil y t ol er at e d, c a usi n g mi ni m al dis c o mf ort a n d n ot 

i nt erf eri n g wit h e v er yd a y a cti viti es.

M o d e r at e : S uffi ci e nt dis c o mf ort is pr es e nt t o c a us e i nt erf er e n c e wit h n or m al a cti vit y .

S e v e r e : E xtr e m e distr ess, c a usi n g si g nifi c a nt i m p air m e nt of f u n cti o ni n g or i n c a p a cit ati o n. 

Pr e v e nts n or m al e v er y d a y  a cti viti es.

T h e i n v esti g at or s h o ul d us e cli ni c al j u d g m e nt i n ass essi n g t h e s e v erit y of e v e nts n ot dir e ctl y  

e x p eri e n c e d b y t h e s u bj e ct ( e g, l a b or at or y a b n or m aliti es).

1 2. 2. S p e ci al R e p orti n g Sit u ati o n s

S af et y  ev e nts of i nt er est o n a s p o ns or st u d y dr u g t h at m a y  re q uir e e x p e dit e d r e p orti n g or s af et y 

e v al u ati o n i n cl u d e, b ut ar e n ot li mit e d t o:

 O v er d o s e of a s p o ns or st u d y dr u g

 S us p e ct e d a b us e/ mis us e of a s p o ns or st u d y dr u g

 A c ci d e nt al or o c c u p ati o n al e x p os ur e t o a s p o ns or st u d y dr u g

 M e di c ati o n err or i n v ol vi n g a s p o ns or pr o d u ct ( wit h or wit h o ut s u bj e ct/ p ati e nt e x p os ur e t o 
t h e s p o ns or st u d y dr u g, e g, n a m e c o nf usi o n)
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 E x p os ur e t o a s p o ns or st u d y  dr u g fr o m br e astf e e di n g

S p e ci al r e p orti n g sit u ati o ns s h o ul d b e r e c or d e d i n t h e C R F. A n y s p e ci al r e p orti n g sit u ati o n t h at 

m e ets t h e crit eri a of a S A E s h o ul d b e r e c or d e d o n t h e S A E p a g e of t h e C R F.

1 2. 3. Pr o c e d ur e s

1 2. 3. 1. Al l Ad v e r s e E v e nt s

All A E s a n d s p e ci al r e p orti n g sit u ati o ns, w h et h er s eri o us or n o n- s eri o us, will b e r e p ort e d fr o m 

t h e ti m e a si g n e d a n d d at e d I CF is o bt ai n e d u ntil c o m pl eti o n of t h e s u bj e ct's l ast st u d y-r el at e d 

pr o c e d ur e , w hi c h m a y  in cl u d e c o nt a ct f or f oll o w- u p of s af et y. S eri o us a d v ers e e v e nts, i n cl u di n g 

t h os e s p o nt a n e o usl y r e p ort e d t o t h e i n v esti g at or wit hi n 3 0 d a y s aft er t h e l a st d os e of st u d y dr u g, 

m ust b e r e p ort e d usi n g t h e S eri o us A d v ers e E v e nt F or m. T h e s p o ns or will e v al u at e a n y  saf et y 

i nf or m ati o n t h at is s po nt a n e o usl y r e p ort e d b y  an i n v esti g at or b e y o n d t h e ti m e fr a m e s p e cifi e d i n 

t h e pr ot o c ol.

All e v e nts t h at m e et t h e d efi niti o n of a S A E will b e r e p ort e d as S A E s, r e g ar dl ess of w h et h er t h e y 

ar e pr ot o c ol -s p e cifi c ass ess m e nts. A nti ci p at e d e v e nts will b e r e c or d ed a n d r e p ort e d as d es cri b e d 

i n Att a c h m e nt 5 .

All A E s, r e g ar dl ess of s eri o us n ess, s e v erit y, or pr es u m e d r el ati o ns hi p t o st u d y dr u g , m ust b e 

r e c or d e d usi n g m e di c al t er mi n ol o g y in t h e s o ur c e d o c u m e nt a n d t h e C R F. W h e n e v er p ossi bl e, 

di a g n os es s h o ul d b e gi v e n w h e n si g ns a n d s ym pt o ms ar e d u e t o a c o m m o n eti ol o g y  (e g, c o u g h, 

r u n n y nos e, s n e e zi n g, s or e t hr o at, a n d h e a d c o n g esti o n s h o ul d b e r e p ort e d as " u p p er r es pir at or y 

i nf e cti o n "). I n v e sti g at or s m u st r e c or d i n t h e C R F t h eir o pi ni o n c o n c er ni n g t h e r el ati o ns hi p of t h e 

A E t o st u d y th er a p y.  All m e as ur es r e q uir e d f or A E m a n a g e m e nt 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 r e p ort e d a c c or di n g t o s p o ns or i nstr u cti o ns.

T h e s p o ns or ass u m es r es p o nsi bilit y  f or a p pr o pri at e r e p orti n g of A E s t o t h e r e g ul at or y a ut h oriti es. 

T h e s p o ns or will als o r e p ort t o t h e i n v esti g at or ( a n d t h e h e a d of t h e i n v esti g ati o n al i nstit ut e 

w h er e r e q uir e d) all s us p e ct e d u n e x p e ct e d s eri o us a d v ers e r e a cti ons ( S U S A Rs). F or a nti ci p at e d 

e v e nts r e p ort e d as i n di vi d u al S A Es t h e s p o ns or will m a k e a d et er mi n ati o n of r el at e d n ess i n 

a d diti o n t o a n d i n d e p e n d e nt of t h e i n v esti g at or’s ass ess m e nt. T h e s p o ns or will p eri o di c all y 

e v al u at e t h e a c c u m ul ati n g d at a a n d, w h e n t h er e is s uffi ci e nt e vi d e n c e a n d t h e s p o ns or h as 

d et er mi n e d t h er e is a r e as o n a bl e p ossi bilit y  th at t h e dr u g c a us e d a s eri o us a nti ci p at e d e v e nt, t h e y 

will s u b mit a s af et y r e p ort i n n arr ati v e f or m at t o t h e i n v esti g at ors ( a n d t h e h e a d of t h e

i n v esti g ati o n al instit ut e w h er e r e q uir e d). T h e i n v esti g at or ( or s p o ns or w h er e r e q uir e d) m ust 

r e p ort S U S A R s t o t h e a p pr o pri at e I n d e p e n d e nt Et hi cs C o m mitt e e/I nstit uti o n al R e vi e w B o ar d 

(I E C/IR B) t h at a p pr o v e d t h e pr ot o c ol u nl ess ot h er wis e r e q uir e d a n d d o c u m e nt e d b y  th e 

I E C/I RB. A S U S A R will b e r e p ort e d t o r e g ul at or y aut h oriti es u n bli n d e d. P arti ci p ati n g 

i n v esti g at ors a n d I E C/IR B will r e c ei v e a bli n d e d S U S A R s u m m ar y , u nl ess ot h er wis e s p e cifi e d.
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All s u bj e cts will b e pr o vi d e d wit h a " w all et (st u d y) c ar d " a n d i nstr u ct e d t o c arr y this c ar d wit h 

t h e m f or t h e d ur ati o n of t h e st u d y i n di c ati n g t h e f oll o wi n g:

 St u d y n u m b er

 St at e m e nt, i n t h e l o c al l a n g u a g e(s), t h at t h e s u bj e ct is p arti ci p ati n g i n a cli ni c al st u d y

 I n v esti g at or's n a m e a n d 2 4 -h o ur c o nt a ct t el e p h o n e n u m b er

 L o c al s p o ns or's n a m e a n d 2 4 - h o ur c o nt a ct t el e p h o n e n u m b er (f or m e di c al st aff o nly)

 Sit e n u m b er

 S u bj e ct n u m b er

 A n y  ot h er i nf or m ati o n t h at is r e q uir e d t o d o a n e m er g e n c y br e a ki n g of t h e bli n d

1 2. 3. 2. S e ri o u s A d v er s e E v e nt s

All S A Es o c c urri n g d uri n g t h e st u d y m ust b e r e p ort e d t o t h e a p pr o pri at e s p o ns or c o nt a ct p ers o n 

b y st u d y-sit e p ers o n n el wit hi n 2 4 h o urs of t h eir k n o wl e d g e of t h e e v e nt.

I nf or m ati o n r e g ar di n g S A Es will b e tr a ns mitt e d t o t h e s p o ns or usi n g t h e S eri o us A d v ers e E v e nt 

F or m, w hi c h m ust b e c o m pl et e d a n d si g n e d b y  a p h ysi ci a n fr o m t h e st u d y sit e, a n d tr a ns mitt e d t o 

t h e s p o ns or wit hi n 2 4 h o urs. T h e i niti al a n d f oll o w- u p r e p orts of a S A E s h o ul d b e m a d e b y  

f a csi mil e (f a x).

All S A Es t h at h a v e n ot r es ol v e d b y  th e e n d of t h e st u d y, or t h at h a v e n ot r es ol v e d u p o n 

dis c o nti n u ati o n of t h e s u bj e ct's p arti ci p ati o n i n t h e st u d y, m ust b e f oll o w e d u ntil a n y of t h e 

f oll o wi n g o c c urs:

 T h e e v e nt r es ol v es

 T h e e v e nt st a bili z es

 T h e e v e nt r et ur ns t o b as eli n e, if a b as eli n e v al u e/st at us is a v ail a bl e

 T h e e v e nt c a n b e attri b ut e d t o a g e nts ot h er t h a n t h e st u d y dr u g or t o f a ct ors u nr el at e d t o 
st u d y c o n d u ct

 It b e c o m es u nli k el y t h at a n y  ad diti o n al i nf or m ati o n c a n b e o bt ai n e d (s u bj e ct or h e alt h c ar e 
pr a ctiti o n er r ef us al t o pr o vi d e a d diti o n al i nf or m ati o n, l ost t o f oll o w- u p aft er d e m o n str ati o n 
of d u e dili g e n c e wit h f oll o w- u p ef f orts)

S us p e ct e d tr a ns missi o n of a n i nf e cti o us a g e nt b y  a me di ci n al pr o d u ct will b e r e p ort e d as a S A E . 

A n y  ev e nt r e q uiri n g h os pit ali z ati o n ( or pr ol o n g ati o n of h os pit ali z ati o n) t h at o c c urs d uri n g t h e 

c o urs e of a s u bj e ct's p arti ci p ati o n i n a st u d y must b e r e p ort e d as a S A E , e x c e pt h os pit ali z ati o ns 

f or t h e f oll o wi n g:

 H os pit ali z ati o ns n ot i nt e n d e d t o tr e at a n a c ut e ill n ess or A E ( e g, so ci al r e as o ns s u c h a s 
p e n di n g pl a c e m e nt i n l o n g -t er m c ar e f a cilit y)

 S ur g er y  or pr o c e d ur e pl a n n e d b ef or e e ntr y  i nt o t h e st u d y (m u st b e d o c u m e nt e d i n t h e C R F ). 
N ot e: H os pit ali z ati o ns t h at w er e pl a n n e d b ef or e t h e si g ni n g of t h e I CF, a n d w h er e t h e 
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u n d erl y i n g c o n diti o n f or w hi c h t h e h os pit ali z ati o n w as pl a n n e d h as n ot w ors e n e d , will n ot 
b e c o nsi d er e d S A E s. A n y  A E t h at r es ults i n a pr ol o n g ati o n of t h e ori gi n all y pl a n n e d 
h os pit ali z ati o n is t o b e r e p ort e d as a n e w S A E .

T h e c a us e of d e at h of a s u bj e ct i n a st u d y wit hi n 3 0 d a y s of t h e l ast d os e of st u d y dr u g, w h et h er 

or n ot t h e e v e nt is e x p e ct e d or ass o ci at e d wit h t h e st u d y dr u g, is c o nsi d er e d a S A E .

1 2. 3. 3.  Pr e g n a n c y

All i niti al r e p orts of pr e g n a n c y  i n f e m al e s u bj e cts or p art n ers of m al e s u bj e cts m ust b e r e p ort e d 

t o t h e s p o ns or b y  th e st u d y-sit e p ers o n n el wit hi n 2 4 h o urs of t h eir k n o wl e d g e of t h e e v e nt u si n g 

t h e a p pr o pri at e pr e g n a n c y  notifi c ati o n f or m. A b n or m al pr e g n a n c y  out c o m es ( e g, s p o nt a n e o us 

a b orti o n, f et al d e at h, still birt h, c o n g e nit al a n o m al i es, e ct o pi c pr e g n a n c y ) ar e c o nsi d er e d S A E s 

a n d m ust b e r e p ort e d usi n g t h e S eri o us A d v ers e E v e nt F or m. A n y  s u bj e ct w h o b e c o m es pr e g n a nt 

d uri n g t h e st u d y must b e pr o m ptl y  wit h dr a w n fr o m t h e st u d y an d dis c o nti n u e f urt h er st u d y 

tr e at m e nt.

B e c a us e t h e eff e ct o f t h e st u d y dr u g o n s p er m is u n k n o w n, pr e g n a n ci es i n p art n ers of m al e s u bj e cts 

i n cl u d e d i n t h e st u d y will b e r e p ort e d as n ot e d a b o v e.

F oll o w -u p i nf or m ati o n r e g ar di n g t h e o ut c o m e of t h e pr e g n a n c y  an d a n y  p o st n at al s e q u el a e i n t h e 

i nf a nt will b e r e q uir e d.

1 2. 4. C o nt a cti n g S p o n s or R e g ar di n g S af et y

T h e n a m es ( a n d c orr es p o n di n g t el e p h o n e n u m b ers) of t h e i n di vi d u als w h o s h o ul d b e c o nt a ct e d 

r e g ar di n g s af et y iss u es or q u esti o ns r e g ar di n g t h e st u d y ar e list e d i n t h e C o nt a ct I nf or m ati o n 

p a g e(s), w hi c h will b e pr o vi d e d as a s e p ar at e d o c u m e nt.

1 3. P R O D U C T Q U A LI T Y C O M P L A I N T H AN D LI N G

A pr o d u ct q u alit y c o m pl ai nt ( P Q C) is d efi n e d a s a n y s us pi ci o n of a pr o d u ct d ef e ct r el at e d t o 

m a n uf a ct uri n g, l a b eli n g, or p a c k a gi n g, i e, a n y diss atisf a cti o n r el ati v e t o t h e i d e ntit y, q u alit y , 

d ur a bilit y , or r eli a bility of a pr o d u ct, i n cl u di n g its l a b eli n g or p a c k a g e i nt e grit y . A P Q C m a y  h a v e 

a n i m p a ct o n t h e s af et y a n d ef fi c a c y of t h e pr o d u ct. Ti m el y, a c c ur at e, a n d c o m pl et e r e p orti n g a n d 

a n al ys i s of P Q C i nf or m ati o n fr o m st u di e s ar e cr u ci al f or t h e pr ot e cti o n of s u bj e cts, i n v esti g at ors, 

a n d t h e s p o ns or, a n d ar e m a n d at e d b y  re g ul at or y  ag e n ci es w orl d wi d e. T h e s p o ns or h as 

est a blis h e d pr o c e d ur es i n c o nf or mit y  wit h r e g ul at or y re q uir e m e nts w orl d wi d e t o e ns ur e 

a p pr o pri at e r e p orti n g of P Q C i nf or m ati o n; all st u di es c o n d u ct e d b y  th e s p o ns or or its affili at es 

will b e c o n d u ct e d i n a c c or d a n c e wit h t h os e pr o c e d ur es.

1 3. 1. Pr o c e d ur e s

All i niti al P Q Cs m ust b e r e p ort e d t o t h e s p o ns or b y  t h e st u d y-sit e p ers o n n el wit hi n 2 4 h o urs aft er 

b ei n g m a d e a w ar e of t h e e v e nt .

If t h e d ef e ct is c o m bi n e d wit h a S A E , t h e st u d y-sit e p ers o n n el m ust r e p ort t h e P Q C t o t h e 

s p o ns or a c c or di n g t o t h e S A E r e p orti n g ti m eli n es (r ef er t o S e cti o n 1 2. 3. 2 , S eri o us A d v ers e 
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E v e nts). A s a m pl e of t h e s us p e ct e d pr o d u ct s h o ul d b e m ai nt ai n e d f or f urt h er i n v esti g ati o n if 

r e q u est e d by t h e s p o ns or .

1 3. 2. C o nt a cti n g S p o n s or R e g ar di n g Pr o d u ct Q u alit y

T h e n a m es ( a n d c orr es p o n di n g t el e p h o n e n u m b ers) of t h e i n di vi d u als w h o s h o ul d b e c o nt a ct e d 

r e g ar di n g pr o d u ct q u alit y  iss u es ar e list e d i n t h e C o nt a ct I nf or m ati o n p a g e(s), w hi c h will b e 

pr o vi d e d as a s e p ar at e d o c u m e nt.

1 4. S T U D Y D R U G I N F O R M A TI O N

1 4. 1. P h y si c al D e s cri pti o n of S t u d y Dr u g( s)

J NJ- 4 2 8 4 7 9 2 2 is s u p pli e d f or t his st u d y as c a ps ul es ( o v er-e n c a ps ul at e d t a bl ets) of 2. 5-, 1 0-, a n d 

2 0- m g. T h e J N J -4 2 8 4 7 9 2 2 5 m g d os e will c o nsist of t w o 2. 5 m g c a ps ul es . All ot h er 

J NJ- 4 2 8 4 7 9 2 2 d os es will c o nsist of 1 a cti v e a n d 1 pl a c e b o c a ps ul e e a c h. It will b e m a n uf a ct ur e d 

a n d pr o vi d e d u n d er t h e r es p o nsi bilit y of t h e s p o ns or. R ef er t o t h e I n v esti g at or's Br o c h ur e f or a 

list of e x ci pi e nts. Z ol pi d e m will b e s u p pli e d as a c a ps ul e ( o v er-e n c a ps ul at e d t a bl et), c o nt ai ni n g 

5- m g  zol pi d e m. T h e 5 m g  d os e of z ol pi d e m will c o nsist of 1 a cti v e a n d 1 pl a c e b o c a ps ul e; t h e 

1 0 m g d os e of z ol pi d e m will c o nsist of t w o 5 m g c a ps ul es. Pl a c e b o will b e s u p pli e d as m at c hi n g 

c a ps ul es a n d , f or s u bj e cts r a n d o mi z e d t o pl a c e b o, t h e d os e will c o nsist of 2 pl a c e b o c a ps ul es.

1 4. 2. P a c k a gi n g

St u d y  dr u g will b e s u p pli e d i n blist er p a c ks i d e ntifi e d b y  a nu m b er. T h e blist er p a c ks ar e 

c o nsi d er e d c hil d r esist a nt.

1 4. 3. L a b eli n g

St u d y  dr u g l a b els will c o nt ai n i nf or m ati o n t o m e et t h e a p pli c a bl e r e g ul at or y re q uir e m e nts. E a c h 

blist er p a c k will h a v e a u ni q u e n u m b er. T h e I WR S will assi g n t h e n u m b ers of t h e blist er p a c ks

( st u d y dr u g kits) t o b e us e d b y a s u bj e ct.

1 4. 4. Pr e p ar ati o n, H a n dli n g, a n d St or a g e

All st u d y  dr u g m ust b e st or e d at c o ntr oll e d t e m p er at ur es as i n di c at e d o n t h e c o nt ai n er l a b el.

R ef er t o t h e p h ar m a c y  ma n u al/ st u d y sit e i n v esti g ati o n al pr o d u ct a n d pr o c e d ur es m a n u al f or 

a d diti o n al g ui d a n c e o n st u d y  dr u g pr e p ar ati o n, h a n dli n g , a n d st or a g e.

1 4. 5. Dr u g A c c o u nt a bilit 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 all st u d y dr u g r e c ei v e d at t h e sit e is i n v e nt ori e d 

a n d a c c o u nt e d f or t hr o u g h o ut t h e st u d y . W h e n st u d y  dr u g will b e s elf-a d mi nist er e d b y  s u bj e cts at 

h o m e (i e, fr o m D a y  2 [ or D a y  3 in s u bj e cts u n d er g oi n g o v er ni g ht P K s a m pli n g] t o D a y  1 2), th e 

dis p e nsi n g of st u d y dr u g t o t h e s u bj e ct, a n d t h e r et ur n of st u d y dr u g fr o m t h e s u bj e ct (if 

a p pli c a bl e), m ust b e d o c u m e nt e d o n t h e dr u g a c c o u nt a bilit y  for m. S u bj e cts m ust b e i nstr u ct e d t o 

r et ur n all ori gi n al c o nt ai n ers, w h et h er e m pt y  or c o nt ai ni n g st u d y dr u g. W h e n st u d y dr u g will b e 

a d mi nist er e d at t h e st u d y sit e (i e, D a y  1, [D a y  2 i n s u bj e cts u n d er g oi n g o v er ni g ht P K s a m pli n g], 

D a y  1 3, a n d D a y 1 4), th e st u d y  dr u g a d mi nist er e d t o t h e s u bj e ct m ust b e d o c u m e nt e d o n t h e dr u g 
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a c c o u nt a bilit y  for m. All st u d y dr u g will b e st or e d a n d dis p os e d of a c c or di n g t o t h e s p o ns or's

i nstr u cti o ns. St u d y-sit e p ers o n n el m ust n ot c o m bi n e c o nt e nts of t h e st u d y  dr u g c o nt ai n ers.

St u d y  dr u g m ust b e h a n dl e d i n stri ct a c c or d a n c e wit h t h e pr ot o c ol a n d t h e c o nt ai n er l a b el, a n d 

m ust b e st or e d a t t h e st u d y sit e i n a li mit e d-a c c ess ar e a or i n a l o c k e d c a bi n et u n d er a p pr o pri at e 

e n vir o n m e nt al c o n diti o ns. U n us e d st u d y dr u g, a n d st u d y dr u g r et ur n e d b y  th e s u bj e ct, m ust b e 

a v ail a bl e f or v erifi c ati o n b y  t h e s p o ns or's st u d y sit e m o nit or d uri n g o n -sit e m o nit ori n g visits. T h e 

r et ur n t o t h e s p o ns or of u n us e d st u d y dr u g, or us e d r et ur n e d st u d y dr u g f or d estr u cti o n, will b e 

d o c u m e nt e d o n t h e dr u g r et ur n f or m. W h e n t h e st u d y sit e is a n a ut h ori z e d d estr u cti o n u nit a n d 

st u d y dr u g s u p pli es ar e d estr o ye d o n -sit e, t his m ust als o b e d o c u m e nt e d o n t h e dr u g r et ur n f or m.

St u d y  dr u g s h o ul d b e dis p e ns e d u n d er t h e s u p er visi o n of t h e i n v esti g at or or a q u alifi e d m e m b er 

of t h e st u d y-sit e p ers o n n el, or b y  a ho s pit al/ cli ni c p h ar m a cist. St u d y  dr u g will b e s u p pli e d o nl y 

t o s u bj e ct s p arti ci p ati n g i n t h e st u d y. R et ur n e d st u d y dr u g m ust n ot b e dis p e ns e d a g ai n, e v e n t o 

t h e s a m e s u bj e ct. W h e n e v er a s u bj e ct bri n gs his or h er st u d y dr u g t o t h e st u d y sit e f or pill c o u nt, 

t his is n o t s e e n as a r et ur n of s u p pli es. St u d y  dr u g m a y  not b e r el a bel e d or r e assi g n e d f or us e b y  

ot h er s u bj e cts. T h e i n v esti g at or a gr e es n eit h er t o dis p e ns e t h e st u d y dr u g fr o m, n or st or e it at, 

a n y  sit e ot h er t h a n t h e st u d y sit es a gr e e d u p o n wit h t h e s p o ns or.

1 5. S T U D Y -S P E CI FI C M A T E RI A L S

T h e i n v esti g at or will b e pr o vi d e d wit h t h e f oll o wi n g s u p pli es:

 I n v esti g at or's Br o c h ur e, S m P C/ PI f or z ol pi d e m

 P h ar m a c y  m a n u al/st u d y sit e i n v esti g ati o n al pr o d u ct a n d pr o c e d ur es m a n u al

 C e ntr al l a b or at or y  m a n u al 

 C o m p ut ers a n d/ or t a bl ets, s oft w ar e, a n d m a n u al f or t h e c o g niti v e t est b att er y

 P ati e nt -r e p ort e d o ut c o m e q u esti o n n air es a n d p ati e nt -r e p ort e d o ut c o m e c o m pl eti o n 
g ui d eli n es

 Cli ni ci a n -r e p ort e d o ut c o m e q u esti o n n air es a n d cli ni ci a n -r e p ort e d o ut c o m e c o m pl eti o n 
g ui d eli n es

 P S G M a n u al

 I W R S M a n u al

 El e ctr o ni c d at a c a pt ur e ( e D C ) M a n u al

 S a m pl e I C F

 S u bj e ct di ari es

 S u bj e ct r e cr uit m e nt m at eri als

 Pr e -pri nt e d l a b els f or bl o o d s a m pl es
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1 6. E T HI C A L A S P E C T S

1 6. 1. St u d y -S p e cifi c D e si g n C o n si d er ati o n s

Cli ni c al St u d y i n I ns o m ni a Dis o r d e r

I ns o m ni a is p ot e nti all y s eri o us dis or d er , as it is ass o ci at e d wit h i n cr e as e d ris k for i nj uri o us f alls 

a n d i m p air m e nt of c o g niti v e f u n cti o n. I ns o m ni a a s a s ym pt o m aff e cts u p t o 5 0 % of t h e g e n er al 

p o p ul ati o n, w hil e i ns o m ni a wit h si g nifi c a nt d a y ti m e c o ns e q u e n c es is esti m at e d t o aff e ct 7 % t o 

1 3 % of t h e p o p ul ati o n a n d is r e c o g ni z e d as a m aj or p u bli c h e alt h iss u e.4 3 D at a fr o m l o n git u di n al 

st u di es s u g g est t h at, f or m a n y  in di vi d u als, i ns o m ni a b e c o m es a c hr o ni c iss u e, aff e cti n g e n er g y , 

c o g n iti v e f u n cti o ni n g, m o o d, a n d g e n er al h e alt h; a p pr o xi m at el y  70 % of p ers o ns wit h i ns o m ni a 

will c o nti n u e t o r e p ort i ns o m ni a a y e ar l at er, a n d a p pr o xi m at el y  50 % r e p ort i ns o m ni a u p t o 

3 y e ars l at er.5 2 ,5 4 ,5 5 St u di es c o nsist e ntl y  s h o w a n i n cr e a si n g pr e v al e n c e of i n s o m ni a wit h a g e, a n d 

a hi g h er pr e v al e n c e i n w o m e n v ers us m e n. 3 8 ,4 0 ,4 1 ,4 2 ,5 6 ,6 0

Z ol pi d e m, a n o n- B Z D h y p n oti c, is t h e m ost c o m m o nl y  pr es cri b e d h y p n oti c i n t h e U S , E ur o p e , 

a n d J a p a n .2 5 ,4 9 Z ol pi d e m, at its r e c o m m e n d e d d os es ( 5 t o 1 0 m g) w as pr o v e n as eff e cti v e as B Z D 

i n t h e m a n a g e m e nt of s h ort -t er m i ns o m ni a.3 3 ,8 0 Z ol pi d e m is g e n er all y  co nsi d er e d t o h a v e o nl y 

mi n or r esi d u al eff e cts w h e n t a k e n at b e dti m e, w h e n 8 h o urs of sl e e p is all o w e d. 2 ,1 5 ,3 1 ,7 1 ,7 7 ,8 2

H o w e v er, z ol pi d e m is k n o w n t o i m p air c o g niti v e f u n cti o n a n d b al a n c e/ m ot or c o or di n ati o n w h e n 

s u bj e cts ar e w o k e n u p aft er a f e w h o urs of sl e e p. T his m a y  res ult i n p ati e nts f alli n g or s h o wi n g 

i ns uffi ci e nt r es p o ns e i n c as e of e m er g e n c y .3 9 ,7 5 M o d er at e t o s e v er e c o g niti v e i m p air m e nt h as 

b e e n o bs er v e d wit hi n 5 h o ur p ost -a d mi nistr ati o n t h at m a y  be d et e ct a bl e u p t o 7 h o urs 

p ost -a d mi nistr ati o n. 1 4 ,3 0 ,4 8 ,6 2 ,8 1 B y  da m p e ni n g t h e s yst e m r es p o nsi bl e f or h y p er ar o us al, as o p p os e d 

t o e n h a n ci n g t h e s e d ati v e eff e cts of t h e i n h ere nt G A B A , J NJ -4 2 8 4 7 9 2 2 is e x p e ct e d t o d e m o nstr at e 

effi c a c y  i n i n d u ci n g a n d m ai nt ai ni n g sl e e p, wit h o ut t h e si d e eff e cts ass o ci at e d wit h ot h er cl ass es of 

s e d ati v e h y p n oti cs, i n cl u di n g m us c ul ar at o ni a r es ulti n g i n b al a n c e iss u es, c o g niti v e d efi cits a n d 

a nt er o gr a d e a m n esi a, a n d d e p e n d e n c e a n d t ol er a n c e.

T o d at e, J NJ -4 2 8 4 7 9 2 2 h as s h o w n g o o d t ol er a bility a n d s af et y. J N J - 4 2 8 4 7 9 2 2 h as b e e n 

a d mi nist er e d t o h u m a ns b ef or e i n si n gl e a n d m ulti pl e as c e n di n g d os e st u di es i n h e alt h y s u bj e cts , 

s u bj e cts s uff eri n g fr o m i ns o mni a, a n d s u bj e cts s uff eri n g fr o m d e pr essi o n wit h i ns o m ni a. T h e 

hi g h est d os e t e st e d i n t h e m ulti pl e d os e st u d y was 6 0 m g o v er 1 0 d a ys 

( St u d y 4 2 8 4 7 9 2 2 E DI 1 0 0 3). All d os es t est e d t o d at e h a v e pr o v e n t o b e w ell t ol er at e d i n h e alt h y 

s u bj e cts a n d i n s u bj e cts s ufferi n g fr o m i ns o m ni a dis or d er ( St u d y 4 28 4 7 9 2 2I S M 2 0 0 2) a n d 

d e pr essi o n wit h c o m or bi d i ns o m ni a ( St u d y 42 8 4 7 9 2 2 M D D 1 0 0 1) . T h e m a xi m al d ur ati o n of 

tr e at m e nt w as 2 8 d a y s ( 2 0 m g; St u d y 4 2 8 4 7 9 2 2 M D D 1 0 0 1). Pr eli mi n ar y s af et y res ults fr o m 

St u d y 4 2 8 4 7 9 2 2 E DI 1 0 1 4 i n el d erl y  he alt h y s u bj e ct c o h orts s h o w t h at si n gl e e v e ni n g d osi n g of 

J NJ-4 2 8 4 7 9 2 2 1 0 m g, 2 0 m g d os es ar e w ell t ol er at e d.

I n to xi c ol o g y  st u di es, J N J - 4 2 8 4 7 9 2 2 h as b e e n i n v esti g at e d o v er a p eri o d of 6 m o nt hs i n r ats a n d 

9 m o nt hs i n d o gs, w hi c h a d e q u at el y  co v ers a p eri o d of 1 4 d a y s of d osi n g. S e e S e cti o n 1. 1. 1 , 

N o n cli ni c al St u di es f or s u m m ar y  of t o xi c ol o g y st u di es.
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S el e cti o n of S u bj e cts

T h e pri m ar y  ai m of t his st u d y is t o c o m p ar e t h e effi c a c y  of 3 d os es of J NJ -4 2 8 4 7 9 2 2 ( 5-, 1 0-, a n d 

2 0 -m g ) c o m p ar e d t o pl a c e b o a n d t o f urt h er d o c u m e nt t h e s af et y a n d t ol er a bilit y of J NJ -4 2 8 4 7 9 2 2 

u p o n m ulti pl e d os e a d mi nistr ati o n i n a d ult a n d el d erl y s u bj e cts wit h i ns o m ni a dis o r d er. T h us, t h e 

st u d y c a n n ot b e c o m pl et e d i n h e alt h y s u bj e cts.

P ot e nti al s u bj e cts will b e f ully i nf or m e d of t h e ris ks a n d r e q uir e m e nts of t h e st u d y an d, d uri n g t h e 

st u d y, s u bj e cts will b e gi v e n a n y n e w i nf or m ati o n t h at m a y  aff e ct t h eir d e cis i o n t o c o nti n u e

p arti ci p ati o n. T h e y  will b e t ol d t h at t h eir c o ns e nt t o p arti ci p at e i n t h e st u d y is v ol u nt ar y a n d m a y b e 

wit h dr a w n at a n y ti m e wit h n o r e as o n gi v e n a n d wit h o ut p e n alt y or l oss of b e n efits t o w hi c h t h e y 

w o ul d ot h er wis e b e e ntitl e d. O nl y s u bj e cts w h o ar e f ull y abl e t o u n d erst a n d t h e ris ks, b e n efits, a n d 

p ot e nti al A E s of t h e st u d y, a n d pr o vi d e t h eir c o ns e nt v ol u nt aril y will b e e nr oll e d.

I n t his st u d y, a p o p ul ati o n s h o w n t o h a v e b ot h s u bj e cti v e a n d o bj e cti v e ( as m e as ur e d b y  PS G) 

sl e e p dist ur b a n c e w h o ar e ot h er w is e h e alt h y  or pr es e nt wit h st a bl e, w ell -c o ntr oll e d, c hr o ni c 

c o n diti o ns, will b e s el e ct e d, as t h es e i n di vi d u als m a y  be n efit m ost fr o m tr e at m e nt wit h 

J NJ- 4 2 8 4 7 9 2 2 or z ol pi d e m. T h e p o p ul ati o n will i n cl u d e m e n a n d W O N C B P . Si n c e a f e m al e r at 

f ertilit y st u d y su g g est e d a r e d u cti o n i n f e m al e f ertilit y, a n d it is n ot k n o w n w h at t h e r el e v a n c e of 

t h es e fi n di n gs ar e t o a w o m a n’s a bilit y  to b e c o m e pr e g n a nt aft er t a ki n g J N J - 4 2 8 4 7 9 2 2, W O C B P 

will n ot b e i n cl u d e d i n t his st u d y until m or e is l e ar n e d a b o ut t h e eff e ct of J NJ- 4 2 8 4 7 9 2 2 o n 

f e m al e r e pr o d u cti o n. Eli gi bl e s u bj e cts will t h e n e nt er a d o u bl e -bli n d tr e at m e nt p h as e of 1 7 d a y s, 

wit h 1 4 d a y s of d osi n g wit h st u d y dr u g, w hi c h is t h e mi ni m al tr e at m e nt d ur ati o n b as e d o n t h e m ost 

r e c e nt gl o b al g ui d a n c e o n t h e i n v esti g ati o n of tr e at m e nts f or ins o m ni a d is or d er, iss u e d b y  th e 

C o m mitt e e f or M e di ci n al Pr o d u cts f or H u m a n U s e . T h er e wil l b e a f oll o w-u p visit 7 t o 1 0 d a ys 

aft er t h e l ast d os e of st u d y dr u g. S u bj e cts mi g ht als o b e n efit fr o m t h e cli ni c al e v al u ati o ns a n d t h e 

i nf or m ati o n c oll e ct e d as p art of t hi s st u d y. T h e r e s ult s of t h e i n v e sti g ati o n of J N J-4 2 8 4 7 9 2 2 m a y  

h el p f ut ur e p ati e nts wit h i ns o m ni a.

J ustifi c ati o n f o r Usi n g t h e A cti v e C o m p a r at o r

Z ol pi d e m is t h e w orl d wi d e m ar k et l e a d er f or tr e at m e nt of i ns o m ni as. T his is b as e d o n a q ui c k 

o ns et a n d a r el ati v ely s h ort h alf -lif e ( a b o ut 2- 3 h o urs) wit h rel ati v el y  pr es er v e d sl e e p 

ar c hit e ct ur e, a n d t h e d e v el o p m e nt of l ess t ol er a n c e. Z ol pi d e m will b e d os e d p er l o c al pr o d u ct 

l a b el (s e e S e cti o n 6 , D os a g e a n d A d mi nistr ati o n).

P r e c a uti o ns t o E ns u r e S u bj e ct S af et y i n t h e St u d y 

S u bj e cts m a y  parti ci p at e i n t h e st u d y onl y  if t h e y ha v e a d e q u at e c a p a cit y  to gi v e c o ns e nt a n d 

aft er f ull y un d erst a n di n g t h e p ot e nti al ris ks a n d gi vi n g a n i nf or m e d c o ns e nt. D et er mi n ati o n of 

c a p a cit y  will b e m a d e b y t h e st u d y  in v esti g at or. S u bj e cts m a y  dis c o nti n u e t h e st u d y at a n y ti m e. 

T h e s p o ns or will m o nit or t h e st u d y sit e a n d r e c or ds t o e ns ur e c o m pli a n c e wit h t h e pr ot o c ol, a n d 

t h at c urr e nt I C H g ui d eli n es o n G o o d Cli ni c al Pr a cti c e ( G C P) ar e f oll o w e d, a n d a p pli c a bl e 

r e g ul at or y r e q uir e m e nts ar e a d h er e d t o.
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T o i ns ur e s u bj e ct s af et y,  su bj e cts will r e m ai n u n d er o bs er v ati o n of t h e i n v esti g at or a n d st u d y 

st aff at t h e cli ni c al st u d y sit e fr o m D a y  1 of t h e d o u bl e -bli n d p h as e a n d u ntil n o o n of D a y  2 (or 

D a y 3 i n s u bj e cts u n d er g oi n g o v er ni g ht P K s a m pli n g) a n d r et ur n t o t h e st u d y sit e o n D a y 1 3 f or 

a n a d diti o n al o v er ni g ht P S G r e c or di n g o v er 8 h o urs u ntil n o o n of D a y  15 ( 2 o v er ni g hts). 

T ol er a bilit y  of t h e st u d y dr u g will b e ass ess e d wit h c ar ef ul att e nti o n t o n e xt d a y  

s e d ati o n/sl e e pi n ess a n d c o g niti v e a n d ps y c h o m ot or eff e cts pri or t o dis c h ar gi n g s u bj e cts fr o m t h e 

st u d y sit e. S u bj e cts w h o m a nif est si g nifi c a nt n e xt d a y  sl e e pi n ess or ps y c h o m ot or eff e cts will b e 

dis c o nti n u e d or a d vis e d n ot t o dri v e or o p er at e m a c hi n er y , p er t h e i n v esti g at or’s ass ess m e nt. T h e 

st u d y sit e will e n s ur e t h at all s u bj e ct s h a v e a p pr o pri at e tr a n s p ort ati o n t o t h eir h o m e o n D a y  2 ( or 

D a y 3 f or s u bj e cts u n d er g oi n g o v er ni g ht P K s a m pli n g) a n d D a y  15 u p o n dis c h ar g e, a n d t h e y 

m a y  res u m e dri vi n g a n d/ or o p er ati n g m a c hi n er y o n D a y  3 (or D a y  4 for s u bj e cts u n d er g oi n g 

o v er ni g ht P K s a m pli n g) aft er t ol er a bilit y  h as b e e n est a blis h e d.

O nl y  q u alifi e d a n d tr ai n e d i n v esti g at ors will p arti ci p at e i n t h e st u d y.

T h e t ot al bl o o d v ol u m e t o b e c oll e ct e d o v er t h e c o m pl et e st u d y peri o d will n ot e x c e e d 2 2 5 m L , 

w hi c h is c o nsi d er e d t o b e a n a c c e pt a bl e a m o u nt of bl o o d t o b e c oll e ct e d o v er t his ti m e p eri o d 

fr o m t h e p o p ul ati o n i n t his st u d y b as e d u p o n t h e st a n d ar d of t h e A m eri c a n R e d Cr oss.

1 6. 2. R e g ul at or y  Et hi c s C o m pli a n c e

1 6. 2. 1. I n v e sti g at or R e s p o n si biliti e s

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 st u d y is p erf or m e d i n a c c or d a n c e wit h t h e 

pr ot o c ol, c urr e nt I C H g ui d eli n es o n G C P , a n d a p pli c a bl e r e g ul at or y a n d c o u ntr y -s p e cifi c 

r e q uir e m e nts.

G o o d Cli ni c al Pr a cti c e i s a n i nt er n ati o n al et hi c al a n d s ci e ntifi c q u alit y st a n d ar d f or d esi g ni n g, 

c o n d u cti n g, r e c or di n g, a n d r e p orti n g st u di es t h at i n v ol v e t h e p arti ci p ati o n of h u m a n s u bj e cts. 

C o m pli a n c e wit h t his st a n d ar d pr o vi d es p u bli c ass ur a n c e t h at t h e ri g hts, s af et y , a n d w ell-b ei n g of 

st u d y su bj e cts ar e pr ot e ct e d, c o nsist e nt wit h t h e pri n ci pl es t h at ori gi n at e d i n t h e D e cl ar ati o n of 

H elsi n ki , a n d t h at t h e st u d y  d at a ar e cr e di bl e.

1 6. 2. 2. I n d e p e n d e nt Et hi c s C o m mitt e e or I n stit uti o n al R e vi e w B o ar d

B ef or e t h e st art of t h e st u d y, t h e i n v esti g at or ( or s p o ns or w h er e r e q uir e d) will pr o vi d e t h e 

I E C/I R B wit h c urr e nt a n d c o m pl et e c o pi es of t h e f oll o wi n g d o c u m e nts ( as r e q uir e d b y  lo c al 

r e g ul ati o ns):

 Fi n al pr ot o c ol a n d, if a p pli c a bl e, a m e n d m e nts

 S p o ns or -a p pr o v e d I CF ( a n d a n y ot h er writt e n m at eri als t o b e pr o vi d e d t o t h e s u bj e cts)

 I n v esti g at or's Br o c h ur e ( or e q ui v al e nt i nf or m ati o n) a n d a m e n d m ents/ a d d e n d a

 S p o ns or -a p pr o v e d s u bj e ct r e cr uiti n g m at eri als

 I nf or m ati o n o n c o m p e ns ati o n f or st u d y-r el at e d i nj uri es or p a y m e nt t o s u bj e cts f or 
p arti ci p ati o n i n t h e st u d y , if a p pli c a bl e
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 I n v esti g at or's c urri c ul u m vit a e or e q ui v al e nt i nf or m ati o n ( u nl ess n ot r e q uir e d, as 
d o c u m e nt e d b y t h e I E C/I R B)

 I nf or m ati o n r e g ar di n g f u n di n g, n a m e of t h e s p o ns or, i nstit uti o n al affili ati o ns, ot h er p ot e nti al 
c o nfli cts of i nt er est, a n d i n c e nti v es f or s u bj e cts

 A n y  ot h er d o c u m e nts t h at t h e IE C/I R B r e q u ests t o f ulfill its o bli g ati o n

T his st u d y will b e u n d ert a k e n o nl y  aft er t h e I E C/IR B h as gi v e n f ull a p pr o v al of t h e fi n al 

pr ot o c ol, a m e n d m e nts (if a n y, e x cl u di n g t h e o n es t h at ar e p ur el y a d mi nistr ati v e, wit h n o 

c o ns e q u e n c es f or s u bj e cts, d at a or st u d y co n d u ct , u nl ess r e q uir e d l o c ally ), t he I CF, a p pli c a bl e 

r e cr uiti n g m at eri als, a n d s u bj e ct c o m p e ns ati o n pr o gr a ms, a n d t h e s p o ns or h as r e c ei v e d a c o p y of 

t his a p pr o v al. T his a p pr o v al l ett er m ust b e d at e d a n d m ust cl e arl y i d e ntif y t h e I EC/I R B a n d t h e 

d o c u m e nts b ei n g a p pr o v e d.

A p pr o v al f or t h e c oll e cti o n of o pti o n al s a m pl es f or r es e ar c h a n d f or t h e c orr es p o n di n g I CF m ust 

b e o bt ai n e d fr o m t h e I EC/I R B. A p pr o v al f or t h e pr ot o c ol c a n b e o bt ai n e d i n d e p e n d e nt of t his 

o pti o n al r es e ar c h c o m p o n e nt . 

D uri n g t h e st u d y th e i n v esti g at or ( or s p o ns or w h er e r e quir e d) will s e n d t h e f oll o wi n g d o c u m e nts 

a n d u p d at es t o t h e I E C/I R B f or t h eir r e vi e w a n d a p pr o v al, w h er e a p pr o pri at e:

 Pr ot o c ol a m e n d m e nts ( e x cl u di n g t h e o n es t h at ar e p ur el y  ad mi nistr ati v e, wit h n o 
c o ns e q u e n c es f or s u bj e cts, d at a or st u d y  c o n d u ct)

 R e visi o n (s) t o I CF a n d a n y  ot h er writt e n m at eri als t o b e pr o vi d e d t o s u bj e cts

 If a p pli c a bl e, n e w or r e vis e d s u bj e ct r e cr uiti n g m at eri als a p pr o v e d by t h e s p o ns or

 R e vi si o n s t o c o m p e n s ati o n f or st u d y -r el at e d i nj uri e s or p a ym e nt t o s u bj e cts f or p arti ci p ati o n 
i n t h e stu d y , if a p pli c a bl e

 N e w e diti o n(s) of t h e I n v esti g at or's Br o c h ur e a n d a m e n d m e nts/ a d d e n d a

 S u m m ari es of t h e st at us of t h e st u d y at i nt er v als sti p ul at e d i n g ui d eli n es of t h e I EC/I R B ( at 
l e ast a n n u ally)

 R e p orts of A E s t h at ar e s eri o us, u nlist e d/ u n e x p e ct e d, a n d ass o ci at e d wit h t h e st u d y dr u g

 N e w i nf or m ati o n t h at m a y  ad v ers el y af f e ct t h e s af et y of t h e s u bj e cts or t h e c o n d u ct of t h e 
st u d y

 D e vi ati o ns fr o m or c h a n g es t o t h e pr ot o c ol t o eli mi n at e i m m e di at e h a z ar ds t o t h e s u bj e cts

 R e p ort of d e at hs of s u bj e cts u n d er t h e i n v esti g at or's c ar e

 N otifi c ati o n if a n e w i n v esti g at or is r es p o nsi bl e f or t h e st u d y  at t h e sit e

 D e v el o p m e nt S af et y U p d at e R e p ort a n d Li n e Li sti n gs, w h er e a p pli c a bl e

 A n y  ot h er r e q uir e m e nts of t h e I E C/IR B

F or all pr ot o c ol a m e n d m e nts ( e x cl u di n g t h e o n es t h at ar e p ur el y a d mi nistr ati v e, wit h n o 

c o ns e q u e n c es f or s u bj e cts, d at a or st u d y c o n d u ct) , t h e a m e n d m e nt a n d a p pli c a bl e I C F r e visi o ns 
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m ust b e s u b mitt e d pr o m ptl y  to t h e I E C/IR B f or r e vi e w a n d a p pr o v al b ef or e im pl e m e nt ati o n of 

t h e c h a n g e(s).

At l e ast o n c e a y e ar , t h e I E C/IR B will b e as k e d t o r e vi e w a n d r e a p pr o v e t his st u d y, w h er e 

r e q uir e d.

At t h e e n d of t h e st u d y, t h e i n v esti g at or ( or s p o ns or w h er e r e q uir e d) will n otif y  th e I E C/IR B 

a b o ut t h e st u d y co m pl eti o n (if a p pli c a bl e, t h e n otifi c ati o n will b e s u b mitt e d t hr o u g h t h e h e a d of 

i n v esti g ati o n al i nstit uti o n).

1 6. 2. 3. I nf or m e d C o n s e nt

E a c h s u bj e ct m ust gi v e writt e n c o ns e nt a c c or di n g t o l o c al r e q uir e m e nts aft er t h e n at ur e of t h e 

st u d y has b e e n f ull y ex pl ai n e d. T h e I CF(s) m ust b e si g n e d b ef or e p erf or m a n c e of a n y 

st u d y-r el at e d a cti vit y . T h e I C F(s) t h at is/ ar e us e d m ust b e a p pr o v e d b y  bot h t h e s p o ns or a n d b y  

t h e r e vi e wi n g I E C/IR B a n d b e i n a l a n g u a g e t h at t h e s u bj e ct c a n r e a d a n d u n d erst a n d. T h e 

i nf or m e d c o ns e nt s h o ul d b e i n a c c or d a n c e wit h pri n ci pl es t h at ori gi n at e d i n t h e D e cl ar ati o n of 

H elsi n ki, c urr e nt I CH a n d G C P g ui d eli n es, a p pli c a bl e r e g ul at or y re q uir e m e nts, a n d s p o ns or 

p oli c y .

B ef or e e nr oll m e nt i n t h e st u d y, t h e i n v esti g at or or a n a ut h ori z e d m e m b er of t h e st u d y-sit e 

p er s o n n el m ust e x pl ai n t o p ot e nti al s u bj e cts t h e ai ms, m et h o ds, r e as o n a bl y a nti ci p at e d b e n efits, 

a n d p ot e nti al h a z ar ds of t h e st u d y, a n d a n y  dis c o mf ort p arti ci p ati o n i n t h e st u d y ma y  ent ail . 

S u bj e cts will b e i nf or m e d t h at t h eir p arti ci p ati o n is v ol u nt ar y  an d t h at t h e y ma y  wit h dr a w 

c o ns e nt t o p arti ci p at e at a n y  ti m e. T h e y will b e i nf or m e d t h at c h o o si n g n ot t o p arti ci p at e will n ot 

aff e ct t h e c ar e t h e s u bj e ct will r e c ei v e f or t h e tr e at m e nt of his or h er i ns o m ni a. S u bj e cts will b e 

t ol d t h at alt er n ati v e tr e at m e nts ar e a v ail a bl e if t h e y ref us e t o t a k e p art a n d t h at s u c h r ef us al will 

n ot pr ej u di c e f ut ur e tr e at m e nt. Fi n all y , t h e y will b e t ol d t h at t h e i n v esti g at or will m ai nt ai n a 

s u bj e ct i d e ntifi c ati o n r e gist er f or t h e p ur p os es of l o n g-t er m f oll o w u p if n e e d e d a n d t h at t h eir 

r e c or ds m a y  be a c c ess e d b y  he alt h a ut h oriti es a n d a ut h ori z e d s p o ns or p ers o n n el wit h o ut 

vi ol ati n g t h e c o nfi d e nti alit y  of t h e s u bj e ct, t o t h e e xt e nt p er mitt e d b y  th e a p pli c a bl e l a w(s) or 

r e g ul ati o ns. B y si g ni n g t h e I CF t h e s u bj e ct is a ut h ori zi n g s u c h a c c ess , w hi c h i n cl u des p er missi o n 

t o o bt ai n i nf or m ati o n a b o ut his or h er s ur vi v al st at us . It als o d e n ot es t h at t h e s u bj e ct a gr e es t o 

all o w his or h er st u d y ph y si ci a n t o r e c o nt a ct t h e s u bj e ct f or t h e p ur p os e of o bt ai ni n g c o ns e nt f or 

a d diti o n al s af et y e v al u ati o ns , if n e e d e d.

T h e s u bj e ct will b e gi v e n s uffi ci e nt ti m e t o r e a d t h e I CF a n d t h e o p p ort u nit y  to as k q u esti o ns. 

Aft er t his e x pl a n ati o n a n d b ef or e e ntr y  int o t h e st u d y, c o ns e nt s h o ul d b e a p p r o pri at ely r e c or d e d 

b y  m e a ns of t h e s u bj e ct's p ers o n ally d a t e d si g n at ur e. Aft er h a vi n g o bt ai n e d t h e c o ns e nt, a c o p y  of 

t h e I CF m ust b e gi v e n t o t h e s u bj e ct.

S u bj e cts will b e a s k e d f or c o ns e nt t o pr o vi d e o pti o n al s a m pl es f or r es e ar c h (w h er e l o c al 

r e g ul ati o ns p er mit). Aft er i nf or m e d c o ns e nt f or t h e st u d y is a p pr o pri at el y o bt ai n e d, t h e s u bj e ct 

will b e as k e d t o si g n a n d p ers o n all y d at e a s e p ar at e I C F i n di c ati n g a gr e e m e nt t o p arti ci p at e i n t h e 

o pti o n al r es e ar c h c o m p o n e nt . R ef us al t o p arti ci p at e i n t h e o pti o n al r es e ar c h will n ot r es ult i n 

i n eli gi bilit y f or t h e st u dy. A c o p y  of t his si g n e d I C F will b e gi v e n t o t h e s u bj e ct.
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1 6. 2. 4. Pri v a c y of P er s o n al D at a

T h e c oll e cti o n a n d pr o c essi n g of p ers o n al d at a fr o m s u bj e cts e nr oll e d i n t his st u d y will b e 

li mit e d t o t h os e d at a t h at ar e n e c ess ar y t o f ulfill t h e o bj e cti v es of t h e st u d y.

T h es e d at a m ust b e c oll e ct e d a n d pr o c ess e d wit h a d e q u at e pr e c a uti o ns t o e ns ur e c o nfi d e nti alit y 

a n d c o m pli a n c e wit h a p pli c a bl e d at a pri v a c y  pr ot e cti o n l a ws a n d r e g ul ati o ns. A p pr o pri at e 

t e c h ni c al a n d or g a ni z ati o n al m e as ur es t o pr ot e ct t h e p ers o n al d at a a g ai nst u n a ut h ori z e d 

dis cl os ur es or a c c ess, a c ci d e nt al or u nl a wf ul d estr u cti o n, or a c ci d e nt al l oss or alt er ati o n m ust b e 

p ut i n pl a c e. S p o ns or p ers o n n el w h os e r es p o nsi biliti es r e q uir e a c c ess t o p ers o n al d at a a gr e e t o 

k e e p t h e i d e ntit y of s u bj e cts c o nfi d e nti al.

T h e inf or m e d c o ns e nt o bt ai n e d fr o m t h e s u bj e ct i n cl u d es e x pli cit c o ns e nt f or t h e pr o c essi n g of 

p ers o n al d at a a n d f or t h e i n v esti g at or/i nstit uti o n t o all o w dir e ct a c c ess t o his or h er ori gi n al 

m e di c al r e c or ds (s o ur c e d at a/ d o c u m e nts) f or st u d y-r el at e d m o nit ori n g, a u dit, I EC/I R B r e vi e w, 

a n d r e g ul at or y ins p e cti o n. T his c o ns e nt als o a d dr ess es t h e tr a nsf er of t h e d at a t o ot h er e ntiti es 

a n d t o ot h er c o u ntri es.

T h e s u bj e ct h as t h e ri g ht t o r e q u est t hr o u g h t h e i n v esti g at or a c c ess t o his or h er p ers o n al d at a a n d 

t h e ri g ht t o r e q u est r e ctifi c ati o n of a n y d at a t h at ar e n ot c orr e ct or c o m pl et e. R e as o n a bl e st e ps 

will b e t a k e n t o r e s p o n d t o s u c h a r e q u e st, t a ki n g i nt o c o n si d er ati o n t h e n at ur e of t h e r e q u e st, t h e 

c o n diti o ns of t h e st u d y, a n d t h e a p pli c a bl e l a ws a n d r e g ul ati o ns.

E x pl or at or y  DN A , bi o m ar k er, a n d P K r es e ar c h is n ot c o n d u ct e d u n d er st a n d ar ds a p pr o pri at e f or 

t h e r et ur n of d at a t o s u bj e cts. I n a d diti o n, t h e s p o ns or c a n n ot m a k e d e cisi o ns as t o t h e 

si g nifi c a n c e of a n y fi n di n gs r es ulti n g fr o m e x pl or at or y  res e ar c h. T h er ef or e, e x pl or at or y  res e ar c h 

d at a will n ot b e r et ur n e d t o s u bj e cts or i n v esti g at ors, u nl ess r e q uir e d b y  la w or l o c al r e g ul ati o ns. 

Pri v a c y  an d c o nfi d e nti alit y  of d at a g e n er at e d i n t h e f ut ur e o n st or e d s a m pl e s will b e pr ot e ct e d b y 

t h e s a m e st a n d ar ds a p pli c a bl e t o all ot h er cli ni c al d at a.

1 6. 2. 5. L o n g -T er m R et e nti o n of S a m pl e s f or A d diti o n al F ut ur e R e s e ar c h

S a m pl es c oll e ct e d i n t his st u d y ma y  be st or e d f or u p t o 1 5 y e ars ( or a c c or di n g t o l o c al 

r e g ul ati o ns) f or a d diti o n al r es e ar c h. S a m pl es will o nl y  be us e d t o u n d erst a n d J NJ- 4 2 8 4 7 9 2 2, t o 

u n d erst a n d i ns o m ni a dis or d er , t o u n d erst a n d diff er e nti al dr u g r es p o n d ers, a n d t o d e v el o p 

t ests/ ass a ys r el at e d t o J N J -4 2 8 4 7 9 2 2 a n d i ns o m ni a dis or d ers ( N ot e: D N A s a m pl es c oll e ct e d fr o m 

J a p a n es e s u bj e cts will n ot b e us e d f or r es e ar c h r el at ed t o i ns o m ni a). T h e r es e ar c h m a y  be gi n at 

a n y  ti m e d uri n g t h e st u d y or t h e p ost-st u d y st or a g e p eri o d.

St or e d s a m pl es will b e c o d e d t hr o u g h o ut t h e s a m pl e st or a g e a n d a n al ys is pr o c ess a n d will n ot b e 

l a b el e d wit h p ers o n al i d e ntifi ers. S u bj e cts m a y  wit h dr a w t h eir c o ns e nt f or t h eir s a m pl es t o b e 

st or e d f or r es e ar c h (r ef er t o S e cti o n 1 0. 3 , Wit h dr a w al Fr o m t h e Us e of S a m pl es i n F ut ur e 

R es e ar c h ).
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1 6. 2. 6. C o u ntr y S e l e cti o n

T his st u d y will o nl y  be c o n d u ct e d i n t h os e c o u ntri es w h er e t h e i nt e nt is t o l a u n c h or ot h er wis e 

h el p e ns ur e a c c ess t o t h e d e v el o p e d pr o d u ct if t h e n e e d f or t h e pr o d u ct p er si st s , u nl ess e x pli citl y  

a d dr ess e d as a s p e cifi c et hi c al c o nsi d er ati o n i n S e cti o n 1 6. 1 , St u d y -S p e cifi c D esi g n 

C o nsi d er ati o ns.

1 7. A D MI NI S T R A TI V E R E Q UI R E M E N T S

1 7. 1. Pr ot o c ol A m e n d m e nt s

N eit h er t h e i n v esti g at or n or t h e s p o ns or will m o dif y  this pr ot o c ol wit h o ut a f or m al a m e n d m e nt 

b y  t h e s p o ns or. All pr ot o c ol a m e n d m e nts m ust b e iss u e d b y t h e s p o ns or, a n d si g n e d a n d d at e d b y 

t h e i n v esti g at or. Pr ot o c ol a m e n d m e nts m ust n ot b e i m pl e m e nt e d wit h o ut pri or I E C/I R B 

a p pr o v al, or w h e n t h e r el e v a nt c o m p et e nt a ut h orit y  has r ais e d a n y gr o u n ds f or n o n- a c c e pt a n c e, 

e x c e pt w h e n n e c ess ar y t o eli mi n at e i m m e di at e h a z ar ds t o t h e s u bj e cts, i n w hi c h c as e t h e 

a m e n d m e nt m ust b e pr o m ptl y  su b mitt e d t o t h e I E C/IR B a n d r el e v a nt c o m p et e nt a ut h orit y . 

D o c u m e nt ati o n of a m e n d m e nt a p pr o v al b y  t h e i n v esti g at or a n d I E C/I R B m u st b e pr o vi d e d t o t h e 

s p o ns or. W h e n t h e c h a n g e(s) i n v ol v es o nl y  lo gisti c or a d mi nistr ati v e as p e cts of t h e st u d y, t h e 

I E C/IR B ( w h er e r e q uir e d) o nl y  n e e ds t o b e n otifi e d.

D uri n g t h e c o urs e of t h e st u d y, i n sit u ati o ns w h er e a d e p art ur e fr o m t h e pr ot o c ol is u n a v oi d a bl e, 

t h e i n v esti g at or or ot h er p h y si ci a n i n att e n d a n c e will c o nt a ct t h e a p pr o pri at e s p o ns or 

r e pr es e nt ati v e list e d i n t h e C o nt a ct I nf or m ati o n p a g e (s), w hi c h will b e pr o vi d e d as a s e p ar at e

d o c u m e nt . E xc e pt i n e m er g e n c y  sit u ati o ns, t his c o nt a ct s h o ul d b e m a d e b ef or e i m pl e m e nti n g a n y 

d e p art ur e fr o m t h e pr ot o c ol. I n all c as es, c o nt a ct wit h t h e s p o ns or m ust b e m a d e as s o o n as 

p ossi bl e t o dis c uss t h e sit u ati o n a n d a gr e e o n a n a p pr o pri at e c o urs e of a cti o n. T h e d at a r e c or d e d 

i n t h e C R F a n d s o ur c e d o c u m e nts will r efl e ct a n y  de p art ur e fr o m t h e pr ot o c ol, a n d t h e s o ur c e 

d o c u m e nts will d es cri b e t his d e p art ur e a n d t h e cir c u mst a n c es r e q uiri n g it.

1 7. 2. R e g ul at or y  D o c u m e nt ati o n

1 7. 2. 1. R e g ul at or y  A ppr o v al/ N otifi c ati o n

T his pr ot o c ol a n d a n y  am e n d m e nt(s) m ust b e s u b mitt e d t o t h e a p pr o pri at e r e g ul at or y aut h oriti es 

i n e a c h r es p e cti v e c o u ntr y, if a p pli c a bl e. A st u d y m a y  not b e i niti at e d u ntil all l o c al r e g ul at or y 

r e q uir e m e nts ar e m et.

1 7. 2. 2. R e q uir e d Pr e st u d y  D o c u m e nt ati o n

T h e f oll o wi n g d o c u m e nt s m ust b e pr o vi d e d t o t h e s p o ns or b ef or e s hi p m e nt of st u d y dr u g t o t h e 

st u d y sit e:

 Pr ot o c ol a n d a m e n d m e nt(s), if a n y, si g n e d a n d d at e d b y t h e pri n ci p al i n v esti g at or

 A c o p y of t h e d at e d a n d si g n e d ( or s e al e d, w h er e a p pr o pri at e p er l o c al r e g ul ati o ns), writt e n 
I E C/I R B a p pr o v al of t h e pr ot o c ol, a m e n d m e nts, I CF, a n y r e cr uiti n g m at eri als, a n d if 
a p pli c a bl e, s u bj e ct c o m p e ns ati o n pr o gr a ms. T his a p pr o v al m ust cl e arl y i d e ntif y th e s p e cifi c 
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pr ot o c ol b y  titl e a n d n u m b er a n d m ust b e si g n e d ( or s e al e d, w h er e a p pr o pri at e p er l o c al 
r e g ul ati o ns) b y  t h e c h air m a n or a ut h ori z e d d esi g n e e.

 N a m e a n d a d dr ess of t h e I E C/IR B, i n cl u di n g a c urr e nt list of t h e I E C/I R B m e m b ers a n d 
t h eir f u n cti o n, wit h a st at e m e nt t h at it is or g a ni z e d a n d o p er at es a c c or di n g t o G C P a n d t h e 
a p pli c a bl e l a ws a n d r e g ul ati o ns. If a c c o m p a ni e d b y  a lett er of e x pl a n ati o n, or e q ui v al e nt, 
fr o m t h e I EC/I R B, a g e n er al st at e m e nt m a y  b e s u b stit ut e d f or t hi s li st. If a n i n v esti g at or or a 
m e m b er of t h e st u d y-sit e p ers o n n el is a m e m b er of t h e I E C/I R B, d o c u m e nt ati o n m ust b e 
o bt ai n e d t o st at e t h at t his p ers o n di d n ot p arti ci p at e i n t h e d eli b er ati o ns or i n t h e 
v ot e/ o pi ni o n of t h e st u d y.

 R e g ul at or y  a ut h orit y a p pr o v al or n otifi c ati o n, if a p pli c a bl e

 Si g n e d a n d d at e d st at e m e nt of i n v esti g at or ( e g, F or m F D A 1 5 7 2), if a p pli c a bl e

 D o c u m e nt ati o n of i n v esti g at or q u alifi c ati o ns ( e g, c urri c ul u m vit a e)

 C o m pl et e d i n v esti g at or fi n a n ci al dis cl os ur e f or m fr o m t h e pri n ci p al i n v esti g at or, w h er e 
r e q uir e d

 Si g n e d a n d d at e d cli ni c al tri al a gr e e m e nt, w hi c h i n cl u d es t h e fi n a n ci al a gr e e m e nt

 A n y  ot h er d o cu m e nt ati o n r e q uir e d b y  l o c al r e g ul ati o ns

T h e f oll o wi n g d o c u m e nts m ust b e pr o vi d e d t o t h e s p o ns or b ef or e e nr oll m e nt of t h e first s u bj e ct:

 C o m pl et e d i n v esti g at or fi n a n ci al dis cl os ur e f or ms fr o m all s u bi n v esti g at ors

 D o c u m e nt ati o n of s u bi n v esti g at or q u alifi c ati o ns ( e g, c urri c ul u m vit a e)

 N a m e a n d a d dr ess of a n y l o c al l a b or at or y  co n d u cti n g t ests f or t h e st u d y , a n d a d at e d c o p y of 
c urr e nt l a b or at or y  n or m al r a n g es f or t h es e t ests, if a p pli c a bl e

 L o c al l a b or at or y do c u m e nt ati o n d e m o nstr ati n g c o m p et e n c e a n d test r eli a bilit y 
( e g, a c cr e dit ati o n/li c e ns e), if a p pli c a bl e

1 7. 3. S u bj e ct I d e ntifi c ati o n, E nr oll m e nt, a n d S cr e e ni n g L o g s

T h e i n v esti g at or a gr e es t o c o m pl et e a s u bj e ct i d e ntifi c ati o n a n d e nr oll m e nt l o g t o p er mit e as y 

i d e ntifi c ati o n of e a c h s u bj e ct d uri n g a n d aft er t h e st u d y. T his d o c u m e nt will b e r e vi e w e d b y  th e 

s p o ns or st u d y-sit e c o nt a ct f or c o m pl et e n ess.

T h e s u bj e ct i d e ntifi c ati o n a n d e nr oll m e nt l o g will b e tr e at e d as c o nfi d e nti al a n d will b e fil e d b y  

t h e i n v esti g at or i n t h e st u d y fil e. T o e ns ur e s u bj e ct c o nfi d e nti alit y, n o c o p y  will b e m a d e. All 

r e p orts a n d c o m m u ni c ati o ns r el ati n g t o t h e st u d y will i d e ntif y su bj e cts b y  su bj e ct i d e ntifi c ati o n

a n d d at e of birt h. I n ca s e s w h er e t h e s u bj e ct is n ot r a n d o mi z e d i nt o t h e st u d y, t h e d at e s e e n a n d 

d at e of birt h will b e us e d.

T h e i n v esti g at or m ust als o c o m pl et e a s u bj e ct s cr e e ni n g l o g, w hi c h r e p orts o n all s u bj e cts w h o 

w er e s e e n t o d et er mi n e eli gi bilit y  f or i n cl usi o n i n t h e st u d y.



J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3

1 0 9
A p pr o v e d , D at e: 2 5 J ul y 2 0 1 8

1 7. 4. S o ur c e D o c u m e nt ati o n

At a mi ni m u m, s o ur c e d o c u m e nt s c o nsist e nt i n t h e t yp e a n d l e v el of d et ail wit h t h at c o m m o nl y  

r e c or d e d at t h e st u d y sit e as a b asis f or st a n d ar d m e di c al c ar e m ust b e a v ail a bl e f or t h e f oll o wi n g: 

s u bj e ct i d e ntifi c ati o n, eli gi bilit y , a n d st u d y id e ntifi c ati o n; st u d y dis c ussi o n a n d d at e of si g n e d 

i nf or m e d c o n s e nt; d at es of visits; r es ults of s af et y a n d effi c a c y  par a m et ers as r e q uir e d b y  th e 

pr ot o c ol; r e c or d of all A E s a n d f oll o w- u p of A E s; c o n c o mit a nt m e di c ati o n; dr u g 

r e c ei pt/ dis p e nsi n g/r et ur n r e c or ds; st u d y dr u g a d mi nistr ati o n i nf or m ati o n; a n d d at e of st u d y 

c o m pl eti o n a n d r e as o n f or e arl y dis c o nti n u ati o n of st u d y dr u g or wit h dr a w al fr o m t h e st u d y, if 

a p pli c a bl e.

T h e a ut h or of a n e ntr y  i n t h e s o ur c e d o c u m e nts s h o ul d b e i d e ntifi a bl e.

S p e cifi c d et ails r e q uir e d as s o ur c e d at a f or t h e st u d y a n d s o ur c e d at a c oll e ct i o n m et h o ds will b e 

r e vi e w e d wit h t h e i n v esti g at or b ef or e t h e st u d y an d will b e d es cri b e d i n t h e m o nit ori n g 

g ui d eli n es ( or ot h er e q ui v al e nt d o c u m e nt).

T h e mi ni m u m s o ur c e d o c u m e nt ati o n r e q uir e m e nts f or S e cti o n 4. 1 , I n cl usi o n Crit eri a a n d 

S e cti o n 4. 2 , E x cl usi o n Crit eri a t h at s p e cif y a ne e d f or d o c u m e nt e d m e di c al hist or y  ar e as 

f oll o ws:

 R ef err al l ett er fr o m tr e ati n g p h ys i ci a n or

 C o m pl et e hist or y  of m e di c al n ot es at t h e sit e

 Dis c h ar g e s u m m a ri es

I ncl usi o n a n d e x cl usi o n crit eri a n ot r e q uiri n g d o c u m e nt e d m e di c al hist or y m ust b e v erifi e d at a 

mi ni m u m b y  su bj e ct i nt er vi e w or ot h er pr ot o c ol r e q uir e d ass ess m e nt ( e g, p h y si c al e x a mi n ati o n, 

l a b or at or y ass ess m e nt) a n d d o c u m e nt e d i n t h e s o ur c e d o c u m e nts.

A n e l e ctr o ni c so ur c e s yst e m m a y  be utili z e d, w hi c h c o nt ai ns d at a tr a diti o n all y mai nt ai n e d i n a 

h os pit al or cli ni c r e c or d t o d o c u m e nt m e di c al c ar e ( e g, el e ctr o ni c s o ur c e d o c u m e nts) a s w ell a s 

t h e cli ni c al st u d y-s p e cifi c d at a fi el ds as d et er mi n e d b y  th e pr ot o c ol. T hi s d at a is el e ctr o ni c all y 

e xtr a ct e d f or us e b y  th e s p o ns or. If t h e el e ctr o ni c so ur c e s yst e m is utili z e d, r ef er e n c es m a d e t o 

t h e C R F i n t h e pr ot o c ol i n cl u d e t h e e l e ctr o ni c so ur c e s yst e m b ut i nf or m ati o n c oll e ct e d t hr o u g h 

t h e el e ctr o ni c so ur c e s yst em m a y  not b e li mit e d t o t h at f o u n d i n t h e C R F. D at a i n t his s yst e m 

m a y  b e c o nsi d er e d s o ur c e d o c u m e nt ati o n.

1 7. 5. C a s e R e p ort F or m C o m pl eti o n

C as e r e p ort f or ms ar e pr e p ar e d a n d pr o vi d e d b y  t h e s p o ns or f or e a c h s u bj e ct i n el e ctr o ni c f or m at.

All C R F e ntri es, c orr e c ti o ns, a n d alt er ati o ns m ust b e m a d e b y  th e i n v esti g at or or a ut h ori z e d 

st u d y-sit e p ers o n n el. T h e i n v esti g at or m ust v erif y  th at all d at a e ntri es i n t h e C R F ar e a c c ur at e 

a n d c orr e ct.

El e ctr o ni c D at a C a pt ur e will b e us e d f or t his st u d y. T h e st u d y dat a will b e tr a ns cri b e d b y 

st u d y-sit e p ers o n n el fr o m t h e s o ur c e d o c u m e nts o nt o a n el e ctr o ni c C R F, if a p pli c a bl e.
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St u d y -s p e cifi c d at a will b e tr a n s mitt e d i n a s e c ur e m a n n er t o t h e s p o n s or. T h e el e ctr o ni c fil e will 

b e c o nsi d er e d t o b e t h e C R F.

W or ks h e ets m a y  be u s e d f or t h e c a pt ur e of s o m e d at a t o f a cilit at e c o m pl eti o n of t h e C R F. A n y 

s u c h w or ks h e ets will b e c o m e p art of t h e s u bj e ct's s o ur c e d o c u m e nt s. D at a m ust b e e nt er e d i nt o 

C R F i n E n glis h. T h e C R F m ust b e c o m pl et e d a s s o o n a s p ossi bl e aft er a s u bj e ct visit a n d t h e 

f orms s h o ul d b e a v ail a bl e f or r e vi e w at t h e n e xt s c h e d ul e d m o nit ori n g visit.

All s u bj e cti v e m e as ur e m e nts ( e g, p ai n s c al e i nf or m ati o n or ot h er q u esti o n n air es) will b e 

c o m pl et e d b y  th e s a m e i n di vi d u al w h o m a d e t h e i niti al b as eli n e d et er mi n ati o ns w h e n e v er 

p ossi b l e. T h e i n v esti g at or m ust v erif y  t h at all d at a e ntri es i n t h e C R F ar e a c c ur at e a n d c orr e ct.

If n e c e s s ar y , q u eri es will b e g e n er at e d i n t h e e D C t o ol. If c orr e cti o ns t o a C R F ar e n e e d e d aft er 

t h e i niti al e ntr y i nt o t h e C R F, t his c a n b e d o n e i n eit h er of t h e f oll o wi n g w a y s:

 I n v esti g at or a n d st u d y-sit e p ers o n n el c a n m a k e c orr e cti o ns i n t h e e D C t o ol at t h eir o w n 
i niti ati v e or as a r es p o ns e t o a n a ut o q u er y ( g e n er at e d b y t h e e D C t o ol).

 S p o ns or or s p o ns or d el e g at e c a n g e n er at e a q u er y  for r es ol uti o n b y  th e i n v esti g at or a n d 
st u d y-sit e p ers o n n el.

1 7. 6. D at a Q u alit y  As s ur a n c e/ Q u alit y  C o ntr ol

St e ps t o b e t a k e n t o e ns ur e t h e a c c ur a c y  an d r eli a bilit y of d at a i n cl u d e t h e s el e cti o n of q u alifi e d 

i n v esti g at ors a n d a p pr o pri at e st u d y  sit e s, r e vi e w of pr ot o c ol pr o c e d ur e s wit h t h e i n v esti g at or a n d 

st u d y-sit e p ers o n n el b ef or e t h e st u d y, p eri o di c m o nit ori n g visits b y  th e s p o ns or, a n d dir e ct 

tr a ns missi o n of cli ni c al l a b or at or y dat a fr o m a c e ntr al l a b or at or y int o t h e s p o ns or's d at a b a s e. 

Writt e n i nstr u cti o ns will b e pr o vi d e d f or c ol l e cti o n, h a n dli n g, st or a g e, a n d s hi p m e nt of s a m pl es. 

G ui d eli n es f or C R F c o m pl eti o n will b e pr o vi d e d a n d r e vi e w e d wit h st u d y-sit e p ers o n n el b ef or e 

t h e st art of t h e st u dy.

T h e s p o ns or will r e vi e w C R F f or a c c ur a c y  a n d c o m pl et e n ess d uri n g o n-sit e m o nit ori n g visits a n d 

aft er tr a ns missi o n t o t h e s p o ns or; a n y  dis cr e p a n ci es will b e r es ol v e d wit h t h e i n v esti g at or or 

d esi g n e e, as a p pr o pri at e. Aft er u pl o a d of t h e d at a i nt o t h e st u d y d at a b as e t h e y  will b e v erifi e d f or 

a c c ur a c y  a n d c o nsist e n c y wit h t h e d at a s o ur c es. 

1 7. 7. R e c or d R et e nti o n

I n c o m pli a n c e wit h t h e I C H/ G C P g ui d eli n es, t h e i n v esti g at or/i nstit uti o n will m ai nt ai n all C R F 

a n d all s o ur c e d o c u m e nts t h at s u p p ort t h e d at a c oll e ct e d fr o m e a c h s u bj e ct, as w ell as all st u d y 

d o c u m e nts as s p e cifi e d i n I C H/ G C P S e cti o n 8, Ess e nti al D o c u m e nts f or t h e C o n d u ct of a 

Cli ni c al Tri al, a n d all st u d y do c u m e nts as s p e cifi e d b y  th e a p pli c a bl e r e g ul at or y re q uir e m e nt(s). 

T h e i n v esti g at or/i nstit uti o n will t ak e m e as ur es t o pr e v e nt a c ci d e nt al or pr e m at ur e d estr u cti o n of 

t h es e d o c u m e nts.

Ess e nti al d o c u m e nts m ust b e r et ai n e d u ntil at l e ast 2 y e ars aft er t h e l ast a p pr o v al of a m ar k eti n g 

a p pli c ati o n i n a n I C H r e gi o n a n d u ntil t h er e ar e n o p e n di n g or c o nt e m pl at e d m a r k eti n g 
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a p pli c ati o ns i n a n I CH r e gi o n or u ntil at l e ast 2 y e ars h a v e el a ps e d si n c e t h e f or m al 

dis c o nti n u ati o n of cli ni c al d e v el o p m e nt of t h e i n v esti g ati o n al pr o d u ct. T h es e d o c u m e nts will b e 

r et ai n e d f or a l o n g er p eri o d if r e q uir e d b y  th e a p pli c a bl e r e g ul ator y  re q uir e m e nts or b y  an 

a gr e e m e nt wit h t h e s p o ns or. It is t h e r es p o nsi bilit y of t h e s p o ns or t o i nf or m t h e 

i n v esti g at or/i nstit uti o n as t o w h e n t h es e d o c u m e nts n o l o n g er n e e d t o b e r et ai n e d.

If t h e r es p o nsi bl e i n v esti g at or r etir es, r el o c at es, or f or ot h er r e as o ns wit h dr a ws fr o m t h e 

r es p o nsi bilit y of k e e pi n g t h e st u d y re c or ds, c u st o d y  must b e tr a nsf err e d t o a p ers o n w h o will 

a c c e pt t h e r es p o nsi bilit y. Th e s p o ns or m ust b e n otifi e d i n writi n g of t h e n a m e a n d a d dr ess of t h e 

n e w c ust o di a n. U n d er n o cir c u mst a n c e s h all t h e i n v esti g at or r el o c at e or dis p os e of a n y st u d y 

d o c u m e nts b ef or e h a vi n g o bt ai n e d writt e n a p pr o v al fr o m t h e s p o ns or .

If it b e c o m es n e c ess ar y  for t h e s p o ns or or t h e a p pr o pri at e r e g ul at or y aut h orit y  to r e vi e w a n y 

d o c u m e nt ati o n r el ati n g t o t his st u d y, t h e i n v esti g at or/i nstit uti o n m ust p er mit a c c ess t o s u c h 

r e p orts.

1 7. 8. M o nit ori n g

T h e s p o ns or will p erf or m o n- sit e m o nit ori n g vi sit s as fr e q u e ntly as n e c e s s ar y . T h e m o nit or will 

r e c or d d at es of t h e visits i n a st u d y sit e visit l o g t h at will b e k e pt at t h e st u d y sit e. T h e first 

p ost -i niti ati o n visit will b e m a d e a s s o o n a s p ossi bl e aft er e nr oll m e nt h as b e g u n. At t h es e vi sit s, 

t h e m o nit or will c o m p ar e d at a e nt er e d i nt o t h e C R F wit h t h e s o ur c e d o c u m e nts ( e g, 

h os pit al/ cli ni c/ p h y si ci a n’s offi c e m e di c al r e c or ds); a s a m pl e m a y  be r e vi e w e d. T h e n at ur e a n d 

l o c ati o n of all s o ur c e d o c u m e nts will b e i d e ntifi e d t o e ns ur e t h at all s o ur c es of ori gi n al d at a 

r e q uir e d t o c o m pl et e t h e C R F ar e k n o w n t o t h e s p o ns or a n d st u d y-sit e p ers o n n el a n d ar e 

a c c essi bl e f or v erifi c ati o n b y  th e s po ns or st u d y-sit e c o nt a ct. If el e ctr o ni c r e c or ds ar e m ai nt ai n e d 

at t h e st u d y sit e, t h e m et h o d of v erifi c ati o n m ust b e dis c uss e d wit h t h e st u d y-sit e p ers o n n el . 

Dir e ct a c c ess t o s o ur c e d o c u m e nt s ( m e di c al r e c or ds) m ust b e all o w e d f or t h e p ur p os e of 

v erif y i n g t h at t h e r e c or d e d d at a ar e c o nsist e nt wit h t h e ori gi n al s o ur c e d at a. Fi n di n gs fr o m t his 

r e vi e w will b e dis c uss e d wit h t h e st u d y-sit e p ers o n n el . T h e s p o ns or e x p e cts t h at, d uri n g 

m o nit ori n g visits, t h e r el e v a nt st u d y-sit e p ers o n n el will b e a v ail a bl e, t h e s o u r c e d o c u m e nt s will 

b e a c c essi bl e, a n d a s uit a bl e e n vir o n m e nt will b e pr o vi d e d f or r e vi e w of st u d y-r el at e d 

d o c u m e nts. T h e m o nit or will m e et wit h t h e i n v esti g at or o n a r e g ul ar b a si s d uri n g t h e st u d y t o 

pr o vi d e f e e d b a c k o n t h e st u d y c o n d u ct.

I n a d diti o n t o o n- sit e m o nit ori n g visits, r e m ot e c o nt a cts c a n o c c ur. It is e x p e ct e d t h at d uri n g 

t h es e r e m ot e c o nt a cts, st u d y-sit e p ers o n n el will b e a v ail a bl e t o pr o vi d e a n u p d at e o n t h e pr o gr ess 

of t h e st u d y  at t h e sit e.

1 7. 9. St u d y C o m pl eti o n/ T er mi n ati o n

1 7. 9. 1. St u d y C o m pl eti o n / E n d of St u d y

T h e st u d y is c o nsi d er e d c o m pl et e d wit h t h e f oll o w-u p visit/ e n d - of-st u d y visit f or t h e l ast s u bj e ct 

p arti ci p ati n g i n t h e st u d y. T h e fi n al d at a fr o m t h e st u d y sit e will b e s e nt t o t h e s p o ns or ( or 
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d esi g n e e) aft er c o m pl eti o n of t h e fi n al s u bj e ct f oll o w- u p/ e n d- of-st u d y visit at t h at st u d y sit e, i n 

t h e ti m e fr a m e s p e cifi e d i n t h e Cli ni c al Tri al A gr e e m e nt.

1 7. 9. 2. St u d y T er mi n ati o n

T h e s p o ns or r es er v es t h e ri g ht t o cl os e t h e st u d y sit e or t er mi n at e t h e st u d y at a n y ti m e f or a n y 

r e as o n at t h e s ol e dis cr eti o n of t h e s p o ns or. St u d y sit es will b e cl os e d u p o n st u d y co m pl eti o n. A

st u d y sit e is c o nsi d er e d cl os e d w h e n all r e q uir e d d o c u m e nts a n d st u d y su p pli es h a v e b e e n 

c oll e ct e d a n d a st u d y-sit e cl os ur e visit h as b e e n p erf or m e d.

T h e i n v esti g at or m a y  initi at e st u d y-si t e cl os ur e at a n y  ti m e, pr o vi d e d t h er e is r e as o n a bl e c a us e 

a n d s uffi ci e nt n oti c e is gi v e n i n a d v a n c e of t h e i nt e n d e d t er mi n ati o n.

R e as o ns f or t h e e arl y cl os ur e of a st u d y sit e b y  th e s p o ns or or i n v esti g at or m a y  in cl u d e b ut ar e 

n ot li mit e d t o:

 F ail ur e of t he i n v esti g at or t o c o m pl y  wit h t h e pr ot o c ol, t h e r e q uir e m e nts of t h e I EC/I R B or 
l o c al h e alt h a ut h oriti es, t h e s p o ns or's pr o c e d ur es, or G C P g ui d eli n es

 I na d e q u at e r e cr uit m e nt of s u bj e cts b y  t h e i n v esti g at or

 Dis c o nti n u ati o n of f urt h er st u d y dr u g d e v el o p m e nt

1 7. 1 0. O n -Sit e A u dit s

R e pr es e nt ati v es of t h e s p o ns or's cli ni c al q u alit y  ass ur a n c e d e p art m e nt m a y  visit t h e st u d y sit e at 

a n y  ti m e d uri n g or aft er c o m pl eti o n of t h e st u d y to c o n d u ct a n a u dit of t h e st u d y in c o m pli a n c e 

wit h r e g ul at or y gui d eli n es a n d c o m p a n y  poli c y . T h es e a u dits will r e q uir e a c c ess t o all st u d y 

r e c or ds, i n cl u di n g s o ur c e d o c u m e nts, f or i ns p e cti o n. S u bj e ct pri v a c y  must, h o w e v er, b e 

r es p e ct e d. T h e i n v esti g at or a n d st u d y-sit e p ers o n n el ar e r es p o nsi bl e f or b ei n g pr es e nt a n d 

a v ail a bl e f or c o ns ult ati o n d uri n g r o uti n el y sc h e d ul e d st u d y-sit e a u dit visits c o n d u ct e d b y  th e 

s p o ns or or its d esi g n e es. 

Si mil ar a u diti n g pr o c e d ur es m a y  als o b e c o n d u ct e d b y  ag e nts of a n y r e g ul at or y bo d y , eit h er a s 

p art of a n ati o n al G C P c o m pli a n c e pr o gr a m or t o r e vi e w t h e r es ults of t his st u d y in s u p p ort of a 

r e g ul at or y su b missi o n. T h e i n v esti g at or s h o ul d i m m e di at el y notif y  th e s p o ns or if h e or s h e h a s

b e e n c o nt a ct e d b y a r e g ul at or y a g e n c y  c o n c er ni n g a n u p c o mi n g i ns p e cti o n.

1 7. 1 1. U s e of I nf or m ati o n a n d P u bli c ati o n

All i nf or m ati o n, i n cl u di n g b ut n ot li mit e d t o i nf or m ati o n r e g ar di n g J N J - 4 2 8 4 7 9 2 2 or t h e 

s p o ns or's o p er ati o ns ( e g, p at e nt a p pli c ati o n, f or m ul as, m a n uf a ct uri n g pr o c ess es, b asi c s ci e ntifi c 

d at a, pri or cli ni c al d at a, f or m ul ati o n i nf or m ati o n) s u p pli e d b y  th e s p o ns or t o t h e i n v esti g at or a n d 

n ot pr e vi o usl y  pu blis h e d, a n d a n y d at a, i n cl u di n g p h ar m a c o g e n o mi c or e x pl or at or y  bi o m ar k er

r es e ar c h d at a, g e n er at e d as a r es ult of t his st u d y, ar e c o nsi d er e d c o nfi d e nti al a n d r e m ai n t h e s ol e 

pr o p ert y of t h e s p o ns or. T h e i n v esti g at or a gr e es t o m ai nt ai n t his i nf or m ati o n i n c o nfi d e n c e a n d 

us e t his i nf or m ati o n o nl y t o a c c o m plis h t his st u d y, a n d will n ot us e it f or ot h er p ur p os es wit h o ut 

t h e s p o ns or's pri or writt e n c o ns e nt.
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T h e i n v esti g at or u n d erst a n ds t h at t h e i nf or m ati o n d e v el o p e d i n t h e st u d y will b e us e d b y  th e 

s p o ns or i n c o n n e cti o n wit h t h e c o nti n u e d d e v el o p m e nt of J N J - 4 2 8 4 7 9 2 2, a n d t h us m a y  be 

dis cl os e d as r e q uir e d t o ot h er cli ni c al i n v esti g at ors or r e g ul at or y ag e n ci es. T o p er mit t h e 

i nf or m ati o n d eri v e d fr o m t h e cli ni c al st u di es t o b e us e d, t h e i n v esti g at or is o bli g at e d t o pr o vi d e 

t h e s p o ns or wit h all d at a o bt ai n e d i n t h e st u d y.

T h e r es ults of t h e st u d y will b e r e p ort e d i n a Cli ni c al St u d y  Re p ort g e n er at e d b y  th e s p o ns or a n d 

will c o nt ai n d at a fr o m all st u d y sit es t h at p arti c i p at e d i n t h e st u d y as p er pr ot o c ol . R e cr uit m e nt 

p erf or m a n c e or s p e cifi c e x p ertis e r el at e d t o t h e n at ur e a n d t h e k e y  ass ess m e nt p ar a m et ers of t h e 

st u d y will b e us e d t o d et er mi n e a c o or di n ati n g i n v esti g at or. R es ults of p h ar m a c o g e n o mi c or 

e x pl or at or y  bi o m ar ker a n al y s es p erf or m e d aft er t h e Cli ni c al St u d y  Re p ort h as b e e n iss u e d will 

b e r e p ort e d i n a s e p ar at e r e p ort a n d will n ot r e q uir e a r e visi o n of t h e Cli ni c al St u d y  Re p ort. 

St u d y  su bj e ct i d e ntifi ers will n ot b e us e d i n p u bli c ati o n o f r es ults. A n y  wor k cr e at e d i n 

c o n n e cti o n wit h p erf or m a n c e of t h e st u d y an d c o nt ai n e d i n t h e d at a t h at c a n b e n efit fr o m 

c o p y ri g ht pr ot e cti o n ( e x c e pt a n y p u bli c ati o n b y  th e i n v esti g at or as pr o vi d e d f or b el o w) s h all b e 

t h e pr o p erty of t h e s p o ns or as a ut h or a n d o w n er of c o p yri g ht i n s u c h w or k.

C o nsist e nt wit h G o o d P u bli c ati o n Pr a cti c es a n d I nt er n ati o n al C o m mitt e e of M e di c al J o ur n al 

E dit ors g ui d eli n es, th e s p o ns or s h all h a v e t h e ri g ht t o p u blis h s u c h pri m ar y  (m ulti c e nt er) d at a 

a n d i nf or m ati o n wit h o ut a p pr o v al fr o m t h e i n v esti g at or. T h e in v esti g at or h as t h e ri g ht t o p u blis h 

st u d y sit e-s p e cifi c d at a aft er t h e pri m ar y  dat a ar e p u blis h e d. If a n i n v esti g at or wis h es t o p u blis h 

i nf or m ati o n fr o m t h e st u d y, a c o p y  of th e m a n us cri pt m ust b e pr o vi d e d t o t h e s p o ns or f or r e vi e w 

at l e ast 6 0 d a y s b ef or e s u b missi o n f or p u bli c ati o n or pr es e nt ati o n. E x p e dit e d r e vi e ws will b e 

arr a n g e d f or a bstr a cts, p ost er pr es e nt ati o ns, or ot h er m at eri als. If r e q u est e d b y  th e s p o ns or i n 

writi n g, t h e i n v esti g at or will wit h h ol d s u c h p u bli c ati o n f or u p t o a n a d diti o n al 6 0 d a y s t o all o w 

f or fili n g of a p at e nt a p pli c ati o n. I n th e e v e nt t h at iss u es aris e r e g ar di n g s ci e ntifi c i nt e grit y or 

r e g ul at or y co m pli a n c e, t h e s p o ns or will r e vi e w t h es e iss u es wit h t h e i n v esti g at or. T h e s p o ns or 

will n ot m a n d at e m o difi c ati o ns t o s ci e ntifi c c o nt e nt a n d d o es n ot h a v e t h e ri g ht t o s u p pr ess 

i nf or m ati o n. F or m ulti c e nt er st u d y desi g ns a n d s u b st u d y ap pr o a c h es, s e c o n d ar y res ults g e n er all y 

s h o ul d n ot b e p u blis h e d b ef or e t h e pri m ar y  en d p oi nts of a st u d y ha v e b e e n p u blis h e d. Si mil arl y , 

i n v esti g at ors will r ec o g ni z e t h e i nt e grit y of a multi c e nt er st u d y b y  not s u b mitti n g f or p u bli c ati o n 

d at a d eri v e d fr o m t h e i n di vi d u al st u d y sit e u ntil t h e c o m bi n e d r es ults fr o m t h e c o m pl et e d st u d y

h a v e b e e n s u b mitt e d f or p u bli c ati o n, wit hi n 1 2 m o nt hs of t h e a v ail a bilit y  of t h e fi n al d at a (t a bl es, 

listi n gs, gr a p hs), or t h e s p o ns or c o nfir ms t h er e will b e n o m ulti c e nt er st u d y pu bli c ati o n. 

A ut h ors hi p of p u bli c ati o ns r es ulti n g fr o m t his st u d y will b e b as e d o n t h e g ui d eli n es o n 

a ut h ors hi p, s u c h as t h os e d es cri b e d i n t h e U nif or m R e q uir e m e nts f or M a n us cri pts S u b mitt e d t o 

Bi o m e di c al J o ur n als, w hi c h st at e t h at t h e n a m e d a ut h ors m ust h a v e m a d e a si g nifi c a nt 

c o ntri b uti o n t o t h e d e si g n of t h e st u d y  or a n al ysi s a n d i nt er pr et ati o n of t h e d at a, pr o vi d e d criti c al 

r e vi e w of t h e p a p er, a n d gi v e n fin al a p pr o v al of t h e fi n al v ersi o n.

R e gist r ati o n of Cli ni c al St u di es a n d Dis cl os u r e of R es ults

T h e s p o ns or will r e gist er a n d dis cl os e t h e e xist e n c e of a n d t h e r es ults of cli ni c al st u di es as 

r e q uir e d by l a w.
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2 3. E ur o p e a n M e di ci n es A g e n c y. Q u alifi c ati o n O pi ni o n o f M C P-M o d as a n effi ci e nt st atisti c al m et h o d ol o g y f or 
m o d el -b as e d d esi g n a n d a n al ysis of P h as e II d os e fi n di n g st u di es u n d er m o d el u n c ert ai nt y. 2 0 1 4.

2 4. Gl ass m a n S D, C o p a y A G, B er v e n S H, P oll y D W, S u b a c h B R, C arr e o n L Y. D efi ni n g s u bst a nti al cli ni c al 
b e n efit f oll o wi n g l u m b ar s pi n e art hr o d esis. J B o n e J oi nt S ur g A m. 2 0 0 8; 9 0( 9): 1 8 3 9 -1 8 4 7.

2 5. Gr u nst ei n R. I ns o m ni a: di a g n osis a n d m a n a g e m e nt. A ust F a m P h ysi ci a n. 2 0 0 2; 3 1( 1 1): 9 9 5 -1 0 0 0.

2 6. G u y W. C GI: Cli ni c al Gl o b al I m pr essi o ns. I n: E C D E U Ass ess m e nt M a n u al f or Ps y c h o p h ar m a c ol o g y. 
R o c k vill e, M D: U S D e p art m e nt of H e alt h a n d H u m a n S er vi c es; pri nt e d 1 9 7 6 (r e pri nt e d 1 9 9 1): 2 1 7 -2 2 2.

2 7. G u y W. Cli ni c al Gl o b al I m pr essi o ns ( C GI) S c al e. W as hi n gt o n D C: A P A; 2 0 0 0. M o difi e d Fr o m: R us h J, et al. 
Ps y c hi atri c M e as ur es.

2 8. H a g a n JJ, L es li e R A, P at el S, et al. Or e xi n A a cti v at es l o c us c o er ul e us c ell firi n g a n d i n cr e as es ar o us al i n t h e 
r at. Pr o c N atl A c a d S ci U S A . 1 9 9 9; 9 6( 1 9): 1 0 9 1 1-1 0 9 1 6.

2 9. H ai m o v I, H a n u k a E, H or o w it z Y. C hr o ni c i ns o m ni a a n d c o g niti v e f u n cti o ni n g a m o n g ol d er a d ults. B e h a v
Sl e e p M e d. 2 0 0 8; 6( 1): 3 2 -5 4.

3 0. Hi n d m ar c h I, P at at A, St a nl e y N, P at y I, Ri g n e y U. R esi d u al eff e cts of z al e pl o n a n d z ol pi d e m f oll o wi n g 
mi d dl e of t h e ni g ht a d mi nistr ati o n fi v e h o urs t o o n e h o ur b ef or e a w a k e ni n g. H u m Ps y c h o p h ar m a c ol. 
2 0 0 1; 1 6( 2): 1 5 9 -1 6 7.

3 1. Hi n d m a r c h I, L e g a n g n e u x E, St a nl e y N, E m e g b o S, D a ws o n J. A d o u bl e-bli n d, pl a c e b o -c o ntr oll e d 
i n v esti g ati o n of t h e r esi d u al ps y c h o m ot or a n d c o g niti v e eff e cts of z ol pi d e m i n h e alt h y el d erl y v ol u nt e ers. Br J 
Cli n P h ar m a c ol. 2 0 0 6; 6 2( 5): 5 3 8 -5 4 5.

3 2. H o h a g e n F, K a p pl er C, S c hr a m m E, Ri e m a n n D, W e y er er S, B er g er M. Sl e e p o ns et i ns o m ni a, sl e e p 
m ai nt ai ni n g i ns o m ni a a n d i ns o m ni a wit h e arl y m or ni n g a w a k e ni n g – t e mp or al st a bilit y of s u bt y p es i n a 
l o n git u di n al st u d y o n g e n er al pr a cti c e att e n d ers. Sl e e p. 1 9 9 4: 1 7( 6): 5 5 1-5 5 4.

3 3. H ol m  KJ, G o a K L. Z ol pi d e m: a n u p d at e of its p h ar m a c ol o g y, t h er a p e uti c effi c a c y a n d t ol er a bilit y i n t h e 
tr e at m e nt of i ns o m ni a. Dr u gs. 2 0 0 0; 5 9( 4): 8 6 5-8 8 9.

3 4. H u a n g Z -L, Q u W -M, Li W -D, et al. Ar o us al eff e ct of or e xi n A d e p e n ds o n a cti v ati o n of t h e hist a mi n er gi c 
s yste m . Pr o c e e di n gs of t h e N ati o n al A c a d e m y of S ci e n c es of t h e U nit e d St at es of A m eri c a. 
2 0 0 1; 9 8: 9 9 6 5 -9 9 7 0.

3 5. I n v esti g at or's Br o c h ur e U p d at e: J NJ-4 2 8 4 7 9 2 2, E diti o n 5, D o c u m e nt N o. E D M S -E RI -1 7 0 5 9 9 0 9; 7. 0. J a nss e n 
R es e ar c h & D e v el o p m e nt, L. L. C ( 1 1 O ct o b er 2 0 1 6).

3 6. J a uss e nt I, D a u villi ers Y, A n c eli n M L, et al. I ns o m ni a s y m pt o ms i n ol d er a d ults: ass o ci at e d f a ct ors a n d g e n d er 
diff er e n c es. A m J G eri atr Ps y c hi atr y. 2 0 1 1; 1 9( 1): 8 8 -9 7.

3 7. K ai d a K, T a k a h as hi M, A k erst e dt T , et al. V ali d ati o n of t h e K ar oli ns k a sl e e pi n ess s c al e a g ai nst p erf or m a n c e 
a n d E E G v ari a bl es. Cli n N e ur o p h ysi ol. 2 0 0 6; 1 1 7( 7): 1 5 7 4 -1 5 8 1.

3 8. Ki m  K, U c hi y a m a M, O k a w a M, Li u X, O gi h ar a R. A n e pi d e mi ol o gi c al st u d y of i ns o m ni a a m o n g t h e J a p a n es e 
g e n er al p o p ul ati o n. Sl e e p. 2 0 0 0; 2 3( 1): 4 1 -4 7.

3 9. Kl e y k a m p B A, Griffit hs R R, M c C a n n U D, S mit h M T, Mi nt z er M Z. A c ut e eff e cts of z ol pi d e m 
e xt e n d e d -r el e as e o n c o g niti v e p erf or m a n c e a n d sl e e p i n h e alt h y m al es aft er r e p e at e d ni g htl y us e. E x p Cli n 
Ps y c h o p h ar m a c ol. 2 0 1 2; 2 0( 1): 2 8 -3 9.

4 0. Kr a us S S, R a bi n L A. Sl e e p A m eri c a: M a n a gi n g t h e crisis of a d ult c hr o ni c i ns o m ni a a n d ass o ci at e d c o n diti o ns. 
J Aff e ct Dis or d. 2 0 1 2; 1 3 8( 3): 1 9 2 -2 1 2.

4 1. L é g er D, G uill e mi n a ult C, Dr e yf us J P, D el a h a y e C, P aill ar d M. Pr e v al e n c e of i ns o m ni a i n a s ur v e y of 
1 2, 7 7 8 a d ults i n Fr a n c e. J Sl e e p R es. 2 0 0 0; 9( 1): 3 5 -4 2.

4 2. L é g er D, P o ur s ai n B, N e u b a u er D, U c hi y a m a M. A n i nt er n ati o n al s ur v e y of sl e e pi n g pr o bl e ms i n t h e g e n er al 
p o p ul ati o n. C urr m e d R es O pi n. 2 0 0 8; 2 4( 1): 3 0 7 -3 1 7.
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4 3. L é g er D, V a y o n V. S o ci et al c osts of i ns o m ni a. Sl e e p m e di ci n e R e vi e ws. 2 0 1 0: 1 4( 6): 3 7 9 -3 8 9.

4 4. Li c hst ei n K L, D urr e n c e H H, T a y l or DJ, B us h AJ, Ri e d el B W. Q u a ntit ati v e crit eri a f or i ns o m ni a. B e h a v R es 
T h er. 2 0 0 3; 4 1( 4): 4 2 7 -4 4 5.

4 5. Li n g A, Li m M L, G w e e X, H o R C, C olli ns o n S L, N g T P. I ns o m ni a a n d d a yti m e n e ur o ps y c h ol o gi c al t est 
p erf or m a n c e i n ol d er a d ults. Sl e e p M e d. 2 0 1 6; 1 7: 7 -1 2.

4 6. M c C all W V. M a n a g e m e nt of pri m ar y sl e e p dis or d ers a m o n g el d erl y p ers o ns. Ps y c hi atr S er v. 
1 9 9 5; 4 6( 1): 4 9 -5 5.

4 7. M c C all W, Er m a n M, Kr yst al A D, et al. A p ol ys o m n o gr a p h y st u d y of es z o pi cl o n e i n el d erl y p ati e nts wit h 
i ns o m ni a. C urr M e d R es O pi n. 2 0 0 6 S e p; 2 2( 9): 1 6 3 3 -1 6 4 2.

4 8. Mi nt z er M Z, Fr e y J M, Yi n gli n g J E, Griffit hs R R. Tri a z ol a m a n d z ol pi d e m: a c o m p aris o n of t h eir 
p s y c h o m ot or, c o g niti v e, a n d s u bj e cti v e eff e cts i n h e alt h y v ol u nt e ers. B e h a v P h ar m a c ol. 1 9 9 7; 8( 6 – 7): 5 6 1 -5 7 4.

4 9. Mis hi m a K, Di B o n a v e nt ur a M D, Gr os s H. T h e b ur d e n of i ns o m ni a i n J a p a n. N at S ci Sl e e p. 2 0 1 5; 7: 1 -1 1.

5 0. M o n k T H. S u bj e cti v el y a n d o bj e cti v el y r e c or d e d sl e e p m e as ur es i n t h e mi d dl e y e ars of lif e. Tr a v H u m. 
2 0 0 4; 6 7( 1): 7 -1 9.

5 1. M or airt y S R, R e v el F G, M al h er b e P, et al. D u al H y p o cr eti n R e c e pt or A nt a g o nis m Is M or e Eff e cti v e f or Sl e e p 
Pr o m oti o n t h a n A nt a g o nis m of Eit h er R e c e pt or Al o n e. P L o S O n e. 2 0 1 2: 7( 7): e 3 9 1 3 1.

5 2. M ori n C M, B él a n g er I, L e Bl a n c M, et al. T h e n at ur al hist or y of i ns o m ni a: a p o p ul ati o n -b a s e d 3 -y e ar 
l o n git u di n al st u d y. Ar c h I nt er n m e d. 2 0 0 9; 16 9( 5): 4 4 7 -4 5 3.

5 3. M ori n C M, B ell e vill e G, B él a n g er L, I v ers H. T h e I ns o m ni a S e v erit y I n d e x: Ps y c h o m etri c i n di c at ors t o d et e ct 
i ns o m ni a c as es a n d e v al u at e tr e at m e nt r es p o ns e. Sl e e p. 2 0 1 1; 3 4: 6 0 1-6 0 8.

5 4. M ori n C M, B e n c a R. C hr o ni c i ns o m ni a. L a n c et. 2 0 1 2; 3 7 9( 9 8 2 1): 1 1 2 9 -1 1 4 1.

5 5. M or p h y H, D u n n K M, L e wis M, B o ar d m a n H F, Cr oft P R. E pi d e mi ol o g y of i ns o m ni a: a l o n git u di n al st u d y i n a 
U K p o p ul ati o n. Sl e e p. 2 0 0 7; 3 0( 3): 2 7 4 -2 8 0.

5 6. N ati o n al Sl e e p F o u n d ati o n ( N S F). 2 0 0 4 Sl e e p i n A m eri c a P oll: S u m m ar y of fi n di n g.
htt ps://sl e e pf o u n d at i o n. or g/ sit es/ d ef a ult/fil es/ FI N A L % 2 0 S O F % 2 0 2 0 0 4. p df. A c c ess e d 0 5 A u g ust 2 0 1 5.

5 7. N ati o n al Sl e e p F o u n d ati o n ( N S F). 2 0 0 8 Sl e e p i n A m eri c a P oll. S u m m ar y of fi n di n g. 
htt p://sl e e pf o u n d ati o n. or g/sit es/ d ef a ult/fil es/ 2 0 0 8 % 2 0 P O L L % 2 0 S O F. P D F. A c c ess e d 0 5 A u g ust 2 0 1 5.

5 8. N e b es R D, B u yss e DJ, H alli g a n E M, et al. S elf -r e p ort e d sl e e p q u alit y pr e di cts p o or c o g niti v e p erf or m a n c e i n 
h e alt h y ol d er a d ults. J G er o nt ol B Ps y c h ol S ci S o c S ci. 2 0 0 9; 6 4( 2): 1 8 0 -1 8 7.

5 9. O h a y o n M M, R e y n ol ds C F. E pi d e mi ol o gi c al a n d cli ni c al r el e v a n c e of i ns o m ni a di a g n osis al g orit h ms 
a c c or di n g t o t h e D S M -I V a n d t h e i nt er n ati o n al cl assifi c ati o n of sl e e p dis or d ers (I C S D). Sl e e p M e d. 
2 0 0 9; 1 0( 9): 9 5 2 -9 6 0.

6 0. O h a y o n M M, S mir n e S. Pr e v al e n c e a n d c o ns e q u e n c es of i ns o m ni a dis or d ers i n t h e g e n er al p o p ul ati o n of It al y. 
Sl e e p M e d . 2 0 0 2; 3( 2): 1 1 5-1 2 0.

6 1. Ot m a ni S, D e m a zi èr es A, St a n er C, et al. Eff e cts of pr ol o n g e d -r el e as e m el at o ni n, z ol pi d e m, a n d t h eir 
c o m bi n ati o n o n ps y c h o m ot or f u n cti o ns, m e m or y r e c all, a n d dri vi n g s kills i n h e alt h y mi d dl e a g e d a n d el d erl y 
v ol u nt e ers. H u m Ps y c h o p h ar m a c ol. 2 0 0 8; 2 3( 8): 6 9 3 -7 0 5.

6 2. P at at A, P at y I, Hi n d m ar c h I. P h ar m a c o d y n a mi c pr ofil e of z al e pl o n, a n e w  n o n-b e n z o di a z e pi n e h y p n oti c a g e nt. 
H u m Ps y c h o p h ar m a c ol. 2 0 0 1; 1 6( 5): 3 6 9 -3 9 2.

6 3. P e yr o n C, Ti g h e D K, v a n d e n P ol A N, et al. N e ur o ns c o nt ai ni n g h y p o cr eti n ( or e xi n) pr oj e ct t o m ulti pl e 
n e ur o n al s yst e ms. J N e ur os ci. 1 9 9 8; 1 8( 2 3): 9 9 9 6 -1 0 0 1 5.

6 4. Pi n h eir o J, B or n k a m p B, Gli m m E, Br et z F. M o d el -b as e d d os e fi n di n g u n d er m o d el u n c ert ai nt y usi n g g e n er al 
p ar a m etri c m o d els. St at M e d. 2 0 1 4; 3 3( 1 0): 1 6 4 6 -1 6 6 1.

6 5. Pi p er D C, U pt o n N, S mit h MI, H u nt er AJ. T h e n o v el br ai n n e ur o p e pti d e, or e xi n -A, m o d ul at es t h e sl e e p -w a k e 
c y cl e of r ats. E ur J N e ur os ci. 2 0 0 0; 1 2( 2): 7 2 6 -7 3 0.
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1 1 7
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6 6. P os n er K, O q u e n d o M A, G o ul d M, St a nl e y B, D a vi es M. C ol u m bi a Cl assifi c ati o n Al g orit h m of S ui ci d e 
Ass ess m e nt ( C -C A S A): cl assi fi c ati o n of s ui ci d al e v e nts i n t h e F D A’s p e di atri c s ui ci d al ris k a n al ysis of 
a nti d e pr ess a nts. A m J Ps y c hi atr y. 2 0 0 7; 1 6 4( 7): 1 0 3 5 -1 0 4 3.

6 7. R e y n ol ds III C F. Sl e e p dis or d ers. I n: S a d a v o y J, L a z ar us L W, J ar vi k L F, Gr oss b er g G T, e dit ors. 
C o m pr e h e nsi v e r e vi e w of  g eri atri c ps y c hi atr y – II. W as hi n gt o n ( D C): A m eri c a n Ps y c hi atri c Pr ess I n c. 
1 9 9 6; 6 9 3 -7 1 2.

6 8. Ri c k els K, G ar ci a -Es p a n a R, M a n d os L A, C as e G W. P h ysi ci a n Wit h dr a w al C h e c klist ( P W C -2 0). J Cli n 
Ps y c h o p h ar m a c ol. 2 0 0 8; 4: 4 4 7 -4 5 1.

6 9. Ri e m a n n D, S pi e g el h al d er K, F ei g e B, et al. T h e h y p er ar o us al m o d el of i ns o m ni a: A r e vi e w of t h e c o n c e pt a n d 
its e vi d e n c e. Sl e e p M e d R e v. 2 0 1 0; 1 4( 1): 1 9-3 1. 

7 0. R o e c k er AJ, M er c er S P, B er g m a n J M, et al. Dis c o v er y of di a z e p a n e a mi d e D O R As a n d 2 -S O R As e n a bl e d b y 
e x pl or ati o n of is ost eri c q ui n a z oli n e r e p l a c e m e nts. Bi o or g M e d C h e m L ett. 2 0 1 5; 2 5( 2 1): 4 9 9 2-4 9 9 9.

7 1. R us h C R, Ar mstr o n g D L, Ali J A, P a z z a gli a PJ. B e n z o di a z e pi n e - r e c e pt or li g a n ds i n h u m a ns: a c ut e 
p erf or m a n c e -i mp airi n g, s u bj e ct -r at e d a n d o bs er v er-r at e d eff e cts. J Cli n Ps y c h o p h ar m a c ol. 1 9 9 8; 1 8( 2): 1 5 4- 1 6 5.

7 2. S a k ur ai T, A m e mi y a A, Is hii M, et al. Or e xi ns a n d or e xi n r e c e pt ors: a f a mil y of h y p ot h al a mi c n e ur o p e pti d es 
a n d G pr ot ei n -c o u pl e d r e c e pt ors t h at r e g ul at e f e e di n g b e h a vi or. C ell. 1 9 9 8; 9 2( 4): 5 7 3 -5 8 5.

7 3. S c h arf M, Er m a n M, R os e n b er g R, et al. A t w o - w e e k effi ca c y  a n d s af et y st u d y of es z o pi cl o n e i n el d erl y 
p ati e nts wit h pri m ar y i ns o m ni a. Sl e e p. 2 0 0 5; 2 8( 6): 7 2 0 -7 2 7.

7 4. S c h o e d el K A, S u n H, S ell ers E M, et al. Ass ess m e nt of t h e A b us e P ot e nti al of t h e Or e xi n R e c e pt or A nt a g o nist, 
S u v or e x a nt, C o m p ar e d Wit h Z ol pi d e m i n a R a n d o m i z e d Cr oss o v er St u d y. J Cli n Ps y c h o p h ar m a c ol. 
2 0 1 6; 3 6( 4): 3 1 4 -3 2 3.

7 5. St or m W F, E d d y D R, W el c h C B, Hi c k e y P A, Fis c h er J, C ar d e n as R. C o g niti v e p erf or m a n c e f oll o wi n g 
pr e m at ur e a w a k e ni n g fr o m z ol pi d e m or m el at o ni n i n d u c e d d a yti m e sl e e p. A vi at S p a c e E n vir o n M e d. 
2 0 0 7; 7 8( 1): 1 0 -2 0.

7 6. T y r er P, M ur p h y S, Ril e y P. T h e B e n z o di a z e pi n e Wit h dr a w al S y m pt o m Q u esti o n n air e. J Aff e ct Dis or d. 
1 9 9 0; 1 9( 1): 5 3 -6 1.

7 7. U n d e n M, R ot h -S c h e c ht er B. N e xt d a y eff e cts aft er ni g htti m e tr e at m e nt wit h z ol pi d e m: a r e vi e w. E ur J 
Ps y c hi atr y. 1 9 9 6 ; 1 1 ( S u p pl 1): 2 1 S-3 0 S.

7 8. U. S. D e p art m e nt of H e alt h a n d H u m a n S er vi c es F D A C e nt er f or Dr u g E v al u ati o n a n d R es e ar c h ( C D E R): 
G ui d a n c e f or I n d ustr y: S ui ci d al I d e ati o n a n d B e h a vi or: Pr os p e cti v e Ass ess m e nt of O c c urr e n c e i n Cli ni c al 
Tri als, A u g ust 2 0 1 2, R e visi o n 1 .

7 9. Usl a n er J M, T y e SJ, E d di ns D M, et al. Or e xi n r e c e pt or a nt a g o nists diff er fr o m st a n d ar d sl e e p dr u gs b y 
pr o m oti n g sl e e p at d os es t h at d o n ot disr u pt c o g niti o n. S ci Tr a nsl M e d. 2 0 1 3; 5( 1 7 9): 1 7 9r a 4 4.

8 0. V er m e er e n A. R esi d u al eff e cts of h y p n oti cs: e pi d e mi ol o g y a n d cli ni c al i m pli c ati o ns. C N S Dr u gs. 2 0 0 4; 
1 8( 5): 2 9 7 -3 2 8.

8 1. V erst er J C, V ol k erts E R, S c hr e u d er A H, et al. R esi d u al eff e cts of mi d dl e -of -t h e-ni g ht a d mi nistr ati o n of 
z al e pl o n a n d z ol pi d e m o n dri vi n g a bilit y, m e m or y f u n cti o ns, a n d ps y c h o m ot or p erf or m a n c e. J Cli n
Ps y c h o p h ar m a c ol. 2 0 0 2; 2 2( 6): 5 7 6 -5 8 3.

8 2. V erst er J C, V ol k erts E R. Eff e cts of z ol pi d e m a n d t e m a z e p a m o n dri vi n g a bilit y. Sl e e p M e d. 
2 0 0 4; 5( 6): 6 0 9 -6 1 0.

8 3. W e b b W B. Sl e e p i n ol d er p ers o ns: sl e e p str u ct ur es of 5 0 - t o 6 0-y e ar -ol d m e n a n d w o m e n. J G er o nt ol. 
1 9 8 2; 3 7( 5 ): 5 8 1-5 8 6.

8 4. Wri g ht B M. A si m pl e m e c h a ni c al at a xi a -m et er. J P h ysi ol. 1 9 7 1; 2 1 8( S u p pl): 2 7 P -2 8 P.

8 5. Y u L, B u yss e DJ, G er m ai n A, et al. D e v el o p m e nt of s h ort f or ms fr o m t h e P R O MI S ™ sl e e p dist ur b a n c e a n d 
sl e e p -r el at e d i m p air m e nt it e m b a n ks. B e h a v Sl e e p M e d. 2 0 1 1; 1 0( 1): 6-2 4.

8 6. Z eit z er J M, Nis hi n o S, Mi g n ot E. T h e n e ur o bi ol o g y of h y p o cr eti ns ( or e xi ns), n ar c ol e ps y a n d r el at e d 
t h er a p e uti c i nt er v e nti o ns. Tr e n ds i n P h ar m a c ol o gi c al S ci e n c es 2 0 0 6; 2 7: 3 6 8-3 7 4.



J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3
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A p pr o v e d , D at e: 2 5 J ul y 2 0 1 8

8 7. Z ol pi d e m 5 m g Fil m -C o at e d T a bl es: S u m m ar y of Pr o d u ct C h ar a ct eristi cs. S a n ofi; 1 5 S e pt e m b er 2 0 1 4. 
htt ps:// w w w. m e di ci n es. or g. u k/ e m c/ m e di ci n e/ 2 5 4 0 8 ( a c c ess e d 8 S e pt e m b er 2 0 1 6).

8 8. Z ol pi d e m 1 0 m g Fil m -C o at e d T a bl es: S u m m ar y of Pr o d u ct C h ar a ct eristi cs. S a n ofi; 1 5 S e pt e m b er 2 0 1 4. 
htt ps:// w w w. m e di ci n es. or g. u k/ e m c/ m e di ci n e/ 2 5 4 1 1 ( a c c es s e d 8 S e pt e m b er 2 0 1 6).

8 9. Z ol pi d e m: Pr es cri bi n g I nf or m ati o n. S a n ofi -A v e ntis U. S. L L C, O ct o b er 2 0 1 4. 
htt p:// w w w. a c c ess d at a f d a. g o v/ dr u gs atf d a _ d o cs/l a b el/ 2 0 1 6/ 0 1 9 9 0 8s 0 3 6, 0 2 1 7 7 4s 0 1 7l bl. p df ( a c c ess e d 
8 S e pt e m b er 2 0 1 6).

9 0. C a p e n C. T o xi c r es p o ns es of t h e e n d o cri n e s yst e m I n: Kl a ass e n, C D, e dit or, C as ar ett a n d D o ull's T o xi c ol o g y: 
T h e B asi c S ci e n c e of P ois o ns 6t h e d: M c Gr a w -Hill, N e w  Y or k, 2 0 0 1; 7 2 9-7 3 1.

9 1. M c Cl ai n R M. T h e si g nifi c a n c e of h e p ati c mi cr os o m al e n z y m e i n d u cti o n a n d alt er e d t h yr oi d f u n cti o n i n r ats: 
i mpli c ati o ns f or t h yr oi d gl a n d n e o pl asi a. T o xi c ol P at h ol. 1 9 8 9; 1 7: 2 9 4 -3 0 6.

9 2. K o hs a k a A, W at a n o b e H, K a ki z a ki Y, S u d a T, S c hi ot h H B. A si g nifi c a nt p arti ci p ati o n of or e xi n -A, a p ot e nt 
or e xi g e ni c p e pti d e, i n t h e pr e o v ul at or y l ut ei ni zi n g h or m o n e a n d pr ol a cti n s ur g es i n t h e r at. Br ai n R es. 
2 0 0 1; 8 9 8: 1 6 6 -1 7 0.

9 3. L ó p e z M, T e n a -S e m p er e M, Di é g u e z C. Cr oss -t al k b et w e e n or e xi ns ( h y p o cr eti ns) a n d t h e n e ur o e n d o cri n e a x es 
( h y p ot h al a mi c-pit uit ar y a x es). Fr o nt N e ur o e n d o cri n ol. 2 0 1 0 A pr; 3 1( 2): 1 1 3 -1 2 7.

9 4. Sil v e yr a P, L u x -L a nt os V, Li b ert u n C. B ot h or e xi n r e c e pt ors ar e e x pr ess e d i n r at o v ari es a n d fl u ct u at e wit h t h e 
estr o us c y cl e: eff e cts of or e xi n r e c e pt or a nt a g o nists o n g o n a d otr o pi ns a n d o v ul ati o n. A m J P h ysi ol E n d o cri n ol 
M et a b. 2 0 0 7; 2 9 3: E 9 7 7 -E 9 8 5.

9 5. C etr or eli x N D A p h ar m a c ol o g y r e vi e w. A v ail a bl e fr o m: 
htt ps:// w w w. a c c ess d at a f d a. g o v/ dr u gs atf d a _ d o cs/ n d a/ 2 0 0 0/ 2 1 -1 9 7 _ C etr oti d e _ p h ar mr. p df. A c c ess e d 2 6 M ar c h 
2 0 1 8 .

9 6. F as l o d e x N D A p h ar m a c ol o g y r e vi e w. A v ail a bl e fr o m: 
htt ps:// w w w. a c c ess d at a f d a. g o v/ dr u gs atf d a _ d o cs/ n d a/ 2 0 0 2/ 2 1-3 4 4 _ F ul v estr a nt _ p h ar mr _ P 3. p df . A c c ess e d 2 6 
M ar c h 2 0 1 8.



J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3

1 1 9
A p pr o v e d , D at e: 2 5 J ul y 2 0 1 8

At t a c h m e nt 1: L o w -F at Di et M e n u S u g g e sti o n s ( O pti o n al U s e)

T o mi ni mi z e i nt erf er e n c e c a us e d b y li pi d c o nt e nt i n bl o o d s p e ci m e ns c oll e ct e d f or bi o m ar k er 

e v al u ati o n, s u bj e ct s s h o ul d f oll o w a l o w-f at di et f or t h e m e al pri or t o bl o o d c oll e cti o n. A l o w-f at 

di et d o es n ot n e e d t o b e f oll o w e d if t h e s u bj e ct h as b e e n f asti n g f or at l e ast 8 h o urs pri or t o th e 

bl o o d dr a w.

B el o w ar e s u g g e sti o n s f or l o w -f at m e al s t h at c o ul d b e c o n s u m e d pri or t o bl o o d c oll e cti o n. T h e s e 

lists ar e n ot all i n cl usi v e a n d st u d y sit es s h o ul d us e t h eir b est j u d g m e nt w h e n pr o vi di n g di et ar y 

g ui d a n c e t o s u bj e cts.

F o o ds all o w e d p ri o r t o b i o m a r k e r bl o o d c oll e cti o n
S a m pl e B r e a kf ast M e n us:
Dr y  wh ol e w h e at t o ast
Fr uit s al a d 
Cl e ar t e a or c off e e ( n o mil k or cr e a m)
Fr uit or v e g et a bl e j ui c e

Dr y  c er e al ( n o n uts or gr a n ol a, n o mil k)
Cl e ar t e a or c off e e ( n o mil k or cr e a m)
Fr uit or v e g et a bl e j ui c e

Pl ai n o at m e al or ot h er c o o k e d w h ol e gr ai n c er e al ( n o 
n uts or gr a n ol a, n o mil k)
T o p p e d w it h fr es h or dri e d fr uit ( n o b utt er, mil k or 
cr e a m )
Cl e ar t e a or c off e e ( n o mil k or cr e a m)
Fr uit or v e g et a bl e j ui c e

Dr y  wh ol e w h e at t o ast
P o a c h e d e g g w hit es or e g g s u bstit ut e
Cl e ar t e a or c off e e ( n o mil k or cr e a m)
Fr uit or v e g et a bl e j ui c e

S a m pl e L u n c h M e n us:
T ur k e y br e ast s a n d wi c h o n w h ol e w h e at br e a d ( L ett u c e, 
t o mat o a n d m ust ar d) 
Cl e ar b e v er a g e
Fl a v or e d g el ati n

Pl ai n p ast a wit h pl ai n m ari n ar a s a u c e ( n o b utt er or 
c h e es e)
Si d e of st e a m e d v e g et a bl es ( n o b utt er or oil)
Cl e ar b e v er a g e
Fl a v or e d g el ati n

St e a m e d c hi c k e n br e ast (l e a n, n o s ki n)
Si d e gr e e n s al a d ( n o dr essi n g, oil or c h e es e)
Cl e ar b e v er a g e
Fl a v or e d g el ati n

L ar g e t oss e d gr e e n s al a d wit h ass ort e d v e g et a bl es ( n o 
dr essi n g, oil or c h e es e)
Cl e ar b e v er a g e
Fl a v or e d g el ati n

C u c u m b er s a n d wi c h o n w h ol e -w h e at br e a d
L ett u c e, t o m at o es, s hr e d d e d c arr ots, o ni o ns or ot h er 
v e g et a bl es
Cl e ar b e v er a g e
Fl a v or e d g el ati n

Cl e ar br ot h w it h v e g et a bl es a n d p ast a
Fr uit s al a d
Cl e ar b e v er a g e
Fl a v or e d g el ati n
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F o o ds t o a v oi d p ri o r t o bl o o d c oll e cti o n:
 A v oi d all f ats a n d n uts s u c h as: b utt er a n d m ar g ari n e, cr e a m, b a c o n f at, l ar d, all oils, all n uts, 

p e a n ut b utt er, c o c o n ut, w h ol e s e e ds s u c h as p u m p ki n a n d s u nfl o w er.

 A v oi d all mil k a n d d air y  pr o d u cts s u c h as: mil k a n d mil k pr o d u cts, c h e es e, all pr o d u cts 

c o nt ai ni n g c h e es e, c h e es es s pr e a ds s u c h as cr e a m c h e es e, s o ur cr e a m, y o g urt, i c e cr e a m, a n d 

mil k c h o c ol at e.

 A v oi d hi g h f at pr e p ar e d f o o ds a n d f o o ds n at ur all y hi g h i n f at:

- All r e d m e ats or m e ats c o nt ai ni n g f at s u c h as p or k

- F att y m e ats s u c h as: l u n c h e o n m e ats, or g a n m e ats, b a c o n

- F att y fis h s u c h as: s al m o n, m a c k er el

- S al a d dr essi n g a n d m a y o n n ais e

- B utt er e d, a u gr ati n, cr e a m e d or fri e d v e g et a bl es

- Fri e d f o o ds

- Fri e d s n a c ks s u c h as: c hi ps, cr a c k ers, Fr e n c h fri es, gr a vi es a n d s a u c es

- B a k e d g o o ds a n d fr osti n g



J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3
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At t a c h m e nt 2: A v er a g e C aff ei n e C o nt e nt of V ari o u s B e v er a g e s

T y p e of B e v e r a g e Si z e C aff ei n e ( mg)

C off e e, br e w e d 8 o z. ( 2 3 7 m L) 9 5 -2 0 0 m g

C off e e, br e w e d, d e c aff ei n at e d 8 o z. ( 2 3 7 m L) 2- 1 2 m g

Es pr ess o, r est a ur a nt -st yl e 1 o z. ( 3 0 m L) 4 7 -7 5 m g

I nst a nt C off e e 8 o z. ( 2 3 7 m L) 2 7 -1 7 3 m g

S p e ci alt y C off e e dri n k (l att e or m o c h a) 8 o z. ( 2 3 7 m L) 6 3 -1 7 5 m g

Bl a c k t e a 8 o z. ( 2 3 7 m L) 1 4 -7 0 m g

Bl a c k t e a, d e c aff ei n at e d 8 o z. ( 2 3 7 m L) 0- 1 2 m g

Gr e e n t e a 8 o z. ( 2 3 7 m L) 2 4 -4 5 m g

I c e d t e a, b ottl e d 8 o z. ( 2 3 7 m L) 5- 4 0 m g

C ol as ( C o c a -C ol a, Di et C o k e, P e psi, Di et P e psi) 1 2 o z. ( 3 5 5 m L) 2 3 -4 7 m g

M o u nt ai n D e w (r e g ul ar a n d di et) 1 2 o z. ( 3 5 5 m L) 4 2 -5 5 m g

7- U p, S prit e, Si err a Mist 1 2 o z. ( 3 5 5 m L) 0

A m p E n er g y Dri n k, r e g ul ar or s u g ar -fr e e 8 o z. ( 2 3 7 m L) 7 1 -7 4 m g

5- H o ur E n er g y s h ot 2 o z. ( 6 0 m L) 2 0 0 -2 0 7 m g

F ull T hr ottl e, r e g ul ar or s u g ar -fr e e 8 o z. ( 2 3 7 m L) 7 0 -1 0 0 m g

R e d B ull, r e g ul ar or s u g ar -fr e e 8. 4 o z. ( 2 4 8 m L) 7 5 -8 0 m g

R o c kst ar, r e g ul ar or s u g ar -fr e e 8 o z. ( 2 3 7 m L) 7 9 -8 0 m g

A d a pt e d fr o m J o ur n al of F o o d S ci e n c e, 2 0 1 0; P e di atri cs, 2 0 1 1; A m eri c a n A c a d e m y of P e di atri cs, 2 0 1 1; U S D A N ati o n al N utri e nt 
D at a b as e f or St a n d ar d R ef er e n c e, R el e as e 2 6; J o ur n al of A n al yti c al T o xi c ol o g y, 2 0 0 6; St ar b u c ks, 2 0 1 4; P e di atri c s, 2 0 1 1; U S D A 
N ati o n al N utri e nt D at a b as e f or St a n d ar d R ef er e n c e, R el e as e 2 6; J o ur n al of F o o d S ci e n c e, 2 0 0 7; J o ur n al of A n al yti c al 
T o xi c ol o g y, 2 0 0 6; F o o d a n d C h e mi c al T o xi c ol o g y, 2 0 1 4; P e psi c o, 2 0 1 4; C o c a -C ol a, 2 0 1 4; C o ns u m er R e p orts, 2 0 1 4; M a y o  
Cli ni c Pr o c e e di n gs, 2 0 1 0; 5 -H o ur E n er g y, 2 0 1 4; F ull T hr ottl e; R e d B ull.
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At t a c h m e nt 3: E x a m pl e s of C o n c o mit a nt Dr u g s t o b e A v oi d e d ( M o d er at e or Str o n g 
I n hi bit or/I n d u c er of C Y P 3 A 4 or C Y P 2 C 9 or D u al I n hi bit o r/I n d u c er of C Y P 3 A4 a n d 
C Y P 2 C 9)

E n z y m es I n hi bit o rs I n d u c e rs D u al I n hi bit o rs 
o r I n d u c e rs of 
C Y P 3 A 4 a n d 
C Y P 2 C 9

St r o n g M o d e r at e St r o n g M o d e r at e

C Y P 2 C 9 N o n e k n o w n A mi o d ar o n e, 
fl u c o n a z ol e, 
mi c o n a z ol e, 
o x a n dr ol o n e

N o n e k n o w n C ar b a m a z e pi n e, 
rif a m pi n.

A mi o d ar o n e, 
fl u v o x a mi n e, 
fl u c o n a z ol e, 

c ar b a m a z e pi n e, 
rif a m pi n, 
a pr e pit a nt, 
b os e nt a n, 
gr a p efr uit

C Y P 3 A 4 B o c e pr e vir,
cl arit hr o m y ci n, 

c o ni v a pt a n,
gr a p efr uit j ui c e, 

i n di n a vir, 
itr a c o n a z ol e, 

k et o c o n a z ol e,
l o pi n a vir/rit o n a vir,

mi b efr a dil, 
n ef a z o d o n e, 
n elfi n a vir,

p os a c o n a z ol e, 
rit o n a vir,

s a q ui n a vir,
t el a pr e vir,

t elit hr o m y ci n,
v ori c o n a z ol e

A m pr e n a vir, 
a pr e pit a nt, 
at a z a n a vir, 

ci pr ofl o x a ci n, 
cri z oti ni b, 

d ar u n a vir/rit o n a vir, 
dilti a z e m, 

er yt hr o m y ci n, 
fl u c o n a z ol e, 

f os a m pr e n a vir,
i mati ni b, v er a p a mil

A v asi mi b e, 
c ar b a m a z e pi n e, 

p h e n yt oi n, 
rif a m pi n, St. 
J o h n’s wort

B os e nt a n, 
ef a vir e n z, 
etr a viri n e, 
m o d afi nil, 
n af cilli n.

N ot es:
 T his is n ot a n e x h a usti v e list.
 N o “str o n g C Y P 2 C 9 ” i n d u c ers or i n hi bit ors ar e k n o w n, b ut if a n y w er e t o e m er g e, t h os e s h o ul d b e e x cl u d e d as 

w ell.
S o ur c e: U S F D A - Dr u g D e v el o p m e nt a n d Dr u g I nt er a cti o ns: T a bl e of S u bstr at es, I n hi bit ors a n d I n d u c ers. 
htt p:// w w w f d a. g o v/ Dr u gs/ D e v el o p m e nt A p pr o v al Pr o c ess/ D e v el o p m e nt R es o ur c es/ Dr u gI nt er a cti o ns L a b eli n g/ u c m 0 9
3 6 6 4 ht m. A c c ess e d 0 4 N o v e m b er 2 0 1 5
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At t a c h m e nt 4: V ol u m e s of Bl o o d t o b e C oll e ct e d F r o m E a c h S u bj e ct f or Cli ni c al L a b or at or y,
P h ar m a c o ki n eti c , Bi o m ar k er, a n d P h ar m a c o g e n o mi c S a m pl e s

V ol u m e of Bl o o d t o b e C oll e ct e d F r o m  E a c h S u bj e ct P a rti ci p ati n g i n I nt e nsi v e P K S a m pli n g

T y p e of S a m pl e
V ol u m e p er 
S a m pl e ( m L) a

N o. of S a m pl es 
p er S u bj e ct

A p pr o xi m at e 
T ot al V ol u m e of 
Bl o o d ( m L) b

S cr e e ni n g ( cli ni c al l a b or at or y t ests c : e g, h e m at ol o g y, 
s er u m c h e mistr y, s er u m pr e g n a n c y t ests, H b A 1 c, a n d 
T S H)

1 1. 5 1 1 1. 5

S af et y ( cli ni c al l a b or at or y t ests i n cl u di n g h e m at ol o g y, 
s er u m c h e mistr y)

4. 5 2 9

P h ar m a c o ki n eti c s a m pl es 3 1 0 3 0

Bi o m ar k er s a m pl es d 2 0 4 8 0

Bl o o d c ortis ol s a m pl es e 4 5 2 0

P h ar m a c o g e n o mi c s a m pl e f 6 1 6

A p pr o xi m at e T ot al g 1 5 6. 5

a. S o m e v ol u m es m a y v ar y b y  r e gi o n.
b. C al c ul at e d as n u m b er of s a m pl es m ulti pli e d b y a m o u nt of bl o o d p er s a m pl e.
c. Cli ni c al l a b or at or y t ests at s cr e e ni n g, H b A 1 c, T S H, s er u m pr e g n a n c y ( o pti o n al), h e m at ol o g y, a n d s er u m 

c h e mistr y t ests.
d. Bl o o d f or bi o m ar k er s a m pl es r e pr es e nts v ol u m e of s e v er al t u b es c o m bi n e d.
e. Bi o m ar k er s a m pl e f or m e as ur e m e nt of c ortis ol o nl y .
f. Bl o o d s a m pl es will b e c oll e ct e d o nl y fr o m s u bj e cts w h o h a v e c o ns e nt e d t o pr o vi d e o pti o n al D N A s a m pl es 

f or r es e ar c h.
g. R e p e at or u ns c h e d ul e d s a m pl es m a y b e t a k e n f or s af et y r e as o ns or t e c h ni c al iss u es wit h t h e s a m pl es.
N ot e: A n i n d w elli n g I V c a n n ul a m a y b e us e d f or bl o o d s a m pl e c oll e cti o n.
H b A 1 c = h e m o gl o bi n A 1 c, P K = p h ar m a c o ki n eti c, T S H =t h yr oi d sti m ul ati n g h or m o n e.
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V ol u m e of Bl o o d t o b e C oll e ct e d F r o m  E a c h S u bj e ct N ot P a rti ci p ati n g i n I nt e nsi v e P K S a mpli n g

T y p e of S a m pl e
V ol u m e p er 
S a m pl e ( m L) a

N o. of S a m pl es 
p er S u bj e ct

A p pr o xi m at e 
T ot al V ol u m e of 
Bl o o d ( m L) b

S cr e e ni n g ( cli ni c al l a b or at or y t ests c : e g, h e m at ol o g y, 
s er u m c h e mistr y, s er u m pr e g n a n c y t ests, H b A 1 c, a n d 
T S H)

1 1. 5 1 1 1. 5

S af et y ( cli ni c al l a b or at or y t ests i n cl u di n g h e m at ol o g y, 
s er u m c h e mistr y)

4. 5 2 9

P h ar m a c o ki n eti c s a m pl es 3 3 9

Bi o m ar k er s a m pl es d 2 0 2 4 0

P h ar m a c o g e n o mi c s a m pl e e 6 1 6

A p pr o xi m at e T ot al f 7 5. 5

a. S o m e v ol u m es m a y v ar y b y r e gi o n.
b. C al c ul at e d as n u m b er of s a m pl es m ulti pli e d b y a m o u nt of bl o o d p er s a m pl e.
c. Cli ni c al l a b or at or y t ests at s cr e e ni n g i n cl u d es: H b A 1 c, T S H, s er u m pr e g n a n c y ( o pti o n al), h e m at ol o g y, a n d 

s er u m c h e mistr y t ests.
d. Bl o o d f or bi o m ar k er s a m pl es r e pr es e nts v ol u m e of s e v er al t u b es c o m bi n e d. T h e bi o m ar k er s a m pl e i n cl u d es 

bl o o d c ortis ol.
e. Bl o o d s a m pl es will b e c oll e ct e d o nl y fr o m s u bj e cts w h o h a v e c o ns e nt e d t o pr o vi d e o pti o n al D N A s a m pl e s f or 

r es e ar c h.
f. R e p e at or u ns c h e d ul e d s a m pl es m a y b e t a k e n f or s af et y r e as o ns or t e c h ni c al iss u es wit h t h e s a m pl es.
N ot e: A n i n d w elli n g I V c a n n ul a m a y b e us e d f or bl o o d s a m pl e c oll e cti o n.
H b A 1 c = h e m o gl o bi n A 1 c, P K = p h ar m a c o ki n eti c, T S H =t h yr oi d sti m ul ati n g h or m o n e.



J N J -4 2 8 4 7 9 2 2 (s elt or e x a nt/s el e cti v e or e xi n-2 r e c e pt or a nt a g o nist)
Cli ni c al Pr ot o c ol 4 2 8 4 7 9 2 2I S M 2 0 0 5 A m e n d m e nt 3

1 2 5
A p pr o v e d , D at e: 2 5 J ul y 2 0 1 8

At t a c h m e nt 5: A n ti ci p at e d E v e nt s

A nti ci p at e d E v e nt

A n a nti ci p at e d e v e nt i s a n A E (s eri o us or n o n- s eri o us) t h at c o m m o nl y o c c urs as a c o ns e q u e n c e of t h e 
u n d erl yi n g dis e as e or c o n diti o n u n d er i n v esti g ati o n ( dis e as e r el at e d) or b a c k gr o u n d r e gi m e n.

F or t h e p ur p os es of t his st u d y t h e f oll o wi n g e v e nts will b e c o nsi d er e d a nti ci p at e d e v e nts: 

 Sl e e p c h a n g es/ diffi c ult y sl e e pi n g, r e d u c e d sl e e p, diffi c ult y i niti ati n g sl e e p (f alli n g asl e e p), diffi c ult y 
m ai nt ai ni n g sl e e p (fr e q u e nt a w a k e ni n gs or pr o bl e ms r et ur ni n g t o sl e e p aft er a w a k e ni n gs), 
e arl y -m or ni n g a w a k e ni n g wit h i n a bilit y t o r et ur n t o sl e e p

 Tir e d n ess, f ati g u e, r e d u c e d e n er g y.

R e p o rti n g of A nti ci p at e d E v e nts

All A Es will b e r e c or d e d i n t h e C R F r e g ar dl ess of w h et h er c o nsi d er e d t o b e a nti ci p at e d e v e nts a n d will b e 
r e p ort e d t o t h e s p o ns or as d es cri b e d i n S e cti o n 1 2. 3. 1 , All A d v ers e E v e nts. A n y a nti ci p at e d e v e nt t hat 
m e ets S A E crit eri a will b e r e p ort e d t o t h e s p o ns or as d es cri b e d i n S e cti o n 1 2. 3. 2 , S eri o us A d v ers e E v e nts. 
T h es e a nti ci p at e d e v e nts ar e e x e m pt fro m e x p e dit e d r e p orti n g as i n di vi d u al si n gl e c as es t o H e alt h 
A ut h oriti es, e x c e pt f or J a p a n ( n o e v e nts will b e d esi g n e d as a nti ci p at e d e v e nts i n J a p a n). H o w e v er , if 
b as e d o n a n a g gr e g at e r e vi e w, it i s d et er mi n e d t h at a n a nti ci p at e d e v e nt i s p ossi bl y r el at e d t o st u d y dr u g, 
t h e s p o ns or will r e p ort t h es e e v e nts i n a n e x p e dit e d m a n n er.

A nti ci p at e d E v e nt R e vi e w C o m mitt e e ( A R C)

A n A nti ci p at e d E v e nt R e vi e w C o m mitt e e ( A R C) will b e est a blis h e d t o p erf or m r e vi e ws of pr e -s p e cifi e d 
a nti ci p at e d e v e nts at a n a g gr e g at e l e v e l. T h e A R C is a s af et y c o m mitt e e wit hi n t h e s p o ns or’s or g a ni z ati o n 
t h at is i n d e p e n d e nt of t h e s p o ns or’s st u d y t e a m. T h e A R C will m e et t o ai d i n t h e r e c o m m e n d ati o n t o t h e 
s p o ns or’s st u d y t e a m as t o w h et h er t h er e i s a r e as o n a bl e p ossi bilit y t h at a n a nti ci p at e d e v e nt i s r el at e d t o 
t h e st u d y dr u g.

St atisti c al A n al ysis

D et ails of st atisti c al a n al ysis of a nti ci p at e d e v e nts, i n cl u di n g t h e fr e q u e n c y of r e vi e w a n d t hr es h ol d t o 
tri g g er a n a g gr e g at e a n al ysis of a nti ci p at e d e v e nts will b e pr o vi d e d i n a s e p ar at e A nti ci p at e d E v e nts 
S af et y M o nit ori n g Pl a n ( A S M P).






