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P R O T O C O L A M E N D M E N T, V E R SI O N 2. 0 

T his pr ot o c ol a m e n d m e nt s er v es t o m a k e t h e f oll o wi n g c h a n g es. 

It e m 
N o. 

C h a n g e S e cti o n a n d P a g e N u m b e r 

1  U p d at e d d at e a n d v ersi o n of pr ot o c ol.  Titl e p a g e, p g. 1  

F o ot er, e v er y p a g e 

2  S af et y r e p orti n g c h a n g e d t o  
 

S p o ns or C o nt a ct I nf or m ati o n, p g. 8  

S e cti o n 9. 3 C o nt a cti n g S p o ns or R e g ar di n g 
S af et y, p g. 2 7  

3  A d d e d a d diti o n al e x cl usi o n crit eri a t o 
h y p ers e nsiti vit y t o d e x a m et h as o n e or a n y of 
t h e O T O- 1 0 4 e x ci pi e nts. 

S y n o psis, p g. 1 2  

S e cti o n 4. 3 E x cl usi o n Crit eri a, p g. 1 8  

 

4  A d d e d 3- di git i d e ntifi c ati o n n u m b er t o t h e 
s u bj e ct n u m b er t o i n di c at e w hi c h st u d y t h e 
s u bj e ct w as pr e vi o usl y e nr oll e d i n. 

S e cti o n 5. 1. 1 Assi g n m e nt of S u bj e ct 
I d e ntifi c ati o n N u m b ers, p g. 1 8  

5  C orr e ct e d visit n u m b ers. S e cti o n 6. 2 C o m pli a n c e, p g. 1 9  
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S P O N S O R C O N T A C T I N F O R M A T I O N  

M e di c al M o nit o r:   

N a me   

Title   

Offic e P h o ne N u m b er     

M o bile P h o ne N u m b er      

E -M ail   

  

Ot he r A p pr o pri at e T ri al C o nt a ct P e rs o n nel:  

N a me   

Title   

Offic e P h o ne N u m b er   

M o bile P h o ne N u m b er   

E -M ail   

  

S af et y E m ail :  

 

If a n y s p o ns or c o nt a ct i nf or mati o n ne e ds t o b e c ha n ge d d uri n g t he c o urs e of t he st u d y, t his will 
b e d o ne b y t he s p o ns or, wit h writt e n n otific ati o n t o t he i n vesti gat o r, a n d will n ot r e q uir e a 
pr ot o c ol a me n d me nt.  
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I N V E S T I G A T O R A G R E E M EN T  

I ha ve r e a d t his pr ot o c ol a n d a gr e e t hat it c o nt ai ns all ne c ess ar y d et ails f or c arr yi n g o ut t his 
st u d y. I will c o n d uct t he  st u d y as o utli ne d her ei n a n d will c o m plet e t he st u d y wit hi n t he ti me 
d esi g nat e d a n d will a bi d e b y all o bli gati o ns st at e d o n t he F or m F D A 1 5 7 2 a n d ot her l o c al 
r e g ulat or y a ut h orit y r e q uir e d d o c u me nt(s).  

I will pr o vi d e c o pies of t he pr ot o c ol a n d all p erti ne nt i nf or mati o n t o all i n di vi d uals r es p o nsi ble t o 
me w h o assist i n t he c o n d uct of t his st u d y. I will dis c uss t his mat erial wit h t he m t o e ns ur e t he y 
ar e f ull y i nf or me d r e gar di n g t he dr u g a n d t he c o n d uct of t he st u d y.  

I will us e o nl y t he i nf or me d c o ns e nt f or m a p pr o ve d b y t he s p o ns or or its r e pr es e nt ati ve a n d 
a p pr o ve d b y t he I nstit uti o nal R e vie w B o ar d (I R B) r es p o nsi ble f or t his st u d y a n d will f ulfill all 
r es p o nsi biliti es f or s u b mitti n g p erti ne nt i nf or mati o n t o t he I R B r es p o nsi ble f or t his st u d y.  I will 
ass ur e t hat e a c h s u bj e ct e nr olle d i nt o t he trial, or le gall y a ut h ori ze d r e pr es e nt ati v e, r e a ds, 
u n d erst a n ds, a n d si g ns t he a p pr o priat e versi o n of t he i nf or me d c o ns e nt. I a gr e e t hat t he s p o ns or 
or its r e pr es e nt ati ves s hall ha ve a c c ess t o a n y ori gi nal s o ur c e d o c u me nt s t o verif y d at a c a pt ur e d 
f or t his cli nic al trial. 

I f urt her a gr e e n ot t o ori gi nat e or us e t he na me of t he Ot o n o m y, I nc. a n d/ or O T O -1 0 4, or a n y of 
its e m pl o ye es, i n a n y p u blicit y, ne ws r ele as e or ot her p u blic a n n o u nc e m e nt, writt e n or or al, 
w het her t o t he p u blic, pr ess or ot her wis e, r elati n g t o t his pr ot o c ol, t o a n y a me n d me nt her et o, or 
t o t he p erf or ma nc e her e u n d er, wit h o ut t he pri or writt e n c o ns e nt of Ot o n o m y, I nc.  

 

 

 

   
I n v e sti g at or's Si g n at ur e   D at e  

N a me of I n v e sti g at or (t y p e d o r p ri nt e d)  

I n stit uti o n N a me  
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A B B R E VI A T I O N S  

A b b r e vi ati o n  E x pl a n ati o n  

A A O -H N S  A m eric a n A c a d e m y of Ot olar y n g ol o g y - H e a d a n d N e c k S ur g er y  

A E  A d v ers e E v e nt  

B C A  B o n e C o n d u cti o n A v er a g e  

C  C elsi us  

C R F/ e C R F  C a s e R e p ort F or m/ ele ctr o nic C a s e R e p ort F or m  

C R O  C o ntr a ct R e s e ar c h Or g a niz ati o n  

C -S S R S  C ol u m bia -S uici d e S e v erit y R ati n g S c ale  

d B  D e ci b el  

E D C  Ele ctr o nic D at a C a pt ur e S yst e m  

F  F a hr e n h eit  

F A X  F a c si mile  

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

G C P  G o o d Cli nic al Pr a ctic e  

HI P A A  H e alt h I ns ur a n c e P ort a bilit y a n d  A c c o u nt a bilit y A ct  

H z  H ert z  

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 niz ati o n 

I R B I nstit uti o n al R e vie w B o ar d 

I T I ntr at y m p a nic 

M e d D R A  M e dic al Dicti o n ar y f or R e g ulat or y A cti vitie s  

m L  Millilit er  

m g  Milli gr a m  

m m  Milli m et er  

O T O -1 0 4  I n v e sti g ati o n al Pr o d u ct 

P T A  P ur e T o n e A v er a g e  

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

S A P  St atistic al A n al ysis Pla n  

S O C  S yst e m Or g a n Cla s s  

T E A E  Tr e at m e nt E m er g e nt A d v ers e E v e nt  

 



   

                                                              1 1   
    

Ot o n o m y 1 0 4 -2 0 1 5 0 9 Pr ot o c ol V 2. 0: 2 2 F e br uar y 2 0 1 6  

S Y N O P S I S  

N A M E O F S P O N S O R/ C O M P A N Y:  

 

Ot o n o m y, I n c.  

N A M E O F I N V E S TI G A TI O N A L P R O D U C T:  

 

O T O -1 0 4  

N A M E O F A C TI V E I N G R E DI E N T: 

 

D e x a m et h a s o n e  

Titl e of St u d y: A 6 -m o nt h , m ultic e nt er, P h a s e 3,  o p e n -la b el e xt e nsi o n s af et y st u d y of O T O -1 0 4 gi v e n 

at 3 -m o nt h i nt er v als b y i ntr at y m p a nic i nje cti o n i n s u bje cts wit h u nilat er al M e nier e’s dis e a s e.  

St u d y C e nt e r(s ): T his st u d y will  b e c o n d u ct e d at a p pr o xi m at el y 6 0 -7 0 sit e s i n t h e U nit e d St at e s.  

St u di e d P e ri o d : 1 8  m o nt hs  P h as e of D e v el o p m e nt: P h a s e 3  

St u d y D e si g n:  

T his is a 6 -m o nt h, m ultic e nt er, P h a s e 3 , o p e n-la b el e xt e nsi o n s af et y st u d y i n s u bje cts wit h u nilat er al 
M e nier e’s dis e a s e.  S u bje cts will r e c ei v e 1 i ntr at y m p a nic (I T) i nje cti o n of 1 2 m g O T O -1 0 4 at 3 -
m o nt h i nt er v als f or a t ot al of 2 i nje cti o ns.  S af et y d at a t o b e c olle ct e d i n cl u d e a d v ers e e v e nts, 
c o n c o mit a nt m e dic ati o ns, ot os c o p y, vit al si g ns, a u di ol o g y, t y m p a n o m etr y, C ol u m bia -S uici d e S e v erit y 
R ati n g S c ale ( C -S S R S) q u e sti o n n air e a n d a M e nier e’s dis e a s e s y m pt o m q u e sti o n n air e.  

O bje cti v e:  

T h e o bje cti v e is t o a s s e s s t h e s af et y of r e p e at I T i nje cti o ns of 1 2 m g O T O -1 0 4 at 3 -m o nt h i nt er v als i n 
a n o p e n -la b el st u d y. 

M e t h o d ol o g y:  

T h e d ur ati o n of t h e st u d y f or e a c h s u bje ct will b e 6 m o nt hs.   

O n c e s u bje cts m e et all eli gi bilit y crit eria, t h e y will b e e nr olle d a n d m a y r e c ei v e u p t o 2 I T i nje cti o ns 
of O T O -1 0 4 at  3 -m o nt h i nt er v als.  All s u bje cts will r e m ai n o n st a n d ar d of c ar e tr e a t m e nt f or u nilat er al 
M e nier e’s dis e a s e.  S u bje cts will r et ur n t o t h e st u d y sit e s at M o nt h 3 f or s af et y a s s e s s m e nts a n d 
a n ot h er I T i nje cti o n of O T O -1 0 4.   S af et y a s s e s s m e nts will b e c o m plet e d at t h e e n d of t h e st u d y 
( M o nt h 6) or u p o n e arl y wit h dr a w al fr o m t h e st u d y.  

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

U p t o 3 0 0 s u bje cts will  b e e nr olle d . 

Di a g n o sis a n d M ai n C rit e ri a f o r I n cl usi o n:  

S u bje cts e nr olle d i n t h e st u d y will h a v e u nilat er al M e nier e’s dis e a s e  a s o utli n e d b y t h e A m eric a n 
A c a d e m y of Ot olar y n g ol o g y - H e a d a n d N e c k S ur g er y ( A A O -H N S) C o m mitt e e o n H e ari n g a n d 
E q uili bri u m i n 1 9 9 5 ( C o m mitt e e o n H e ari n g a n d E q uili bri u m, 1 9 9 5 ). 

T o b e eli gi ble f or t his st u d y, e a c h of t h e f oll o wi n g crit eria m ust b e s atisfie d wit h a “ Y E S ” a ns w er 
( u nle s s n ot a p plic a ble): 

1.  S u bj e ct is a male or fe male a ge d 1 8 ye ars or ol d er.  

2.  S u bj e ct has c o m plet e d t he P has e 2 b ( 1 0 4 -2 0 1 1 0 2) or P has e 3 ( 1 0 4 -2 0 1 5 0 6) cli nic al 
st u d y.  

3.  F e m ale s u bje cts of c hil d b e ari n g p ot e ntial [i. e., n ot s ur gic all y st erile a n d/ or n ot p ost -

m e n o p a us al ( ≥ 1 2  m o nt hs si n c e la st m e nstr u al p eri o d a n d 4 5 y e ars of a g e or ol d er)] m ust h a v e 
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a n e g ati v e uri n e pr e g n a n c y t e st b ef or e e nr oll m e nt. W o m e n of c hil d b e ari n g p ot e ntial w h o ar e 
n ot a bsti n e nt fr o m s e x wit h m ale p art n ers m a y b e e nt er e d i nt o t h e st u d y i f t h e y ar e usi n g a n d 

willi n g t o c o nti n u e t o us e hi g hl y eff e cti v e or “ d o u ble b arrier ” c o ntr a c e pti v e pr e c a uti o ns f or 

t h e d ur ati o n of t h e st u d y ( e. g., or al c o ntr a c e pti v e s, c o ntr a c e pti v e i m pla nt or i nje cti o n, 
i ntr a ut eri n e d e vic e, or “ d o u ble b arrier ” m et h o ds i ncl u di n g c o n d o m wit h dia p hr a g m, m ale 

c o n d o m wit h c er vic al c a p, m ale c o n d o m wit h s p er mici d e, or dia p hr a g m a n d s p er mici d e).   

4.  S u bj e ct is willi n g t o c o m pl y wit h t he pr ot o c ol a n d att e n d all st u d y visits.  

5.  S u bj e ct is a ble t o pr o vi d e writt e n i nf or me d c o ns e nt, i ncl u di n g a gr e e me nt t o pri va c y 
la n g ua ge eit her wit hi n t he i nf or me d c o ns e nt or i n a ncillar y d o c u me nts c o m plia nt wit h 
H e alt h I ns ur a nc e P ort a bilit y a n d A c c o u nt a bilit y A ct ( HI P A A), b ef or e t he i nitiati o n of 
a n y st u d y -r elat e d pr o c e d ur es. 

 

Di a g n o sis a n d M ai n C rit e ri a  f o r E x cl usi o n: 
T o b e eli gi ble f or t his st u d y, e a c h of t h e f oll o wi n g crit eria m ust b e s atisfie d wit h a “ N O ” a ns w er:                    
( u nle s s n ot a p plic a ble): 

1.  S u bj e ct has a n i nfe cti o n i n t he e ar, si n us es, or u p p er r es pir at or y s yst e m.  

2.  S u bj e ct is pr e g na nt o r la ct ati n g. 

3.  S u bj e ct has a hist or y of i m m u n o d efi cie nc y dis e as e.  

4.  S u bj e ct has a cti ve or r e c e nt ( < 1 m o nt h pri or t o s cr e e ni n g) mi d dle e ar dis e as e, 
i ncl u di n g b ut n ot li mit e d t o:  c hr o nic otitis me dia, a c ut e otitis me dia, mi d dle e ar 
eff usi o ns, mi d dle e ar at ele ct asis, or c h olest e at o ma.  

5.  S u bj e ct has a n a b n or malit y of t he t y m p a nic me m br a ne i n t he affe ct e d e ar t hat w o ul d 
i ncr e as e t he ris k ass o ciat e d wit h i ntr at y m p a nic i nj e cti o n i ncl u di n g b ut n ot li mit e d t o a 
m o n o meric, at ele ct atic or atr o p hic t y m p a nic me m br a ne.  

6.  S u bj e c t has a hist or y of t y m p a n ost o m y t u b es t hat i ncl u d e s e vi d e nc e of p erf or ati o n or 
la c k of cl os ur e. 

7.  S u bj e ct has a hist or y of pr e vi o us e n d ol y m p h ati c s a c s ur ger y.  

8.  S u bj e ct has a hist or y of pr e vi o us us e of i ntr at y m p a ni c ge nt a mici n i n t he affe ct e d e ar.  

9.  S u bj e ct has hist or y of dr o p att a c ks.  

1 0.  S u bj e ct has us e d s yst e mic st er oi ds wit hi n 1 m o nt h pri or t o Visit 1.  

1 1.  S u bj e ct has ha d i ntr at y m p a nic st er oi ds wit hi n 1 m o nt h pri or t o Visit 1.  

1 2.  S u bj e ct has e x p erie nc e d a n a d vers e r e a cti o n t o i ntr at y m p a ni c i nj e cti o n of st er oi ds.  

1 3.  S u bj e ct  has a h y p ers e nsiti vit y t o d e xa met has o ne or a n y of t he e xci pie nts i n O T O -1 0 4.  

1 4.  S u bj e ct has a n y ot her cli nic all y si g nifi c a nt ill ness or me dic al c o n diti o n t hat, i n t he 
i n vesti gat o r’s a n d t he me dic al m o nit or’ s o pi ni o n, w o ul d pr o hi bit t he s u bj e ct fr o m 
p artici p a ti n g i n t he st u d y. 

1 5.  S u bj e ct has p artici p at e d i n a cli nic al trial wit hi n 3 0 d a ys of Visit 1, n ot i ncl u di n g t he 
O T O -1 0 4 P has e 3 st u d y ( 1 0 4 -2 0 1 5 0 6).  
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C rit e ri a f o r E v al u ati o n:  
 
S af et y E v al u ati o ns :  
K e y s af et y a s s e s s m e nts  i n cl u d e: 

  A d v ers e e v e nts  

  A u di o m etr y a s s e s s m e nts  

  T y m p a n o m etr y  

  L o c al t oler a bilit y ( ot os c o pic e x a mi n ati o ns)  

  Vit al si g n m e a s ur e m e nts  

  C ol u m bia -S uici d e S e v erit y R ati n g S c ale ( C -S S R S): B a s eli n e a n d Si n c e L a st Visit 
v ersi o ns   

 

Ot h er E v al u ati o n s : 

  M e nier e’s s y m pt o m q uesti o n nair e  

St atis ti c al M e t h o ds:  

T his is a n o p e n la b el s af et y st u d y wit h o n e tr e at m e nt gr o u p.  All st atistic al a n al ys e s will b e d e s cri pti v e 

i n n at ur e. 

I n v e sti g ati o n al P r o d u ct, D o s a g e a n d M o d e of A d mi nis t r ati o n:  

O T O -1 0 4 1 2 m g, si n gle, i ntr at y m p a nic i nje cti o n, 0. 2 m L  

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

Si n gle I T  i nje cti o n gi v e n  at D a y 1  a n d  M o nt h 3  

R e fe r e n c e T h e r a p y, D o s a g e a n d M o d e of A d mi nis t r ati o n:  

N o n e  

Ti m e a n d E v e nts S c h e d ul e: S e e  T a ble  1 . 
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T a bl e  1 : Ti me a n d E v e nts T a bl e  

P r o c e d u r e  

S c r e e ni n g/ 
B as eli n e/ D os e   

N o. 1  

F oll o w -u p/ D os e 
N o. 2  

E n d -of -St u d y/  
Ea rl y T e r m.  

U ns c h e d ul e d 
Vi sit  

Vi sit 1
1
 Vi sit 2  Vi sit 3

2
 U ns c h e d ul e d  

D a y 1  
M o nt h 3              

( ± 2 we e k s ) 
M o nt h 6               

( ± 2 we e k s ) 
N/ A  

I nf or me d c o n s e nt (i n cl u di n g 
pri v a c y d o c u me nt s )  

X     

Eli gi bilit y crit eri a  X     

M e di c al hist or y
3
 X     

C o n c o mit a nt me di c ati o n s  X  X  X  X  

Vit al si g n me a s ur e me nt s
4
 X  X  X  X  

H ei g ht a n d w ei g ht 
me a s ur e me nt s  

X   X
5
  

Uri n e Pr e g n a n c y t e st
6
 X  X  X   

T y m p a n o metr y  X  X  X  X a s i n di c at e d  

A u di o metr y  X  X  X  X a s i n di c at e d  

Ot o s c o p y  X  X  X  X  

C -S S R S a s s e s s me nt
7
 X  X  X  X  

M e ni er e’s s y m pt o m 
q u e sti o n n air e  

X  X  X   

A d mi nist er st u d y dr u g  X  X    

A d v ers e e v e nt m o nit ori n g  X  X  X  X  
1  Visit 1 ma y als o b e t h e l a st st u d y visit f or 1 0 4 -2 0 1 5 0 6.  
2  Pr o c e d ur e s  s c h e d ul e d f or Visit 3 will b e p erf or me d at t h e e n d of t h e f oll o w -u p p eri o d ( ± 2 w e e ks ) or u p o n e arl y 

dis c o nti n u ati o n fr o m t h e st u d y.  
3  M e di c al hist or y t o i n cl u d e i nf or mati o n o n d e m o gr a p hi c s.  
4  Vit al si g n me a s ur e me nt s i n cl u d e bl o o d pr e s s ur e a n d p uls e r at e.  
5  O nl y w ei g ht will b e t a k e n at St u d y Visit 3.  
6  F e mal e s u bj e ct s of c hil d b e ari n g p ot e nti al will h a v e a uri n e pr e g n a n c y t e st vi a di p sti c k at e v er y s c h e d ul e d visit.  O n 

Visit 1 a n d 2, t h e pr e g n a n c y t e st m u st b e c o m pl et e d a n d c o nfir me d n e g ati v e pri or t o d o si n g.  If a s u bj e ct is f o u n d 
t o b e pr e g n a nt aft er d o si n g wit h O T O-1 0 4, t h e y will c o m pl et e t h e f oll o w -u p p eri o d b ut will n ot b e d o s e d f urt h er 
wit h O T O -1 0 4.  

7  At Visit 1, t h e Si n c e La st Visit v ersi o n of t h e C-S S R S will b e u s e d f or s u bj e ct s e nr olli n g fr o m St u d y 1 0 4 -2 0 1 5 0 6 

w hil e t h e B a s eli n e v ersi o n will b e u s e d f or all s u bj e ct s e nr olli n g fr o m St u d y 1 0 4 -2 0 1 1 0 2.  T h e Si n c e La st Visit 
v ersi o n of t h e C -S S R S will b e u s e d at all s u b s e q u e nt visit s.
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1.  B A C K G R O U N D  

M e nier e’s dis e as e is a n i di o p at hic s y n dr o me of e n d ol y m p h ati c h y dr o ps ( C o m mitt e e o n H e ari n g 
a n d E q uili b ri u m, 1 9 9 5 ).  It is ass o ciat e d wit h a disti nct p att er n of cli nic al s y m pt o ms c o m pris e d 
of verti g o, he ari n g l oss, ti n nit us a n d  a ur al f ull nes s. It is m or e fr e q ue ntl y u nilat er al t ha n bilat er al.  
E pis o dic verti g o is c o nsi d er e d t he m ost pr o mi ne nt s y m pt o m, wit h e pis o d es t y pic all y lasti n g at 
le ast 2 0 mi n ut es a n d r es ulti n g i n si g nifi c a nt p atie nt m or bi dit y.  T he dia g n osis is pri maril y a 
cli ni c al o ne, si nc e t her e ar e n o s p e cific dia g n ostic t ests f or M e nier e’s dis e as e.  T he dis e as e is 
k n o w n t o w a x a n d w a ne, b ut e ve nt uall y r es ults i n irr e versi bl e s e ns ori ne ur al he ari n g l oss at all 
fr e q ue nci es i n t he affe ct e d e ar.  W hile t he p at h o ge nesis of M e nier e’s dis e as e has n ot b e e n 
el uci d at e d, o ne w ell-a c c e pt e d me c ha nis m i n v ol ves t he d ysr e g ulati o n of la b yri nt h fl ui d 
v ol u me/i o n b ala nc e r es ulti n g i n e n d ol y m p hatic h y dr o ps ( S he a, 1 9 9 3 ).  T he i ncr e as e i n fl ui d 
v ol u me a n d c o ns e q ue n t i ncr e as e d la b yri nt h pr ess ur e ma y t he n b e e x pr ess e d as t he M e nier e’s 
s p e ctr u m of s y m pt o ms.  

T her e is n o c ur e f or M e nier e’s dis e as e.  Tr e at me nt t e n ds t o f o c us o n r elie vi n g t he verti g o 
s y m pt o ms, w her e it is h y p ot hesi ze d t hat r e d uci n g i n ner e ar fl ui d v ol u me w ill r elie ve t he h y dr o ps 
a n d ass o ciat e d cli nic al pict ur e.  It is f or t his r e as o n t hat ma n y s u bj e cts ar e i nitiall y st art e d o n l o w 
s alt diets a n d di ur etics ( B arritt, 2 0 0 8 ).  A n u m b er of me dic al s yst e mic tr e at me nts ar e als o us e d t o 
r elie ve M e nier e’s dis e as e s y m pt o ms, i ncl u di n g b ut n ot li mit e d t o a nti hist a mi nes, 
a ntic h oli ner gi cs, p he n ot hia zi nes, b e nz o dia ze pi nes, a n d c ortic ost er oi ds; h o w e ver, t hes e 
i nt er ve nti o ns ar e oft e n i na d e q uat e i n r elie vi n g t he s y m pt o ms of M e nier e’s dis e as e.  A d e vic e t hat 
ge ner at es l o w -pr ess ur e p uls es, t he M e niett ®  d e vic e, is i n dic at e d f or t he s y m pt o mati c tr e at me nt of 
M e nier e’s dis e as e.  H o w e ver, t he d e vic e is n ot wi d el y us e d a n d is n ot c urr e ntl y c o nsi d er e d 
st a n d ar d of c ar e ( Ki m et al, 2 0 0 5 ).  S ur gic al d e c o m pr essi o n ma y b e att e m pt e d i n s e ver e c as es 
u nr es p o nsi ve t o me dic al i nt er ve nti o n, b ut s ur gic al o ut c o mes ar e fr e q ue ntl y u ns atisfa ct o r y.  
Fi nall y, p atie nts wit h u nr es p o nsi ve dis e as e ma y u n d er g o c he mic al or s ur gic al ne ur o a blati o n, 
r es ulti n g i n s y m pt o m r elief at t he c ost of d estr ucti o n of t he 8t h cr a nial ner ve. T h us, t her e 
c o nti n ues t o b e a n u n met me dic al ne e d f or t her a pies t o a d dr ess t his d e bilit ati n g dis e as e.  

O T O -1 0 4 is a s us p e nsi o n of d e xa met has o ne i n a b uffer e d s ol uti o n  
  S o me p ol o xa mers, i ncl u di n g p ol o xa mer 4 0 7, ha ve t her m or e versi ble pr o p erties 

a n d f u ncti o n as li q ui d p har ma c e utic al ve hicles t hat gel at b o d y t e m p er at ur e.  Ot o n o m y ha s 
f or m ulat e d d e xa met has o ne, a s y nt hetic me m b er of t he gl uc o c o rtic oi d class of st er oi d h or m o nes, 
i n  f or t he p ur p os e of st u d yi n g t he p ot e ntial b e nefits of i ntr at y m p a ni c (I T) 
i nj e cti o ns of O T O-1 0 4 i n s u bj e cts wit h M e nier e’s dis e as e. S i n gle a n d r e p e at -d os e n o ncli ni c al 
s afet y st u dies i n g ui ne a pi gs, r ats a nd c ats ha ve  b e e n c o n d uct e d t o s u p p ort cli nic al d e vel o p me nt.  
S p e cial e m p hasis i n t he t o xic ol o g y st u dies has b e e n pla c e d o n t he effe cts of O T O -1 0 4 a n d 

 c o ntr ol o n mi d dle a n d i n ner e ar c o m p art me nts, w her e b ot h f u ncti o nal a n d 
hist ol o gic al  ass ess me nts ha ve b e e n c o n d uct e d.  A d diti o nall y, p har ma c o ki neti c ass ess me nts ha ve 
b e e n c o n d uct e d i n g ui ne a pi gs, r ats , c ats, a n d s he e p t hat pr o vi d e a c o m plet e pr ofile of e x p os ur e 
of O T O -1 0 4 t o t he i n ner e ar c o m p art me nt, as w ell as s yst e mic e x p os ur e.  
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1. 1.  R ati o n al e f o r S af et y  St u d y  

T w o cli nic al st u dies ha ve b e e n c o n d uct e d i n t he U nit e d St at es: a P has e 1 b st u d y a n d a P has e 2 b 
st u d y.  T he  r a n d o mize d, pla c e b o-c o ntr olle d, d o u ble -bli n d, m ulti -c e nt er P has e 2 b  st u d y i n 1 5 4 
u nilat er al M e nier e’s dis e as e p atie nts d e m o nstr a t e d t hat a si n gle I T a dmi nistr ati o n of O T O -1 0 4 
r es ult e d i n i m pr o ve me nt s i n verti g o c o ntr ol.  T he c o m plet e d a n d o n g oi n g cli ni c al st u dies ha ve 
b e e n eit her si n gle-d os e wit h a 3 -m o nt h or 4 -m o nt h f oll o w-u p p eri o d  or a r e p e at -d os e wit h 4 
d os es a d mi nist er e d o ver o ne ye ar .  B e c a us e M e nier e’s dis e as e is c hr o nic a n d i nt er mitt e nt, t he 
s afet y of r e p e at a d mi nistr ati o n ne e ds t o b e e val uat e d.  T his st u d y w as d esi g ne d wit h a t w o 
i nj e cti o n d esi g n t o l o o k at r e p e at d os es o ver t he c o urs e of si x m o nt hs .  T hr e e  m o nt hs w as c h os e n 
as t he d os e i nt er val d ue t o  i nf or mati o n gai ne d d uri n g t he f oll o w-u p p eri o d i n r e gar d t o effe ct a n d 
s afet y i n t he c o m plet e d  P has e 1 b  a n d P has e 2 b st u dies .  

2.  O B J E C T I V E S  

T he o bj e cti ve is t o ass ess t he s afet y of r e p e at I T i nj e cti o ns of 1 2 m g O T O -1 0 4 at 3 -m o nt h 
i nt er vals i n a n o p e n-la b el st u d y i n s u bj e cts wit h u nilat er al M e nier e’s dis e as e. 

3.  O V E R VI E W O F S T U D Y D E S I G N  

T his is a 6 -m o nt h, m ultic e nt er, P has e 3 , o p e n-la b el e xt e nsi o n s afet y st u d y i n s u bj e cts wit h 
u nilat er al M e nier e’s dis e as e.  S u bj e cts will r e c ei ve 1 I T i nj e cti o n of 1 2 m g O T O -1 0 4 at 3 -m o nt h 
i nt er vals f or a t ot al of 2 i nj e cti o ns.  S afet y d at a t o b e c olle ct e d i ncl u d e a d vers e e ve nts, 
c o nc o mit a nt me dic ati o ns, ot os c o p y, vit al si g ns, a u di ol o g y, t y m p a n o metr y, C ol u m bia -S ui ci d e 
S e verit y R ati n g S c ale ( C -S S R S) q uesti o n nair e a n d a M e nier e’s dis e as e s y m pt o m q uesti o n nair e.  

O nc e s u bj e cts me et all eli gi bilit y crit eria, t he y will b e e nr olle d a n d ma y r e c ei ve u p t o 2 I T 
i nj e cti o ns of O T O-1 0 4 at 3 -m o nt h i nt er vals.  All s u bj e cts will r e mai n o n st a n d ar d of c ar e 
tr e at me nt f or u nilat er al M e nier e’s dis e as e.  S u bj e cts will r et ur n t o t he st u d y sit es at M o nt h 3 f or 
s afet y ass ess me nts a n d a n ot her I T i nj e cti o n of O T O -1 0 4.  S afet y ass ess me nts will b e c o m plet e d 
at t he e n d of t he st u d y ( M o nt h 6) or u p o n e arl y wit h dr a w al fr o m t he st u d y.
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4.  S T U D Y P O P U L A T I O N  

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

U p t o 3 0 0  s u bj e cts will b e e nr olle d  at a p pr o xi mat el y 6 0 -7 0 sit es i n t he U nit e d St at es .  S u bj e cts 
will b e e nr olle d o nl y if t he y me et all of t he i ncl usi o n crit eria a n d n o ne of t he e xcl usi o n crit eria  

4. 2.  I n cl usi o n C rit e ri a  

S u bj e cts e nr olle d i n t he st u d y will ha ve u nilat er al M e nier e’s dis e as e as o utli ne d b y t he A meric a n 
A c a d e m y of Ot olar y n g ol o g y - H e a d a n d N e c k S ur ger y ( A A O -H N S) C o m mitt e e o n H e ari n g a n d 
E q uili bri u m i n 1 9 9 5  (C o m mitt e e o n H e ari n g a n d E q uili bri u m, 1 9 9 5 ). 

T o b e eli gi bl e f or  t his st u d y, e a c h of t he f oll o wi n g crit eria m ust b e s atisfie d wit h a " Y E S " a ns w er 
( u nless n ot a p plic a ble): 

1.  S u bj e ct is a male or fe male a ge d 1 8 ye ars or ol d er.  

2.  S u bj e ct has c o m plet e d t he P has e 2 b ( 1 0 4 -2 0 1 1 0 2) or P has e 3 ( 1 0 4 -2 0 1 5 0 6) cli nic al 
st u d y.  

3.  F e male s u bj e cts of c hil d b e ari n g p ot e ntial [i. e., n ot s ur gic all y st erile a n d/ or n ot p ost -
me n o p a us al ( 1 2 m o nt hs si nc e last me nstr ual p eri o d a n d 4 5 ye ars of a ge or ol d er)] m ust 
ha ve a ne gati v e uri ne pr e g na nc y t est b ef or e e nr oll me nt. W o me n of c hil d b e ari n g p ot e ntial 
w h o  ar e n ot a bsti ne nt fr o m s e x wit h male p art ners ma y b e e nt er e d i nt o t he st u d y if t he y 
ar e usi n g a n d willi n g t o c o nti n ue t o us e hi g hl y effe cti ve or " d o u ble b arrier" c o ntr a c e pti ve 
pr e c a uti o ns f or t he d ur ati o n of t he st u d y ( e. g., or al c o ntr a c e pti ve s, c o ntr a c e p ti ve i m pla nt 
or i nj e cti o n, i ntr a ut eri ne d e vic e, or " d o u ble b arrier" met h o ds i ncl u di n g c o n d o m wit h 
dia p hr a g m, male c o n d o m wit h c er vic al c a p, male c o n d o m wit h s p er mici d e, or dia p hr a g m 
a n d s p er mici d e).   

4.  S u bj e ct is willi n g t o c o m pl y wit h t he pr ot o c ol a n d att e n d all st u d y visits.  

5.  S u bj e ct is a ble t o pr o vi d e writt e n i nf or me d c o ns e nt, i ncl u di n g a gr e e me nt t o pri va c y 
la n g ua ge eit her wit hi n t he i nf or me d c o ns e nt or i n a ncillar y d o c u me nts c o m plia nt wit h 
H e alt h I ns ur a nc e P ort a bilit y a n d A c c o u nt a bilit y A ct ( HI P A A), b ef or e t he i nitiati o n of a n y 
st u d y-r elat e d pr o c e d ur es. 

4. 3.  E x cl usi o n C rit e ri a  

T o b e eli gi bl e f or t his st u d y, e a c h of t he f oll o wi n g crit eria m ust b e s atisfie d wit h a “ N O ” a ns w er:                     
( u nless n ot a p plic a ble): 

1.  S u bj e ct has a n i nfe cti o n i n t he e ar, si n us es, or u p p er r es pir at or y s yst e m.  

2.  S u bj e ct is pr e g na nt or la ct ati n g.  

3.  S u bj e ct has a hist or y of i m m u n o d efi cie nc y dis e as e.  

4.  S u bj e ct has a cti ve or r e c e nt ( < 1 m o nt h pri or t o s cr e e ni n g) mi d dle e ar dis e as e, i ncl u di n g 
b ut n ot li mit e d t o:  c hr o nic otitis me dia, a c u t e otitis me dia, mi d dle e ar eff usi o ns, mi d dle 
e ar at ele ct asis, or c h olest e at o ma.  
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5.  S u bj e ct has a n a b n or malit y of t he t y m p a nic me m br a ne i n t he affe ct e d e ar t hat w o ul d 
i ncr e as e t he ris k ass o ciat e d wit h i ntr at y m p a nic i nj e cti o n i ncl u di n g b ut n ot li mit e d t o a 
m o n o meric, at ele ct atic or atr o p hic t y m p a nic me m br a ne.  

6.  S u bj e ct has a hist or y of t y m p a n ost o m y t u b es t hat i ncl u d e s e vi d e nc e of p erf or ati o n or la c k 
of cl os ur e.  

7.  S u bj e ct has a hist or y of pr e vi o us e n d ol y m p h ati c s a c s ur ger y.  

8.  S u bj e ct has a hist or y of pr e vi o us us e of i ntr at y m p a ni c ge nt a mici n i n t he affe ct e d e ar.  

9.  S u bj e ct has hist or y of dr o p att a c ks.  

1 0.  S u bj e ct has us e d s yst e mic st er oi ds wit hi n 1 m o nt h pri or t o Visit 1.  

1 1.  S u bj e ct has ha d i ntr at y m p a nic st er oi ds wit hi n 1 m o nt h pri or t o Visit 1.  

1 2.  S u bj e ct has e x p erie nc e d a n a d vers e  r e a cti o n t o i ntr at y m p a ni c i nj e cti o n of st er oi ds.  

1 3.  S u bj e ct has a h y p ers e nsiti vit y t o d e xa met has o ne or a n y of t he e xci pie nts i n O T O -1 0 4.  

1 4.  S u bj e ct has a n y ot her cli nic all y si g nifi c a nt ill ness or me dic al c o n diti o n t hat, i n t he 
i n vesti gat o r' s a n d t he me dic al m o nit or' s o pi ni o n, w o ul d pr o hi bit t he s u bj e ct fr o m 
p artici p ati n g i n t he st u d y.  

1 5.  S u bj e ct has p artici p at e d i n a cli nic al trial wit hi n 3 0 d a ys of Visit 1, n ot i ncl u di n g t he 
O T O -1 0 4 P has e 3 st u d y ( 1 0 4 -2 0 1 5 0 6).  

5.  R A N D O MI Z A T I O N A N D B L I N D I N G  

T his st u d y is a n o p e n -la b el st u d y wit h all s u bj e cts r e c ei vi n g O T O -1 0 4; t her ef or e, n o 
r a n d o miz ati o n or bli n di n g is r e q uir e d. 

5. 1.  E n r oll m e nt P r o c e d u r e s  

5. 1. 1.  As si g n me nt of S u bje ct I de ntifi c ati o n N u m be rs  

All s u bj e cts will r et ai n t he s a me u ni q ue s u bj e ct i d e ntific ati o n n u m b er as t he o ne assi g ne d in 
cli ni c al st u d y 1 0 4 -2 0 1 1 0 2  or 1 0 4 -2 0 1 5 0 6  pl us a 3 -di git n u m b er t o i n dic at e w hic h st u d y t he 
s u bj e ct p artici p at e d i n pr e vi o usl y.  T he s u bj e ct i d e ntifi c ati o n n u m b er will b e us e d t o i d e ntif y t he 
s u bj e ct t hr o u g h o ut t he st u d y a n d will r e mai n wit h t he s u bj e ct t h r o u g h o ut t he d ur ati o n of t he 
st u d y.  All s u bj e cts wit h a si g ne d i nf or me d c o ns e nt f or t he st u d y, w het her e nr olle d or n ot (s cr e e n 
fail ur es, s u bj e ct r ef us al, et c.), will b e d o c u me nt e d.  

6.  D O S A G E A N D A D MI N I S T R A T I O N  

6. 1.  St u d y D r u g A d mi nist r ati o n  

O T O -1 0 4 1 2 m g will b e a d mi nist er e d as a si n gle, 0. 2 m L i ntr at y m p a nic i nj e cti o n of 6 0 m g/ m L 
O T O -1 0 4. T he r e c o m me n d e d i nj e cti o n pr o c e d ur e f or i ntr at y m p a nic a d mi nistr ati o n of O T O -1 0 4 
i n M e nier e' s dis e as e s u bj e cts is as f oll o ws:   
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1.  Pla c e t he s u bj e ct i n a r e c u m b e nt p ositi o n wit h t he tr e at e d e ar u p w ar ds.  A nest heti ze t he 
t y m p a ni c me m br a ne b y c o veri n g t he e xt er nal s urfa c e of t he p ost eri or i nferi or q ua dr a nt 
wit h t o pic al li d o c ai ne/ pril o c ai ne cr e a m (i. e.,  u ntil t he t y m p a ni c 
me m br a ne is n u m b.  If a p plic a bl e, s ucti o n a w a y t he t o pic al li d o c ai ne/ p ril o c ai ne cr e a m.  

2.  Usi n g t he 1 m L s yri n ge pr e -l o a d e d wit h O T O-1 0 4 a n d e q ui p p e d wit h a 2 5 or 2 6 ga u ge 
ne e dle, i ns ert t he ne e dle t hr o u g h t he t y m p a ni c me m br a ne wit h t he b e vel fa ci n g i n a n 
i nfer o p ost eri or dir e cti o n t o a d ept h of a p pr o xi mat el y 2 -3 m m j ust i nferi or t o t he r o u n d 
wi n d o w nic he, a n d wit h fir m b ut ge ntle pr ess ur e, i nj e ct 0. 2 m L t a ki n g c ar e n ot t o i ns ert 
t he ne e dle f urt her t ha n ne c ess ar y.  Us e of t his t e c h ni q ue will mi ni mi z e t he p ossi bilit y of 
O T O -1 0 4 a d heri n g t o t he u n d ersi d e of t he t y m p a nic me m br a ne.  D o n ot i ncis e t he 
t y m p a ni c me m br a ne t o f or m a ve ntilati o n h ole as t his is n ot ne e d e d d ue t o t he s mall 
i nj e cti o n v ol u me. 

6. 2.  C o m pli a n c e  

O T O -1 0 4 will b e a d mi nist er e d b y sit e p ers o n nel as a si n gle, i ntr at y m p a ni c i nj e cti o n  a t Visit 1 
a n d 2 e xc e pt w he n wit h hel d d ue t o p ot e ntial s afet y c o nc er ns .  A n y d e viati o ns i n a d mi nistr ati o n 
will b e d o c u me nt e d i n t he s o ur c e d o c u me nts a n d t he e C R F.  

T he sit e will mai nt ai n a l o g of all st u d y dr u g dis p e ns e d a n d r et ur ne d. Dr u g s u p plies f or e a c h 
s u bj e ct will b e i n ve nt o rie d a n d a c c o u nt e d f or t hr o u g h o ut t he trial.  

7.  P R I O R, C O N C O MI T A N T, A N D S U B S E Q U E N T T H E R A P Y  

Us e of all c o nc o mit a nt me dic ati o ns will b e r e c or d e d i n t he s u bj e ct’s e C R F.  T his will i ncl u d e all 
s y m pt o mati c r elief me dic ati o ns f or M e nier e’s d is e as e s y m pt o ms, pr es cri pti o n dr u gs, her b al 
pr o d ucts, vit a mi ns, mi ner als, a n d o ver -t he-c o u nt er me dic ati o ns t a k e n wit hi n 3 0 d a ys b ef or e 
e nr oll me nt , w hic h will b e c o nsi d er e d pri or t her a p y.  A n y c o nc o mit a nt me dic ati o n d e e me d 
ne c ess ar y f or t he w elfar e of t he s u bj e ct d uri n g t he st u d y ma y b e gi ve n at t he dis cr eti o n of t he 
I n vesti gat or e xc e pt f or t h os e list e d i n S e cti o n 7. 1.  A n y c ha n ges i n c o nc o mit a nt me dic ati o ns will 
b e r e c or d e d i n t he s u bj e ct’s e C R F.  

7. 1.  P r o s c ri b e d T h e r a p y o r P r o c e d u r e s D u ri n g t h e St u d y P e ri o d  

T he f oll o wi n g t her a pies ar e pr o hi bit e d d uri n g t he st u d y: 

  S yst e mic c ortic ost er oi ds  

  I m m u n os u p p r essi ve me dic ati o ns 

  P he n ol f or us e i n a nest h et i zi n g t he t y m p a ni c me m br a ne  

  I ntr at y m p a ni c i nj e cti o n ot her t ha n t hat o utli ne d i n t he c urr e nt st u d y 

  S ur ger y f or tr e at me nt of  M e nier e’s dis e as e  

  Ot her i n vesti gati o nal dr u g(s) or d e vic e(s)  

Us e of a n y of t hes e pr os cri b e d t her a pies will b e c o nsi d er e d a pr ot o c ol d e viati o n . 
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7. 2.  S y m pt o m ati c R eli ef M e di c ati o ns  

It is r e c o g ni ze d t hat s u bj e cts ma y at ti mes us e c ert ai n me dic ati o ns f or r elief o f s y m pt o ms r elat e d 
t o M e nier e’s dis e as e d uri n g t he c o urs e of t he st u d y.  I nt er mitt e nt us e of vesti b ular s u p pr ess a nts 
a n d a nti-e metics is all o w e d as s y m pt o mati c r elief me dic ati o ns.  T he us e of ge nt a mici n , 
c ortic ost er oi ds  or s ur ger y at a n y ti me d uri n g t he st u d y will b e c o nsi d er e d a pr ot o c ol d e viati o n .  
A n y c ha n ges r e p ort e d b y t he s u bj e cts i n c o nc o mit a nt me dic ati o ns s h o ul d b e r e c or d e d i n t he 
s u bj e ct’s e C R F.  

8.  S T U D Y E V A L U A T I O N S  

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

8. 1. 1.  Visit 1: D a y 1 ( S c re e ni n g/ B as eli ne/ D os e N o. 1)  

T he f oll o wi n g  ass ess me nts will b e p erf or me d at Visit 1.  F or s u bj e cts e nr olli n g dir e ctl y ( wit hi n 1 
m o nt h) fr o m St u d y 1 0 4 -2 0 1 5 0 6, t he t y m p a n o metr y, a u di o metr y, ot os c o p y a n d C -S S R S 
ass ess me nt d at a c olle ct e d at t he fi nal visit of St u d y 1 0 4 -2 0 1 5 0 6 will s er ve as t he B as eli n e d at a 
f or Visit 1. 

T he f oll o wi n g ass ess me nts will b e p erf or me d at Visit 1.  

  I nf or me d c o ns e nt 

  C o nfir m eli gi bilit y  crit eria  

  M e dic al hist or y  

  C o nc o mit a nt me dic ati o ns  

  Vit al si g ns  

  H ei g ht a n d w ei g ht me as ur e me nts  

  Uri ne pr e g na nc y t est (f or fe male s u bj e cts of c hil d b e ari n g p ot e ntial o nl y)  

  T y m p a n o metr y  

  A u di o metr y   

  Ot os c o p y  

  C -S S R S ass ess me nt : B as eli ne versi o n or Si nc e L ast Visit versi o n  

  M e nier e’s s y m pt o m q uesti o n nair e  

  A d mi nist er O T O -1 0 4 ( all ass ess me nts i n t he a b o ve list m ust b e c o n d uct e d pri or t o 
O T O -1 0 4 a d mi nistr ati o n)  

  A d vers e e ve nts (t o b e c olle ct e d d uri n g or aft er O T O -1 0 4 a d mi nistr ati o n)  

8. 1. 2.  Visit 2: M o nt h 3  ( ± 2 we e k s) ( F oll o w U p a n d D os e N o. 2) 

T he f oll o wi n g ass ess me nts will b e p erf or me d at Visit 2 . 
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  C o nc o mit a nt me dic ati o ns  

  Vit al si g ns  

  Uri ne pr e g na nc y t est  (f or fe male s u bj e cts of c hil d b e ari n g p ot e ntial o nl y) 

  A u di o metr y  

  T y m p a n o metr y  

  Ot os c o p y  

  C -S S R S ass ess me nt, Si nc e L ast Visit versi o n  

  M e nier e’s s y m pt o m q uesti o n nair e  

  A d mi nist er O T O -1 0 4 ( all ass ess me nts i n t he a b o ve list m ust b e c o n d uct e d pri or t o 
O T O -1 0 4 a d mi nistr ati o n)  

  A d vers e e ve nts (t o b e c olle ct e d d uri n g or  aft er O T O -1 0 4 a d mi nistr ati o n)  

8. 1. 3.  Visit 3 : M o nt h 6  ( ± 2 we e k s) ( E n d of St u d y/ E a rl y T e r mi n ati o n) 

T he f oll o wi n g ass ess me nts will b e p erf or me d at Visit 3 . 

  C o nc o mit a nt me dic ati o ns  

  Vit al si g ns  

  W ei g ht  me as ur e me nt  

  Uri ne pr e g na nc y t est (f or fe male s u bj e cts  of c hil d b e ari n g p ot e ntial  o nl y)  

  T y m p a n o metr y  

  A u di o metr y   

  Ot os c o p y  

  C -S S R S ass ess me nt, Si nc e L ast Visit versi o n  

  M e nier e’s s y m pt o m  q uesti o n nair e  

  A d vers e e ve nts  

8. 1. 4.  U ns c he d ul e d Visit  

T he f oll o wi n g ass ess me nts will b e p erf or me d at a n u ns c he d ule d visit . 

  C o nc o mit a nt me dic ati o ns  

  Vit al si g ns  

  T y m p a n o metr y , as i n dic at e d 

  A u di o metr y , as i n dic at e d 

  Ot os c o p y  

  C -S S R S ass ess me nt, Si nc e L ast Visit versi o n  
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  A d vers e e ve nts  

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

S afet y ass ess me nts i ncl u d e:  

  Vit al Si g ns, H ei g ht a n d W ei g ht M e as ur e me nts  

  T y m p a n o metr y  

  A u di o metr y  

  Ot os c o p y  

  C -S S R S Ass ess me nt  

  C o nc o mit a nt M e dic ati o ns  

  A d vers e e ve nts (s e e  S e cti o n  9 ) 

8. 2. 1.  Vit al Si g n , H ei g ht a n d Wei g ht M e as ure me nts  

Vit al si g n me as ur e me nts (i ncl u di n g s yst olic a n d diast olic bl o o d pr ess ur e a n d p uls e r at e) will b e 
c olle ct e d at all st u d y visits.  Bl o o d pr ess ur e a n d p uls e r at e will b e me as ur e d aft er s u bj e cts ha ve 
b e e n s e at e d f or 5 mi n ut e s a n d w hile s u bj e cts ar e i n a sitti n g p ositi o n.  H ei g ht a n d w ei g ht will b e 
me as ur e d at  Visit 1  a n d w ei g ht will b e me as ur e d a gai n at Visit  3 . 

8. 2. 2.  U ri ne P re g n a nc y T e st  

A uri ne pr e g na nc y t est via di pstic k will b e c o n d uct e d  o nl y o n w o me n of c hil d b e ari n g p ot e ntial at 
all st u d y visits .  T he uri ne pr e g na nc y t est m ust b e c o n d uct e d a n d c o nfir me d ne gati ve pri or t o 
a d mi nistr ati o n of O T O -1 0 4  at St u d y Visits 1 a n d 2 . 

8. 2. 3.  T y m p a n o met r y  

T y m p a n o metr y ass ess me nts will b e us e d t o ass ess t he m o bilit y a n d c o m plia n c e of t he t y m p a nic 
me m br a ne, pr ess ur e a n d v ol u me i n t he mi d dle e ar, a n d f u ncti o n of t he t y m p a nic me m br a ne, 
ossicles a n d e ust a c hia n t u b e.  T y m p a n o gr a ms will b e c o m plet e d i n b ot h e ars a t all st u d y visits .  
S u bj e cts w e ari n g he ari n g ai ds s h o ul d b e i nstr uct e d n ot t o w e ar t heir he ari n g ai ds d uri n g t he 
t y m p a n o m etr y ass ess me nt. 

8. 2. 4.  A u di o g r a ms  

A u di o metri c ass ess me nts will b e us e d t o ass ess he ari n g f u ncti o n i n b ot h e ars.  A u di o gr a ms 
s h o ul d b e c o n d uc t e d at 5 0 0, 1 0 0 0, 2 0 0 0, 4 0 0 0 a n d 8 0 0 0 H z f or b ot h air a n d b o ne c o n d ucti o n at 
all st u d y visits.  B ot h air a n d b o ne c o n d ucti o n t hr es h ol ds will b e ass ess e d.  P ur e t o ne a ver a gi n g 
b o ne a n d air c o n d ucti o n t esti n g will b e d o ne at 5 0 0, 1 0 0 0, a n d 2 0 0 0 H z fr e q ue ncie s.  S u bj e cts 
w e ari n g he ari n g ai ds s h o ul d b e i nstr uct e d n ot t o w e ar t heir he ari n g ai ds d uri n g t he a u di o gr a m.  

A u di o metri c ass ess me nts m ust b e c o n d uct e d i n a c c or d a nc e wit h  A meric a n -S p e e c h -L a n g ua ge -
H e ari n g Ass o ciati o n G ui d eli nes  (A S H A, 2 0 0 5 ).  E q ui p me nt c ali br ati o n m ust b e c urr e nt a n d 
d o c u me nt e d.  T he a u di o metri c ass ess me nts m ust b e c o n d uct e d b y a lic e ns e d a u di ol o gist or a 
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q ualifi e d assist a nt wit h a p pr o priat e tr ai ni n g u n d er t he dir e ct s u p er visi o n of a lic e ns e d 
a u di ol o gist.  

8. 2. 5.  Ot os c o p y  

Ot os c o pic e xa ms will b e us e d t o ass ess t he a u dit or y c a nal, t he a p p e ar a nc e of t he t y m p a nic 
me m br a ne, a n d t he he ali n g of t he i ntr at y m p a nic i nj e cti o n sit e.  Ot os c o pic e xa mi n ati o ns will b e 
p erf or me d i n b ot h e ars at all st u d y visits d uri n g t he st u d y b y t he p h y sicia n.  Pr es e nc e a n d size of 
t y m p a ni c me m br a ne p erf or ati o ns will b e r e c or d e d.  P erf or ati o ns of t he t y m p a nic me m br a ne will 
b e c a pt ur e d as a d vers e e ve nts ( A Es ) o nl y if t he p erf or ati o n i ncr e as es i n size a n d d o es n ot r es ol ve 
b y t he e n d of t he st u d y.  S u bj e cts  w e ari n g he ari n g ai ds s h o ul d b e i nstr uct e d n ot t o w e ar t heir 
he ari n g ai ds d uri n g t he ot os c o pic e xa m.  

8. 2. 6.  C -S S R S As s e s s me nt  

T he C -S S R S ass ess me nt will b e a d mi nist er e d at all st u d y visits.  T he Si nc e L ast Visit versi o n of 
t he C-S S R S will b e us e d f or s u bj e cts e nr olli n g fr o m St u d y 1 0 4 -2 0 1 5 0 6 w hile t he B as eli ne 
versi o n will b e us e d f or all s u bj e cts  e nr olli n g fr o m St u d y 1 0 4 -2 0 1 1 0 2 .  T he Si nc e L ast Visit 
versi o n of t he C -S S R S will b e us e d at all s u bs e q ue nt visits.  A n y s u bj e ct wit h a p ositi ve s c or e o n 
t he B as eli ne versi o n or a n a p p e ar a nc e of a n y ne w s uici d al i d e ati o n or s uici d e b e ha vi or si nc e t he 
B as eli ne versi o n ( w het her a d mi nist er e d i n t his st u d y or St u d y 1 0 4 -2 0 1 5 0 6) s h o ul d b e r eferr e d t o 
t heir pri mar y c ar e pr o vi d er f or f oll o w-u p.  

If a s u bj e ct has a n y p ost-B as eli ne  C -S S R S s c or e of 1 -3 f or I d e ati o n (i. e., a “ yes ” a ns w er t o 
Q uesti o ns 1, 2, or 3) or a “ yes ” r es p o ns e t o t he N o n -S uici d al S elf -I nj uri o us B e ha vi or q uesti o n) 
a n d t he s c or e is hi g her t ha n t he B as eli ne  C -S S R S s c or e, t he n t his ass ess me nt s h o ul d b e r e c or d e d 
as a n a d vers e e ve nt ( A E).  T his i nf or mati o n is r e p ort e d as i n dic at e d i n S e cti o n  9. 1 . ( P ossi ble A E 
t er ms: S uici d al pla ns, S uici d al i d e ati o n, S uici d al t e n de nc y, S uici d al b e ha vi or, S uici d al i nt e nti o n, 
S uici d al d e pr essi o n, A cti ve s uici d al i d e ati o n, P assi ve s uici d al i d e ati o n, S elf -i nj uri o us b e ha vi or 
wit h o ut s uici d al i nt e nt).  

If a s u bj e ct has a n y p ost-B as eli ne  C -S S R S s c or e of 4 or 5 f or I d e ati o n (i. e., a “ yes ” a ns w er t o 
q uesti o n 4 or 5) a n d/ or a n y q uesti o ns a ns w er e d yes f or S uici d al B e ha vi or ( wit h t he e xc e pti o n of 
a “ yes ” r es p o ns e t o t he N o n -S uici d al S elf -I nj uri o us B e ha vi or q uesti o n), a n d t his w as n ot 
o bs er ve d at B as eli ne , t he n t his ass ess me nt s h o ul d b e r e c or d e d as a seri o us a d vers e e ve nt ( S A E).  
T his i nf or mati o n is r e p ort e d as i n dic at e d i n S e cti o n  9. 2. 2 . 

8. 3.  A d diti o n al E v al u ati o ns  

8. 3. 1.  M e ni e re’s S y m pt o m  Q ue sti o n n ai re  

T he M e nier e’s s y m pt o m q uesti o n nair e is a s et of  q uest i o ns t hat will b e a d mi nist er e d at St u d y 
Visits 1, 2,  a n d  3 .  E a c h q uesti o n has 5 p ossi ble r es p o ns es:  1) N o V erti g o/ N o Ti n nit us/ N o E ar 
F ull ness/ N o H e ari n g Diffic ult y ( d e p e n di n g o n t he q uesti o n  a d mi nist er e d ), 2) Mil d , 3) M o d er at e , 
4) S e ver e , a n d 5) E xtr e mel y S e ver e.   T his ass ess me nt is c o nsi d er e d a n a d diti o nal e n d p oi nt.  
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9.  A D V E R S E E V E N T ( A E) R E P O R T I N G  

Ti mel y, a c c ur at e, a n d c o m plet e r e p orti n g a n d a nal ysis of s afet y i nf or mati o n fr o m cli ni c al trials 
will b e c o n d uct e d i n a c c or d a nc e wit h G o o d Cli nic al Pr a ctic e.  

All A Es, i ncl u di n g S A Es r e p ort e d or o bs er ve d d uri n g or aft er d osi n g wit h t he st u d y dr u g will b e 
r e c or d e d o n t he A E p a ge of t he e C R F f or all e nr olle d s u b j e cts.  I nf or mati o n t o b e c olle ct e d 
i ncl u d es d es cri pti o n of e ve nt, d at e of o ns et, i n vesti gat or-s p e cifi e d ass ess me nt of t he s e verit y a n d 
r elati o ns hi p t o st u d y dr u g, d at e of r es ol uti o n of t he e ve nt, s eri o us ness, a n y r e q uir e d tr e at me nt or 
e val uati o ns, a n d o ut c o me.  A d vers e e ve nts r es ulti n g fr o m c o nc urr e nt ill ne ss es, r e a cti o ns t o 
c o nc urr e nt ill ness e s, r e a cti o ns t o c o nc urr e nt me dic ati o ns, or pr o gr essi o n of dis e as e st at es m ust 
als o b e r e p ort e d.  P erf or ati o ns of t he t y m p a nic me m br a ne will b e c a pt ur e d as A Es o nl y i f t he 
p erf or ati o n i ncr e as es i n size a n d d o es n ot r es ol ve b y t he e n d of t he st u d y.  

If t he e xisti n g me dic al c o n diti o n w ors e ns at a n y ti me aft er a p plic ati o n of st u d y dr u g, it s h o ul d b e 
r e c or d e d as a n A E. 

9. 1.  A d v e rs e E v e nt Cl a s sifi c ati o n D efi niti o ns  

A d v e rs e E v e nt:  

A n  A E is a n y u nfa v or a ble a n d u ni nt e n d e d dia g n osis , s y m pt o m, si g n, s y n dr o me or dis e as e w hic h 
o c c urs d uri n g t he st u d y, ha vi n g b e e n a bs e nt at b as eli ne, or, if pr es e nt at b as eli ne, a p p e ars t o 
w ors e n.  

T his i ncl u d es a n y o c c urr e nc e t hat is ne w i n o ns et or a g gr a v at e d i n s e verit y or fr e q ue nc y fr o m t he 
b as eli ne c o n diti o n, i ncl u di n g a b n or mal r es ults of dia g n ostic pr o c e d ur es a n d/ or la b or at or y t est 
a b n or maliti es, w hic h ar e c o nsi d er e d A Es if t he y:  

  r es ult i n dis c o nti n uati o n fr o m t he st u d y 

  r e q uir e tr e at me nt or a n y ot her ther a p e utic i nt er ve nti o n  

  r e q uir e f urt her dia g n ostic e val uati o n ( e xcl u di n g a r e p etiti o n of t he s a me pr o c e d ur e t o 
c o nfir m t he a b n or malit y)  

  ar e ass o ciat e d wit h cli nic al si g ns or s y m pt o ms j u d ge d b y t he i n vesti gat o r t o ha ve a 
si g nifi c a nt cli nic al i m p a ct  

S e ri o us A d v e rs e E v e nt ( S A E):  

A n S A E is d efi ne d as a n y u nt o w ar d me dic al o c c urr e nc e t hat:  

  r es ults i n d e at h, 

  is life-t hr e at e ni n g (N ot e: t he t er m “lif e -t hr e at e ni n g ” r efers t o a n e ve nt i n w hic h t he 
s u bj e ct w as at ris k of d e at h at t he ti me of t he e ve nt r at her t ha n t o a n  e ve nt w hic h 
h y p ot heti c all y mi g ht ha ve c a us e d d e at h if it w er e m or e s e ver e. ), 

  r e q uir es i n-p atie nt h os pit ali zati o n or pr ol o n gat i o n of e xisti n g h os pit ali z ati o n, 

  r es ults i n p ersist e nt or si g nifi c a nt dis a bilit y/i nc a p a cit y, or 

  is a c o n ge nit al a n o mal y/ birt h d efe ct.  
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M e dic al a n d s cie ntific j u d g me nt s h o ul d b e e xer cis e d i n d e ci di n g w het her e x p e dit e d r e p orti n g is 
a p pr o priat e i n ot her sit uati o ns, s uc h as i m p ort a nt me dic al e ve nts t hat ma y n ot b e i m me diat el y 
life-t hr e at e ni n g or r es ult i n d e at h or h os pit ali zati o n b ut ma y j e o p ar dize t he s u bj e ct or ma y r e q uir e 
i nt er ve nti o n t o pr e ve nt o ne of t he ot her o ut c o mes list e d i n t he a b o ve d efi niti o n.  T hes e e ve nts 
s h o ul d b e c o nsi d er e d s eri o us.  

9. 1. 1.  As s e s s me nt of S e v e rit y  

T he i n vesti gat or will ass ess t he i nt e nsit y of t he A E a n d r at e t he A E as mil d, m o d er at e, or s e ver e 
usi n g t he f oll o wi n g crit eria:  

G r a de 1 –  Mil d:  T hes e e ve nts ar e e asil y t oler at e d, r e q uir e mi ni mal or n o tr e at me nt, a n d d o 
n ot i nt erfer e wit h t he s u bj e ct’s d ail y a cti vities.  

G r a de 2 –  M o de r at e:  T hes e e ve nts c a us e s ufficie nt dis c o mf ort t o i nt erfer e wit h d ail y 
a cti vit y a n d/ or r e q uir e a si m ple d os e of me dic ati o n, e. g., a nal gesi cs or a nti -e metics.  

G r a de 3 –  S e v e re:  T hes e e ve nts i nc a p a cit at e a n d pr e ve nt us ual a cti vit y or r e q uir e c o m ple x 
me dic ati o n/tr e at m e nt or h os pit ali z ati o n.  

G r a de 4 –  Lif e T hre at e ni n g : T hes e  e ve nt s ar e t h os e f or w hic h t he s u bj e ct w as at ris k of 
d e at h at t he ti me of t he e ve nt r at her t ha n a n e ve nt w hic h h y p ot hetic all y mi g ht ha ve c a us e d 
d e at h if it w er e m or e s e ver e . 

G r a de 5 –  D e at h:  T he e ve nt r es ult e d i n t he d e at h of t he  s u bj e ct.  

C ha n ges i n t he s e verit y of a n A E s h o ul d b e d o c u me nt e d t o all o w f or a n ass ess me nt of t he 
d ur ati o n of t he e ve nt at e a c h le vel of i nt e nsit y t o b e p erf or me d.  

9. 1. 2.  As s e s s me nt of C a us alit y  

T he i n vesti gat or’s ass ess me nt of a n A E’s r elati o ns hi p t o st u d y dr u g  will b e p art of t he 
d o c u me nt ati o n pr o c ess, b ut will n ot b e a fa ct or i n d et er mi ni n g w hat is or is n ot r e p ort e d i n t he 
st u d y. 

T he i n vesti gat or will ass ess t he r elati o ns hi p or ass o ciati o n of t he st u d y dr u g i n c a usi n g or 
c o ntri b uti n g t o t he A E, w hic h will b e c har a ct erize d usi n g t he f oll o wi n g classific ati o n a n d 
crit eria: 

D efi nit e : A d vers e e ve nts t hat, aft er c ar ef ul me dic al e val uati o n, ar e c o nsi d er e d d efi nit el y 
r elat e d t o t he st u d y dr u g; ot her c o n diti o ns ( c o nc urr e nt ill ness, pr o gr essi o n/ e x pr essi o n of 
dis e as e st a t e, or c o nc urr e nt me dic ati o n r e a cti o n) d o n ot a p p e ar t o e x plai n t he e ve nt. 

P r o b a bl e : A d vers e e ve nts t hat, aft er c ar ef ul me dic al e val uati o n, ar e c o nsi d er e d wit h a hi g h 
d e gr e e of c ert ai nt y t o b e r elat e d t o t he st u d y dr u g.  T he f oll o wi n g c har a ct eristi cs will a p pl y: 

  a  r e as o na ble t e m p or al r elati o ns hi p e xists b et w e e n t he e ve nt a n d e x p os ur e t o t he st u d y 
dr u g, a n d  

  the e ve nt is a k n o w n r e a cti o n t o t he st u d y dr u g t hat c a n n ot b e e x plai ne d b y a n 
alt er nati v e c a us e c o m m o nl y o c c urri n g i n t he p o p ulati o n/i n di vi d ual, or  

  the e ve nt is n ot a k n o w n r e a cti o n t o t he st u d y dr u g b ut c a n n ot b e r e as o na bl y 
e x plai ne d b y a n alt er nati ve c a us e.  
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P os si bl e : A d vers e e ve nts t hat, aft er c ar ef ul me dic al e val uati o n, d o n ot me et t he crit eria f or a 
d efi nit e or pr o b a ble r elati o ns hi p t o t he st u d y dr u g,  b ut f or w hic h a c o n ne cti o n c a n n ot b e r ule d 
o ut wit h c ert ai nt y.  T he f oll o wi n g c har a ct eristic s will a p pl y:  

  the e ve nt o c c urs aft er e x p os ur e t o t he st u d y dr u g, a n d  

  ther e is a r e as o na ble t e m p or al r elati o ns hi p t o t he a p plic ati o n, b ut t he e ve nt is n ot a 
k n o w n r e a cti o n t o t he st u d y dr u g a n d c o ul d b e e x plai ne d b y a c o m m o nl y o c c urri n g 
alt er nati v e c a us e, or  

  in t he a bs e nc e of a r e as o na ble t e m p or al r elati o ns hi p, t he e ve nt c a n n ot b e e x plai ne d b y 
a n alt er nati ve c a us e.  

N ot rel at e d : A d vers e e ve nts i n t his c at e g or y will have eit her of t he f oll o wi n g c har a ct eristic s:  

  the e ve nt d o es n ot ha ve a r e as o na ble t e m p or al r elati o ns hi p t o st u d y dr u g 
a d mi nistr ati o n a n d / or c a n b e e x plai ne d b y a c o m m o nl y o c c urri n g alt er nati ve c a us e.  

9. 1. 3.  F oll o w u p of A d v e rs e E v e nts  

T he i n vesti gat or will f oll o w a n o n-s eri o us A E u ntil r es ol uti o n, st a bili zati o n, or t he E n d of St u d y 
Visit.  T he i n vesti gat o r will f oll o w a n S A E (r e gar dless of r elati o ns hi p t o st u d y dr u g) u ntil t he 
e ve nt r es ol ves, st a bili ze s, or b e c o mes n o n -s eri o us.  All A Es i d e ntifie d o n t he last s c he d ule d 
c o nt a ct m ust b e r e c or d e d o n t he A E p a ge of t he e C R F a n d t he c urr e nt st at us ( o n g oi n g or 
r es ol ve d) will b e n ot e d.  I n a d diti o n, S A Es will b e r e p ort e d t o Pr o d uct S afet y  a c c or di n g t o t he 
r e p orti n g g ui d eli nes i d e ntifi e d i n S e cti o n 9. 2. 2 . 

9. 2.  M o nit o ri n g of A d v e rs e E v e nts  

9. 2. 1.  All A d v e rs e E v e nts  

All A Es will b e a nal yze d f or s afet y.  T h os e me eti n g t he d efi niti o n of S A E m ust b e r e p ort e d usi n g 
t he S A E F or m.  S u bj e cts s h o ul d v ol u nt aril y r e p ort a n y A Es or r e p ort A Es i n r es p o ns e t o ge ner al, 
n o n -dir e ct e d q uesti o ni n g ( e. g., " H o w has y o ur he alt h b e e n si nc e t he last visit ? ").  F or e a c h A E 
v ol u nt e er e d b y t he s u bj e ct , t he i n vesti gat o r s h o ul d o bt ai n all t he i nf or m ati o n r e q uir e d t o 
c o m plet e t he A E p a ge of t he e C R F, i n a c c or d a nc e wit h t he g ui d eli nes t hat a c c o m p a n y it.  

All A Es, r e gar dless of s eri o us ness, s e verit y, or pr es u me d r elati o ns hi p t o st u d y t her a p y, m ust b e 
r e c or d e d usi n g me dic al t er mi n ol o g y i n t he s o ur c e d o c u me nt a nd o n t he e C R F.  W he ne ver 
p ossi ble, dia g n os es s h o ul d b e gi ve n w he n si g ns a n d s y m pt o ms ar e d ue 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 n os e, s ne e zi n g, s or e t hr o at, a n d he a d c o n gesti 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 nfe cti o n ").  I n vesti gat o rs m ust r e c or d o n t he e C R F t heir o pi ni o n c o nc er ni n g t he 
r elati o ns hi p of t he A E t o st u d y t her a p y.  All me as ur es r e q uir e d f or A E ma na ge me nt m ust b e 
r e c or d e d i n t he s o ur c e d o c u me 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 ucti o ns.  

A n y n o n -s eri o us A E t hat o c c urs aft er t he d os e of st u d y dr u g m ust b e r e p ort e d i n d et ail o n t he 
a p pr o priat e e C R F p a ge a n d f oll o w e d u ntil r es ol uti o n, st a bili zati o n, or t he E n d  of  St u d y V isit.  
T he d es cri pti o n of t he A E will i ncl u d e d es cri pti o n of e ve nt, d at e of o ns et, d at e of r es ol uti o n, 
i n vesti gat o r ass ess me nt of s e verit y a n d r elati o ns hi p t o st u d y dr u g, s eri o us ness, a n y r e q uir e d 
tr e at me nt or e val uati o ns, a n d o ut c o me.  
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T he s p o ns or ass u mes r es p o nsi bilit y f or a p pr o priat e r e p orti n g of A Es t o t he r e g ulat or y a ut h oritie s.  
T he s p o ns or will als o r e p ort t o t he i n vesti gat ors all s eri o us A Es t hat ar e u nlist e d a n d ass o ciat e d 
wit h t he us e of t he dr u g.  T he i n vesti gat ors m ust r e p ort t hes e e ve nts t o t he a p pr o priat e 
I nstit uti o nal R e vie w B o ar d (I R B) in a c c or d a nc e wit h l o c al r e g ulati o ns.  

9. 2. 2.  S e ri o us A d v e rs e E v e nts  

All S A Es o c c urri n g d uri n g cli nic al trials m ust b e r e p ort e d wit hi n 2 4 h o urs t o Pr o d uct S afet y.  

T he c a us e of d e at h of a s u bj e ct i n a cli nic al trial, w het her t he e ve nt is e x p e ct e d or ass o ciat e d wit h 
t he i n vesti gati o nal a ge nt, is a n S A E. 

T he i nitial r e p ort  of a n S A E ma y b e ma d e b y t ele p h o ne , e-mail  or fa csi mil e (fa x).  T he 
i n vesti gat o r m ust pr o vi d e t he mi ni mal i nf or mati o n: i. e., pr ot o c ol n u m b er, s u bj e ct' s i nitials a n d 
d at e of birt h, s u bj e ct n u m b er or me dic ati o n c o d e n u m b er, nat ur e of t he A E a n d i n vesti gat or ' s 
attri b uti o n.  

All or al r e p orts of a n S A E m ust b e c o nfir m e d wit hi n 2 4 h o urs b y a writt e n, m or e d et aile d r e p ort 
a n d si g ne d b y t he i n vesti gat or.  F or t his p ur p os e, t he s p o ns or will pr o vi d e t he i n vesti gat or wit h 
t he S eri o us A d vers e E ve nt F or m f or Cli nic al Trials. 

All S A Es t hat ha ve n ot r es ol ve d b y t he e n d of t he st u d y, or t hat ha ve n ot r es ol ve d u p o n 
dis c o nti n uati o n of t he s u bj e ct' s p artici p ati o n i n t he st u d y, m ust b e f oll o w e d u ntil eit her:  

  t he e ve nt r es ol ves, 

  t he e ve nt st a bili z es, or 

  t he e ve nt b e c o mes n o n-s eri o us 

T he i n vesti gat or s h o ul d r e p ort a n y f oll o w -u p i nf or mati o n as it b e c o mes a vaila ble.  

9. 2. 3.  P re g n a nci e s  

Pr e g na ncies o c c urri n g aft er t he first d os e of i n vesti gati o nal pr o d uct  a n d d uri n g p artici p ati o n of 
t he st u d y ar e c o nsi d er e d i m me diat el y r e p ort a ble e ve nts.  W h ile n ot c o nsi d er e d a S A E u nless a 
s eri o us crit eri o n is met, pr e g na ncie s o c c urri n g i n s u bj e cts e nr olle d o n t he st u d y m ust b e r e p ort e d 
a n d f oll o w e d t o o ut c o me.  T he i n vesti gat or s h o ul d c o m plet e t he pr e g na nc y r e p ort e C R F wit hi n 
o ne w or ki n g d a y of k n o wle d ge of  t he pr e g na nc y.  F oll o wi n g d eli ver y or t er mi nati o n of 
pr e g na nc y, t he f oll o w -u p pr e g na nc y r e p ort f or m s h o ul d b e c o m plet e d o n t he pr e g na nc y C R F.  
S p o nt a ne o us a b orti o ns s h o ul d al w a ys b e r e p ort e d as S A Es.  F oll o w -u p i nf or mati o n r e gar di n g t he 
o ut c o me of t he pr e g na nc y a n d a n y p ost nat al s e q uela e i n t he i nfa nt will b e r e q uir e d.  

9. 3.  C o nt a cti n g S p o ns o r R e g a r di n g S af et y  

A n y A E c o nsi d er e d s eri o us b y t he i n vesti gat o r, or t hat me ets t he S A E crit eria st at e d i n t his 
pr ot o c ol, m ust b e r e p ort e d t o Pr o d uct S afet y wit hi n 2 4 h o urs  fr o m t he ti me t hat st u d y sit e 
p ers o n nel first le ar ns of t he e ve nt.  T he st u d y sit e m ust e nt er t he S A E i nt o t he E D C s yst e m.  
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S o ur c e d o c u me nts will b e r e q uest e d fr o m t he st u d y sit es f or S A Es a n d s h o ul d b e pr o vi d e d t o 
Pr o d uct S afet y.  If t he s u bj e ct is h os pit ali ze d d uri n g t he st u d y, a c o p y of t he h os pit al dis c har ge 
s u m mar y s h o ul d b e pr o vi d e d t o t he Pr o d uct S afet y as s o o n as it b e c o mes a vaila bl e.  

1 0.  S U B J E C T C O M P L E TI O N  

1 0. 1.  C o m pl eti o n  

S u bj e cts w h o wit h dr a w  fr o m f urt her a d mi nistr ati o n of st u d y dr u g or w h o wit h dr a w t heir c o ns e nt 
t o b e f oll o w e d or ar e l ost-t o-f oll o w- u p b ef or e c o m pleti o n of Visit 3  ( M o nt h 6 ) will n ot b e 
c o nsi d er e d t o ha ve c o m plet e d  t he st u d y. 

1 0. 2.  Wit h d r a w al  

All s u bj e cts ha ve t h e ri g ht t o wit h dr a w fr o m st u d y dr u g a d mi nistr ati o n a n d/ or st u d y e val uati o ns  
at a n y ti me, f or a n y r e as o n, wit h o ut pr ej u dic e; n o net heless, i n vesti gat ors s h o ul d att e m pt t o 
e nc o ur a ge s u bj e cts t o c o m plet e t he pr ot o c ol e ve n if t he s u bj e ct has wit h dr a w n fr o m st u d y dr u g 
s o t hat c o nti n ue d o bs er vati o n a n d f oll o w -u p me as ur e me nts ma y b e o bt ai ne d.  T he i n vesti gat or 
ma y dis c o nti n ue a s u bj e ct’s p artici p ati o n i n t he st u d y at his/ her dis cr eti o n f or r e as o ns i ncl u di n g, 
b ut n ot li mit e d t o, t he f oll o wi n g:  

1.  S u bj e ct e x p erie nc es a s eri o us or i nt oler a bl e A E t hat, i n t he o pi ni o n of t he i n vesti gat o r, 
r e q uir es wit h dr a w al fr o m t he st u d y. 

2.  S u bj e ct is i n vi olati o n of t he pr ot o c ol.  

3.  S u bj e ct d e vel o ps a c o n diti o n d uri n g t he c o urs e of t he st u d y t hat ma k es it u n wis e t o 
c o nti n ue wit h t he trial.  

4.  S u bj e ct r e q uir es a me dic ati o n t hat is pr o hi bit e d b y t he pr ot o c ol.  

5.  S u bj e ct r e q uests a n e arl y dis c o nti n uati o n f or a n y r e as o n.  

At a n y p oi nt, t he i n vesti gat or ma y dis c o nti n u e t he s u bj e ct’s st u d y p artici p ati o n at his/ her 
dis cr eti o n a n d e ns ur e t he s u bj e ct r e c ei ves  a p pr o priat e me dic al c ar e; t he i n vesti gat or ma y als o 
c o ns ult t he me dic al m o nit or t o dis c uss o ut -of -r a n ge t est r es ults. 

1 0. 2. 1.  H a n dli n g of Wit h dr a w als  

S u bj e cts will b e fr e e t o wit h dr a w fr o m f urt her st u d y dr u g a d mi nistr ati o n a n d f urt her f oll o w-u p 
t he st u d y at a n y ti me.  S u bj e ct p artici p ati o n i n t he st u d y ma y b e st o p p e d at a n y ti me at t he 
dis cr eti o n of t he i n vesti gat o r or at t he r e q uest of t he s p o ns or.  

W he ne ver p ossi ble, all s u bj e cts w h o wit h dr a w fr o m f urt her st u d y dr u g a d mi nistr ati o n s h o ul d b e 
e nc o ur a ge d t o r e mai n o n -st u d y f or f urt her f oll o w-u p t hr o u g h t he s u bj e ct last s c he d ule d visit.  
H o w e ver, s h o ul d a r e q uest f or e arl y wit h dr a w al fr o m t he st u d y wit h n o f urt her f oll o w -u p b e 
ma d e, t he s u bj e ct s h o ul d  b e e nc o ur a ge d t o r et ur n t o t he st u d y sit e f or a last f oll o w u p visit a n d  
u n d er g o all e n d of st u d y/ e arl y t er mi nati o n ass ess me nts.  
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W he n a s u bj e ct wi t h dr a ws fr o m f urt her a d mi nistr ati o n of st u d y dr u g or t he st u d y pri or t o 
c o m pleti n g Visit 3  ( M o nt h 6 ), t he r e as o n f or wit h dr a w al is t o b e d o c u me nt e d o n t he e C R F s a n d 
i n t he s o ur c e d o c u me nt.   

1 0. 2. 2.  R e pl a c e me nts  

S u bj e cts w h o dis c o nti n ue p artici p ati o n i n t he st u d y f or a n y r e as o n aft er d osi n g will n ot b e 
r e pla c e d. 

1 1.  S T A T I S T I C A L M E T H O D S  

T he e m p hasis of t he a nal ysis will b e wit h r es p e ct t o d es cri pti o n a n d esti mati o n r at her t ha n  
h y p ot hesis t esti n g .  T he f oll o wi n g st atistic al s e cti o ns d es cri b e t he ge ner al a nal ytic met h o ds t o b e 
i m ple me nt e d t o ass ess t he o ver all st u d y o bj e cti ves.  M or e d et aile d d es cri pti o ns of t he 
met h o d ol o g y will b e pr o vi d e d i n t he St atistic al A nal ysis Pla n ( S A P).    

1 1. 1.  S a m pl e Si z e  

It is e x p e ct e d t hat up t o 3 0 0 s u bj e ct s fr o m P has e 2 b (1 0 4 -2 0 1 1 0 2 ) or P has e 3 ( 1 0 4 -2 0 1 5 0 6)  
cli ni c al trials will b e e nr olle d i nt o t his st u d y.  T he s a m ple size w as n ot b as e d o n a n y p o w er 
c alc ulati o n.   

1 1. 2.  A n al ysis S ets  

T he f oll o wi n g d efi niti o ns wi ll b e us e d t o d eri ve t he a nal ysis s ets f or t his st u d y.    

S af et y A n al ysis S et :  T he s afet y a nal ysis s et will i ncl u d e all s u bj e cts w h o r e c ei ve at le ast o ne 
d os e of st u d y dr u g.   

1 1. 3.  D e s c ri pti o n of S u b g r o u ps t o b e A n al y z e d  

K e y s afet y d at a will b e d es cri b e d  f or t he f oll o wi n g s u b gr o u ps usi n g t he s afet y a nal ysis s et: 

  S u bj e ct D e m o gr a p hics  

  G e n d er  

A d diti o nal d e m o gr a p hic a n d b as eli ne c har a ct eristic s u b gr o u ps will b e c o nsi d er e d a n d i d e ntifi e d 
i n d et ail i n t he S A P. 

1 1. 4.  S u bj e ct D e m o g r a p hi c s, B a s eli n e Dis e as e St at us, a n d Dis p o siti o n  

D es cri pti ve st atistics f or s u bj e ct d e m o gr a p hi cs, b as eli ne dis e as e st at us, a n d s u bj e ct dis p ositi o n 
will b e pr o vi d e d.  If fe asi ble, a K a pla n -M eier pl ot of ti me -t o-st u d y wit h dr a w al will als o b e 
esti mat e d.  Pr ot o c ol d e viati o n s will b e a nal yze d b y a g gr e gat e s u m mar y a n d/ or li ne listi n gs if t he 
n u m b er of d e viati o n s is s mall.  

1 1. 5.  Effi c a c y E v al u ati o ns  

N ot a p plic a ble  
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1 1. 6.  G e n e r al A n al yti c M et h o ds  

T he pri mar y a nal ytic a p pr o a c h f or t his trial will b e d es cri pti ve.  S u m mar y st atistics will b e 
c alc ulat e d a n d w her e r el e va nt , 9 5 % c o nfi d e nc e i nt er vals pr es e nt e d.  D et ails of t he a nal ysis will 
b e d es cri b e d i n t he S A P.  

1 1. 7.  S af et y E v al u ati o ns  

S afet y e val uati o ns i ncl u d e : 

  Vit al Si g ns, H ei g ht a n d W ei g ht M e as ur e me nts  

  T y m p a n o metr y  

  A u di o metr y  

  Ot os c o p y  

  C -S S R S Ass ess me nt  

  C o nc o mit a nt M e d ic ati o ns 

  A d vers e e ve nts  

1 1. 7. 1.  A d v e rs e E v e nts  

V ersi o n 1 8. 1  of M e dic al Dicti o nar y f or R e g ulat or y A cti viti es  ( M e d D R A) will b e us e d t o c o d e all 
A Es.  

T he pri mar y a nal ysis of A Es will c o nsi d er o nl y tr e at me nt e mer ge nt A Es (T E A Es ), e ve nts 
o c c urri n g f or t he first ti me, or w ors e ni n g d uri n g or aft er t he first d os e of st u d y dr u g.  S u bj e ct 
i nci d e nc e of T E A Es a n d S A Es will b e t a b ulat e d b y pr eferr e d t er ms a n d s yst e m or ga n class.  
T hes e a nal ys es ma y als o b e t a b ulat e d b y visit , ti me of o ns et a n d/ or c u m ulati ve e x p os ur e.  I n 
a d dit i o n, se verit y a n d r elati o ns hi p t o st u d y dr u g will als o b e pr es e nt e d.   A d vers e e ve nts  will b e 
pr es e nt e d b y d es c e n di n g or d er of fr e q ue nc y i n M e d D R A s yst e m or ga n class a n d pr eferr e d t er m.  

S u b gr o u p a nal ys es of A Es b y  ge n d er will b e e xa mi ne d.   Listi n gs of all S A Es, A Es le a di n g t o 
st u d y wit h dr a w al, a n d d e at hs o n-st u d y will als o b e i ncl u d e d.  D ur ati o n a n d o ut c o me of e a c h A E 
will b e r e p ort e d i n s u bj e ct listi n gs.   

1 1. 7. 2.  Vit al Si g ns  

T he a nal ysis of vit al si g ns will i ncl u d e d es cri pti ve st atistic s f or t he c ha n ge fr o m b as el i ne t o e a c h 
p ost -b as eli ne visit  w her e vit al si g ns ar e c olle ct e d.  T he  c ha n ge fr o m b as eli ne t o t he w orst p ost -
b as eli ne val ue (i ncr e as e/ d e cr e as e) ma y als o b e e xa mi ne d.   W ei g ht me as ur e me nts f or b as eli ne 
a n d p ost -b as eli ne visits will b e t a b ulat e d  as will hei g ht me as ur e me nts f or b as eli ne . 

1 1. 7. 3.  Ot os c o pi c E x a mi n ati o ns  

O bs er vati o ns r e c or d e d d uri n g t he c o n d uct of ot os c o pic e xa ms will b e d es cri pti ve.  T he n u m b er 
a n d p er c e nt of s u bj e cts pr es e nti n g wit h e a c h ot os c o pic classific ati o n will b e pr o vi d e d b y st u d y 
v isit usi n g s hift t a bles w her e a p pr o priat e .  D at a will b e t a b ulat e d s e p ar at el y f or t he tr e at e d a n d 
u n tr e at e d e ar.  
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1 1. 7. 4.  A u di o met r y As s e s s me nts  

D es cri pti ve s u m mar y st atistic s a n d/ or s hift t a bles f or a u di o metric ass ess me nts of air a n d b o ne 
c o n d ucti o n t hr es h ol ds at e a c h fr e q ue nc y will b e pr o vi d e d b y st u d y visit.  I n a d diti o n, t he p ur e 
t o ne a ver a ge (P T A ) a n d b o ne c o n d ucti o n a ver a ge ( B C A) will b e c alc ulat e d as t he a ver a ge air  or 
b o ne  c o n d ucti o n t hr es h ol d f or fr e q ue ncies of 5 0 0, 1 0 0 0, a n d 2 0 0 0 .  

Air -B o ne G a p ass ess me nts  at e a c h fr e q ue nc y a n d st u d y visit will b e t a b ulat e d as t he pr o p orti o n 
of s u bj e cts wit h air mi n us b o ne c o n d ucti o n t hr es h ol ds of:   

  ≤ 1 0 d B or  

  > 1 0 d B.  

All a u di o metr y ass ess me nts will b e t a b ulat e d s e p ar at el y f or t he tr e at e d a n d u n tr e at e d e ar.  

1 1. 7. 5.  T y m p a n o met r y  

S hift t a bles r e pr es e nti n g t he pr o p orti o n of s u bj e cts wit h c ha n ges i n t heir t y m p a n o gr a m fr o m 
b as eli ne t o e a c h p ost -b as eli ne st u d y visit will b e c alc ulat e d .  T y m p a n o gr a m c ha n ges will i ncl u d e 
b ot h t he t y p e of t y m p a n o gr a m ( A, B -s mall v ol u me a n d/ or n or mal, B -lar ge v ol u me, or C).   

1 1. 7. 6.  C o nc o mit a nt M e di c ati o ns  

C o nc o mit a nt me dic ati o ns will b e c o d e d b y W H O Dr u g a n d will b e t a b ulat e d b y dr u g class a n d 
pr eferr e d dr u g na me.  

1 1. 7. 7.  C -S S R S  

T he C -S S R S will b e a d mi nist er e d at e a c h visit usi n g t he a p pr o priat e versi o n i. e. B as eli ne or 
Si nc e L ast Visit. A nal ysis of t his s c ale will b e p erf or me d o n t he S afet y A nal ysis S et.  

1 1. 7. 7. 1.  C -S S R S: B as eli ne V e rsi o n  

T he C -S S R S ass ess me nt will b e a d mi nist er e d at all st u d y visits.  T he Si nc e L ast Visit versi o n of 
t he C-S S R S will b e us e d f or s u bj e cts e nr olli n g dir e ctl y ( wit hi n 1 m o nt h) fr o m St u d y 1 0 4 -2 0 1 5 0 6 
w hile t he B as eli ne versi o n will b e us e d f or all ot her s u bj e cts.  T he Si nc e L ast Visit versi o n of t he 
C -S S R S will b e us e d at all s u bs e q ue nt visits.  T he B as eli ne versi o n of t he s c ale c a pt ur es b ot h 
s uici d e i d e a ti o n a n d s uici d e b e ha vi or (lifeti me).  T her e ar e 5 s uici d al i d e ati o n q uesti o ns, e a c h 
c a pt ur e d as yes/ n o f or t he s u bj e ct’s lifeti me.  A d diti o nall y a si xt h s uici d al i d e ati o n varia ble will 
b e cr e at e d t o i n dic at e if t her e w as a n y i d e ati o n, r e gar dless of t y p e.  T her e ar e 4 s uici d al b e ha vi or 
q uesti o ns, e a c h c a pt ur e d as yes/ n o f or t he s u bj e ct’s lifeti m e.  A fift h s uici d al b e ha vi or varia ble 
will b e cr e at e d t o c a pt ur e if t her e w as a n y s uici d al b e ha vi or r e gar dless of t y p e.  A n a d diti o nal 
q uesti o n as ks if s uici d al b e h a vi or is pr es e nt d uri n g t he visit.  All s uici d al i d e ati o n a n d b e ha vi or al 
varia bles as o utli n e d her e will b e t a b ulat e d o ver all a n d b y tr e at me nt gr o u p.  All C -S S R S d at a 
will b e i ncl u d e d i n d at a listi n gs.   T her e is n o i ncl usi o n or e xcl usi o n crit eri o n ass o ciat e d wit h t he 
B as eli ne C -S S R S s c or e.  

1 1. 7. 7. 2.  C -S S R S: Si nc e L ast Visit V e rsi o n  

T he Si nc e L ast Visit versi o n of t he C -S S R S will b e a d mi nist er e d at e a c h st u d y visit i ncl u di n g 
Visit 1 or aft er Visit 1  d e p e n di n g o n w het her t he s u bj e ct w as a p artici p a nt fr o m St u d y 1 0 4 -
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2 0 1 1 0 2 or 1 0 4 -2 0 1 5 0 6 .  T he s a me o ver all i n di vi d ual varia bles f or s uici d al i d e ati o n a n d b e ha vi or 
will b e ass ess e d as i n t he B as eli ne versi o n.  I n a d diti o n, o ver all s uici d alit y ( yes/ n o) will b e 
d efi ne d as a n y s u bj e ct ha vi n g a n y s uici d al i d e ati o n or b e ha vi or si nc e t he last visit.  All s uici d al 
i d e ati o n a n d b e ha vi or varia bles will b e t a b ulat e d o ver all a n d b y tr e at me nt gr o u p f or e a c h st u d y 
visit.  All C -S S R S d at a will b e i ncl u d e d i n d at a listi n gs.  

1 1. 8.  Ot h e r E v al u at i o ns 

A d diti o nal e n d p oi nts i ncl u d e:  

  M e nier e’s s y m pt o m q uesti o n nair e  

1 1. 8. 1.  M e ni e re’s S y m pt o m Q ue sti o n n ai re  

D es cri pti ve s u m mar y st atistic s d e n oti n g t he c ha n ge fr o m b as eli ne a n d/ or s hift t a bles f or t he 
verti g o, ti n nit us, a ur al f ull ness a n d s u bj e cti ve he ari n g will b e  pr o vi d e d.  F or t he Gl o b al 
M e nier e’s Dis e as e q uesti o n, n ot me as ur e d at b as eli ne, s u m mar y st atistics f or e a c h visit will b e 
pr o vi d e d.  

1 1. 9.  H a n dli n g of Mis si n g D at a, S u bj e ct Wit h d r a w als, a n d T r e at m e nt 
F ail u r e s  

E ver y eff ort will b e ma d e t o f oll o w s u bj e cts f or st u d y o bs er vati o n a n d e nc o ur a ge c o m plia nc e 
wit h st u d y me as ur e me nt s t o mi ni mi z e t he a m o u nt of missi n g d at a.  

E xc e pt f or p artial d at es, s afet y d at a will n ot b e i m p ut e d.  T he i m p ut ati o n al g orit h m f or p artial 
d at es will b e d efi ne d i n t he S A P.  

1 1. 1 0.  I nt e ri m A n al ys e s  

T her e  ar e n o f or mal i nt eri m a nal ys es pla n ne d .  R e vie w of s afet y d at a will b e c o n d uct e d as 
d es cri b e d i n  S e cti o n  1 4. 7 ; h o w e ver, t he r e vie w of s uc h d at a is n ot i nt e n d e d t o i m p a ct t he st u d y 
c o n d uct u nless t her e ar e s afet y c o nc er ns.  As s uc h, it is e x p e ct e d t hat t he trial will c o nti n ue t o its 
s c he d ule d c o m pleti o n b arri n g a n y u ne x p e ct e d s afet y iss ues.  

1 2.  S T U D Y D R U G I N F O R M A T I O N  

1 2. 1.  P h ysi c al D e s c ri pti o n of St u d y D r u g(s)  

T he i n vesti gati o nal dr u g pr o d uct a d mi nist er e d t o s u bj e cts i n t his st u d y will b e O T O -1 0 4.  T he 
O T O -1 0 4 fi nal pr o d uct s us p e nsi o n f or d osi n g will b e pr e p ar e d fr o m t w o s e p ar at e c o m p o ne nts, 
O T O -1 0 4 Dil ue nt ( o ne vial ne e d e d) a n d O T O -1 0 4 A cti ve ( o ne vial ne e d e d).  A n a p pr o priat e 
v ol u me of O T O -1 0 4 Dil ue nt will b e wit h dr a w n a n d d eli ver e d i nt o t he O T O -1 0 4 A cti ve vial t o 
a c hie ve a vis uall y h o m o ge ne o us s us p e nsi o n of a t ar get dr u g c o nc e ntr ati o n of 6 0 m g/ m L.  

T he pr o d uct will b e s u p plies as a kit c o nt ai ni n g o ne vial of O T O -1 0 4 A cti ve a n d o ne vial of 
O T O -1 0 4 Dil ue nt.  
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1 2. 2.  Di r e cti o ns f o r Us e  

O T O -1 0 4 is t o b e pr e p ar e d i n a cle a n l o c ati o n wit h a r o o m t e m p er at ur e pr efer a bl y at or b el o w 
2 3 ° C ( 7 3 ° F).  Ple as e r efer t o t he P har ma c y M a n ual f or d et aile d st u d y dr u g pr e p ar ati o n 
i nstr ucti o ns.  

1 2. 3.  P a c k a gi n g a n d L a b eli n g  

1 2. 3. 1.  P a c k a gi n g  

All st u d y dr u g kits will b e la b ele d wit h i nf or mati o n t hat will me et t he a p plic a ble r e g ulat or y 
r e q uir e me nt s.  

1 2. 3. 2.  L a bels a n d L a beli n g I nst r ucti o ns  

A la b el will b e affi xe d t o e a c h kit b o x , O T O-1 0 4 A cti ve a n d O T O -1 0 4 Dil ue nt vials  i n dic ati n g 
c o nt e nts  a n d st or a ge i nstr ucti o ns.  

1 2. 4.  M a n a g e m e nt of Cli ni c al S u p pli e s  

T he cli nic al s u p plies will b e ma na ge d b y t he C R O .  T he S p o ns or  will cr e at e s hi p me nt r e q uests 
t hat will b e gener at e d o n i n ve nt o r y t hr es h ol ds t hat ar e s et f or e a c h sit e.  A s hi p me nt r e q uest will 
b e ge ner at e d a n d s e nt t o t he cli nic al s u p plies ve n d or.  U p o n s hi p me nt a n d r e c ei pt of t he cli nic al 
trial mat erial, t he sit e p ers o n nel will a c k n o wle d ge t he s hi p me nt a n d i d e ntif y a n y d a ma ge d, 
missi n g, or u n us a ble kits s o t he y will n ot b e dis p e ns e d.   

1 2. 4. 1.  St o r a g e of Kits  

All kits will b e st or e d at -2 0 ° C ( ± 5  C), wit h all o w a ble t e m p er at ur e e xc ursi o ns as hi g h as 2 5 ° C 
f or u p t o 7 2 h o urs.  All t e m p er at ur e e xc ursi o ns of t he st u d y dr u g m ust b e d o c u me nt e d i n t he 
st u d y dr u g a c c o u nt a bilit y l o g.  A n y e xc ursi o ns wit hi n t he all o w a ble t e m p er at ur e r a n ge a n d 
c o n diti o ns s h o uld b e d o c u me nt e d, b ut t he st u d y dr u g is still a c c e pt a ble f or us e a n d dis p e nsi n g t o 
s u bj e cts.  If a n y e xc ursi o ns ar e o utsi d e of t hes e c o n diti o ns, t he st u d y dr u g s h o ul d n ot b e us e d t o 
tr e at s u bj e cts.  If t his o c c urs, t he st u d y dr u g s h o ul d i m me diat el y b e q uar a nti n e d  a n d  r e m o ved  
fr o m i n ve nt or y. 

1 2. 5.  D r u g A c c o u nt a bilit y  

It is t he r es p o nsi bilit y of t he cli nic al i n vesti gat o r t o e ns ur e t hat all st u d y dr u g r e c ei ve d at t he sit e 
will b e i n ve 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 he st u d y a n d t he r es ult r e c or d e d o n t he dr u g 
a c c o u nt a bilit y f or m mai nt ai ne d i n t he P har ma c y M a n ual.  T he m ust  r et ur n all ori gi nal c o nt ai ners, 
w het her e m pt y or c o nt ai ni n g st u d y dr u g, w he n i nstr uct e d b y t he st u d y m o nit or t o r et ur n.  St u d y 
dr u g r et ur ne d b y t he cli nic al sit e st aff will b e st or e d a n d dis p o s e d of a c c or di n g t o t he s p o ns or' s 
i nstr ucti o ns.  Dr u g a c c o u nt a bilit y will b e verifie d b y t he s p o ns or' s st u d y m o nit or d uri n g o n-sit e 
m o nit ori n g visits.  St u d y dr u g will b e st or e d 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 net u n d er 
a p pr o priat e e n vir o n me nt a l c o n diti o ns.  

T he i n vesti gat or a gr e es n ot t o s u p pl y t he st u d y dr u g t o a n y p ers o n ot her t ha n s u b -i n vesti gat or s, 
d esi g nat e d st aff a n d t he s u bj e cts p artici p ati n g i n t he st u d y.  St u d y dr u g ma y n ot b e r ela b ele d or 
r e assi g ne d f or us e b y ot her s u bj e cts e xc e pt u nd er s p e cial cir c u mst a nc es a p pr o ve d b y Ot o n o m y.  
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T he i n vesti gat or will r et ai n a n d st or e all ori gi nal c o nt ai ners r et ur ne d b y t he cli nic al sit e st aff u ntil 
t hes e c o nt ai ners ar e i n ve nt o rie d b y t he st u d y m o nit or.  U nless ot her wis e i nstr uct e d b y t he 
s p o ns or, t he i n vesti gat or a gr e es at t he e n d of t he st u d y t o r et ur n all ori gi nal c o nt ai ners, w het her 
e m pt y or c o nt ai ni n g st u d y dr u g, t o t he s p o ns or as i nstr uct e d b y t he st u d y ma na ger.  T he 
i n vesti gat o r a gr e es t o neit her dis p e ns e t he st u d y dr u g fr o m, n or st or e it at, a n y sit e ot her t ha n t he 
st u d y sit es a gr e e d u p o n wit h t he s p o ns or.  

T he s p o ns or will e ns ur e pr o p er dis p ositi o n of ori gi nal c o nt ai ners e m pt y or f ull wit h r et ur ne d or 
u n us e d st u d y dr u g.  A p pr o priat e d o c u me nt ati o n will b e mai nt ai ne d.  P er missi o n ma y b e gr a nt e d 
f or l o c al dis p ositi o n, wit h s u p p orti n g d o c u me nt ati o n. 

1 3.  E T HI C A L A S P E C T S  

1 3. 1.  I n v e sti g at o r R e s p o nsi biliti e s  

T he i n vesti gat or is r es p o nsi ble f or e ns uri n g t hat t he cli nic al st u d y is p erf or me d i n a c c or d a nc e 
wit h t he pr ot o c ol, t he D e clar ati o n of H elsi n ki, as w ell as wit h  t he N ot e f or G ui d a nc e o n G o o d 
Cli nic al Pr a ctic e (I C H/ 1 3 5/ 9 5), a n d a p plic a ble r e g ulat or y r e q uir e me nt s.  T hes e d o c u me nts s et 
f ort h t hat t he i nf or me d c o ns e nt of t he s u bj e cts is a n ess e ntial pr e c o n diti o n f or p artici p ati o n i n t he 
cli ni c al st u d y.  

1 3. 2.  I nstit uti o n al R e vi e w B o a r d (I R B)  

T his trial will b e u n d ert a k e n o nl y aft er f ull a p pr o val of t he pr ot o c ol a n d a d d e n d a has b e e n 
o bt ai ne d fr o m a d esi g nat e d I R B a n d t he s p o ns or has r e c ei ve d a c o p y of t his a p pr o val.  

T he I R B m ust b e i nf or me d of all s u bs e q ue nt pr ot o c ol a me n d me n ts iss ue d b y t he s p o ns or. 

R e p orts o n, a n d r e vie ws of, t he trial a n d its pr o gr ess will b e s u b mitt e d t o t he I R B b y t he 
i n vesti gat o r at i nt er vals sti p ulat e d i n t heir g ui d eli nes. 

1 3. 3.  I nf o r m e d C o ns e nt  

E a c h s u bj e ct m ust gi ve writt e n c o ns e nt ( a n d si g n ot her l o c all y r e q uir e d d o c u me nts) a c c or di n g t o 
l o c al r e q uir e me nt s aft er t he nat ur e of t he st u d y has b e e n f ull y e x plai ne d.  T he c o ns e nt f or m m ust 
b e si g ne d pri or t o p erf or ma nc e of a n y st u d y -r elat e d a cti vit y.  T he c o ns e nt f or m t hat is us e d m ust 
b e a p pr o ve d b ot h b y t he s p o n s or a n d b y t he r e vie wi n g I R B.  T he i nf or me d c o ns e nt s h o ul d b e i n 
a c c or d a nc e wit h t he c urr e nt r e visi o n of t he D e clar ati o n of H elsi n ki, c urr e nt I nt er nati o nal 
C o nfer e nc e o n H ar m o ni zati o n (I C H) G o o d Cli nic al Pr a ctic e ( G C P) g ui d eli nes, a n d Ot o n o m y 
p olic y.  

T he i n vesti gat or m ust e x plai n t o p ot e ntial s u bj e cts t he ai ms, met h o ds, r e as o na bl y a ntici p at e d 
b e nefits a n d p ot e ntial ha zar ds of t he trial a n d a n y dis c o mf ort it ma y e nt ail.  S u bj e cts will b e 
i nf or me d t hat t he y ar e fr e e n ot t o p artici p at e i n t he trial a n d t hat t he y ma y wit h dr a w c o ns e nt t o 
p artici p at e at a n y ti me.  T he y will b e t ol d w hic h alt er nati ve tr e at me nts ar e a vaila ble if t he y r ef us e 
t o t a k e p art, a n d t hat s uc h r ef us al will n ot pr ej u dic e f ut ur e tr e at me nt.  Fi nall y, t he y will b e t ol d 
t hat t heir r e c or ds ma y b e e xa mi ne d b y c o m p et e nt a ut h oritie s a n d a ut h orize d p ers o ns, b ut t hat 
p ers o nal i nf or mati o n will b e tr e at e d as strictl y c o nfi d e ntial a n d will n ot b e p u blicl y a vaila ble.  
S u bj e cts m ust b e gi ve n t he o p p ort u nit y t o as k q uesti o ns.  Aft er t his e x pla nati o n a n d b ef or e e ntr y 
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i nt o t he trial, c o ns e nt s h o ul d b e a p pr o priat el y r e c or d e d b y me a ns of t he s u bj e ct' s d at e d si g nat ur e.  
If a s u bj e ct is u na ble t o r e a d, a n i m p artial wit ness m ust b e pr es e nt d uri n g t he e ntir e i nf or me d 
c o ns e nt dis c ussi o n.  T he si g nat ur e of t he i m p artial  wit ness will c ertif y t he s u bj e ct' s c o ns e nt.  T he 
s u bj e ct s h o ul d r e c ei ve a si g ne d a n d d at e d c o p y of t he i nf or me d c o ns e nt f or m.  

1 4.  A D M I N I S T R A T I V E R E Q UI R E M E N T S  

1 4. 1.  P r ot o c ol M o difi c ati o ns  

All pr ot o c ol a me n d me nt s m ust b e iss ue d b y t he s p o ns or, si g ne d a n d d at e d b y t he  i n vesti gat or, 
a n d s h o ul d n ot b e i m ple me nt e d wit h o ut pri or I R B a p pr o val, e xc e pt w her e ne c ess ar y t o eli mi nat e 
i m me diat e ha zar ds t o t he s u bj e cts or w he n t he c ha n ge(s) i n v ol ves o nl y l o gistic al or 
a d mi nistr ati v e as p e cts of t he trial ( e. g., c ha n ge i n m o nit or, c ha n ge of t ele p h o ne n u m b er).  
R es p o nsi biliti es f or r e p orti n g pr ot o c ol a me n d me nts t o a n y R e g ulat o r y A ut h orit y (if a p plic a ble) 
a n d/ or I R B ar e f urt her d es cri b e d i n t he Et hic al As p e cts s e cti o n of t he pr ot o c ol.  

I n sit uati o ns r e q uiri n g a d e p art ur e fr o m t he pr ot o c ol, t he i n vesti gat or or ot her p h ysicia n i n 
att e n d a nc e will c o nt a ct t he sit e ma na ger , M e dic al M o nit or or ot her a p pr o priat e s p o ns or 
r e pr es e nt ati ve b y fa x, e mail or t ele p h o ne (s e e S p o ns or C o nt a ct I nf or mati o n  p a ge).  If p ossi ble, 
t his c o nt a ct will b e ma d e b ef or e i m ple me nti n g a n y d e p art ur e fr o m pr ot o c ol.  I n all c as es, c o nt a ct 
wit h t he s p o ns or m ust b e ma d e as s o o n as p ossi ble i n or d er t o dis c uss t he sit uati o n a n d a gr e e o n 
a n a p pr o priat e c o urs e of a cti o n.  T he e C R F a n d s o ur c e d o c u me nt will d es cri b e a n y d e p art ur e 
fr o m t he pr ot o c ol a n d t he cir c u mst a nc es r e q uiri n g it.  

1 4. 2.  R e g ul at o r y D o c u m e nt ati o n  

D o c u me nts t hat m ust b e pr o vi d e d t o t he s p o ns or pri or t o st u d y dr u g s hi p me nt ar e as f oll o ws:  

  U p -t o-d at e c urric ul u m vit a e f or e a c h i n vesti gat or a n d s u b -i n vesti gat o r. 

  Si g ne d a n d d at e d I n vesti gat o r A gr e e me nt.  

  A p plic a ble l o c al r e g ulat or y d o c u me nt ati o n  

  A c o p y of t he f or mal writt e n n otific ati o n t o t he i n vesti gat or r e gar di n g a p pr o val of t he 
pr ot o c ol b y a n I R B t hat is i n c o m plia nc e wit h r e g ulat or y g ui d eli nes.  T he writt e n 
n otific ati o n is t o b e si g ne d b y t he c hair ma n or a ut h ori ze d d esi g ne e a n d m ust i d e ntif y 
t he s p e cific pr ot o c ol.  I n c as es w her e a n I R B me m b er has a k n o w n c o nflict of 
i nt er est, a bst e nti o n of t hat i n di vi d ual fr o m v oti n g s h o ul d b e d o c u me nt e d; a n 
i n vesti gat o r ( or s u b -i n vesti g at or) ma y b e a me m b er of t he I R B, b ut ma y n ot v ot e o n 
a n y r es e ar c h i n w hic h he or s he is i n v ol ve d.  

  Fi na ncial dis cl os ur e d o c u me nt ati o n f or e a c h i n vesti gat or a n d s u b -i n vesti gat or. 

  N a me a n d a d dr ess of t he I R B wit h a st at e me nt t hat it is or ga niz 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 he a p plic a ble la ws a n d r e g ulati o ns, a n d a c urr e nt list of t he 
I R B me m b ers .  T he I R B Att est ati o n f or m c a n b e  us e d t o c a pt ur e t his i nf or mati o n.  
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  A c o p y of t he I R B a p pr o ve d i nf or me d c o ns e nt f or m a n d ot her a dj u nct i ve mat erials 
( e. g., a d vertisi n g) t o b e us e d i n t he st u d y, i ncl u di n g writt e n d o c u me nt ati o n of I R B 
a p pr o val of t hes e it e ms . 

  R e q uir e d fi na ncial a gr e e me nt.  

I n a d diti o n t o t he d o c u me nts r e q uir e d pri or t o t he st u d y, ot her d o c u me nt ati o n ma y b e r e q uir e d 
d uri n g t h e c o urs e of t he st u d y.  

1 4. 3.  S u bj e ct I d e ntifi c ati o n R e gist e r  

T he i n vesti gat or a gr e es t o c o m plet e a s u bj e ct i d e ntific ati o n r e gist er, w hic h will b e us e d f or t he 
p ur p os e of l o n g -t er m f oll o w-u p, if ne e d e d.  T his f or m will b e tr e at e d as c o nfi d e nti al, a n d will b e 
filed b y t he i n vesti gat or i n t he Trial Sit e File.  Ot her wis e, all r e p orts a n d c o m m u nic ati o ns 
r elati n g t o t he st u d y will i d e ntif y s u bj e cts b y i nitials a n d assi g ne d n u m b er o nl y.  

1 4. 4.  R e c o r d R et e nti o n  

I n c o m plia nc e wit h t he I C H/ G C P g ui d eli nes t he i n vesti gat or/i nstit ut i o n will mai nt ai n all e C R F s 
a n d all s o ur c e d o c u me nts t hat s u p p ort t he d at a c olle ct e d fr o m e a c h s u bj e ct, a n d all trial 
d o c u me nts as s p e cifie d i n Ess e ntial D o c u me nts f or t he C o n d uct of a Cli nic al Trial a n d as 
s p e cifie d b y t he a p plic a ble r e g ulat or y r e q uir e me n t(s).  T he i n vesti gat o r/i nstit uti o n will t a k e 
me as ur es t o pr e ve nt a c ci d e nt al or pr e mat ur e d estr ucti o n of t hes e d o c u me nts.  Ess e ntial 
d o c u me nts m ust b e r et ai ne d u ntil at le ast t w o ye ars aft er t he last a p pr o val of a mar k eti n g 
a p plic ati o n i n a n I C H r e gi o n or at le ast t w o ye ars ha ve ela ps e d si nc e t he f or mal dis c o nti n uati o n 
of cli nic al d e vel o p me nt of t he i n vesti gati o nal pr o d uct.  T hes e d o c u me nts will b e r et ai ne d f or a 
l o n ger p eri o d if r e q uir e d b y t he a p plic a ble r e g ulat or y r e q uir e me nt s or b y a n a gr e e me nt wit h t he  
s p o ns or.  It is t he r es p o nsi bilit y of t he s p o ns or t o i nf or m t he i n vesti gat or/i nstit uti o n as t o w he n 
t hes e d o c u me nts n o l o n ger ne e d t o b e r et ai ne d.  If t he r es p o nsi ble i n vesti gat or r etir es, r el o c at es, 
or f or ot her r e as o ns wit h dr a ws fr o m t he r es p o nsi bilit y of k e e pi n g t he st u d y r e c or ds, c ust o d y m ust 
b e tr a nsferr e d t o a p ers o n w h o will a c c e pt t he r es p o nsi bilit y.  T he s p o ns or m ust b e n otifie d i n 
writi n g of t he na me a n d a d dr ess of t he ne w c ust o dia n.  

1 4. 5.  El e ct r o ni c C a s e R e p o rt F o r m  

Ele ctr o nic C as e R e p ort F or ms ( e C R F s) will b e c o m plet e d f or e a c h s u bj e ct.  A c c ess f or d at a e ntr y 
will b e pr o vi d e d t o a p pr o priat e sit e st aff me m b ers.  All d at a m ust b e e nt er e d i nt o t he e C R F s i n 
E n glis h a n d si g ne d a n d d at e d  ele ctr o nic all y  b y t he i n vesti gat or.   

T he e C R F s s h o ul d b e c o m plet e d b y i n vesti gat o r sit e st aff at t he ti me of t he s u bj e ct' s visit, wit h 
t he e xc e pti o n of r es ults of t ests p erf or me d o utsi d e t he i n vesti gat o r' s offic e, s o t hat t he y al w a ys 
r efle ct t he lat est o bs er vati o ns o n t he s u bj e cts p artici p ati n g i n t he trial.  

As t he sit e st aff e nt ers d at a, dis cr e p a ncies will b e a ut o matic all y ge ner at e d wit hi n t he Ele ctr o nic 
D at a C a pt ur e ( E D C) s yst e m f or t he sit e st aff t o r es ol ve i m me diat el y.  I n a d diti o n, as a r es ult of 
d at a r e vie w b y t he S p o ns or or d esi g ne e, ma n ual q ueries will b e r ais e d el e ctr o nic all y i n t he E D C 
s yst e m.  Q ueries ma y als o b e r ais e d as a r es ult of s o ur c e d at a verifi c ati o n b y t he cli nic al m o nit or.  
All c orr e cti o ns will b e ma d e wit hi n t he E D C s yst e m b y t he i n vesti g at or or ot her a ut h orize d st u d y 
sit e p ers o n nel.  T he cli nic al m o nit or a n d d at a ma na ge me nt t e a ms will e ns ur e a p pr o priat e 
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r es ol uti o n of q ueries.  T he i n vesti gat or m ust a ut h ori ze c ha n ges t o t he r e c or d e d s afet y a n d 
effic a c y d at a.   

1 4. 6.  T e r mi n ati o n  

A n i nitiati ve f or c e nt er cl os ur e or trial t er mi nati o n c a n b e t a k e n at a n y ti me eit her b y t he s p o ns or 
or b y t he i n vesti gat or, pr o vi d e d t her e is r e as o na ble c a us e a n d s ufficie nt n otic e is gi ve n i n 
a d va nc e of t he i nt e n d e d t er mi nati o n.  R e as o ns f or s uc h a cti o n t a k e n b y t he s p o ns or i ncl u d e, b ut 
ar e n ot li mit e d t o: 

  S uc c essf ul c o m pleti o n of t he  trial at t he c e nt er 

  T he ma xi m u m n u m b er of eli gi bl e s u bj e cts f or t he trial has b e e n e nr olle d  

  F ail ur e of t he i n vesti gat o r t o c o m pl y wit h t he pr ot o c ol, t he s p o ns or' s pr o c e d ur es, or 
G C P g ui d eli nes  

  S afet y c o nc er ns  

  I na d e q uat e r e cr uit m e nt of s u bj e cts b y t he i n ve sti gat or 

  B usi ness r e as o ns  

1 4. 7.  D at a a n d S af et y M o nit o ri n g Pl a n  

T he s p o ns or s hall pr o m ptl y r e vie w all i nf or mati o n r ele va nt t o t he s afet y of t he dr u g o bt ai ne d or 
ot her wis e r e c ei ve d fr o m f or ei g n or d o mestic s o ur c es, i ncl u di n g i nf or mati o n d eri ve d fr o m t his 
cli ni c al st u d y a n d a n y ot her cli nic al st u d y c o n d uct e d wit h O T O -1 0 4.  I n or d er t o c o m pl y wit h 
t his, t he s p o ns or a n d C R O me dic al p ers o n nel will ha ve t he a bilit y t o r e vie w s afet y i nf or mati o n as 
it is e nt er e d a n d verifi e d i n t he ele ctr o nic d at a c a pt ur e s yst e m (S e cti o n  1 4. 5 ).  D e p e n di n g o n t he 
e nr oll me nt r at e, all A Es i n t he e ar a n d la b yri nt h dis or d ers S O C will b e r e vie w e d at le ast e ver y 
ot her m o nt h.  I n a d diti o n, r e as o ns f or st u d y dis c o nti n uati o n will b e r e vie w e d t o s e e if a n y tr e n ds 
i n st u d y dis c o nti n uati o n ar e i d e ntifi e d. 

I n vesti gat or s ar e i nstr uct e d t o c o nt a ct t he Pr o d uct S afet y wit hi n 2 4 h o urs f oll o wi n g t he 
i d e ntific ati o n of a S A E (S e cti o n  9. 2. 2 ).  All S A Es will b e r e vie w e d b y t he s p o ns or a n d C R O 
me dic al p ers o n nel wit hi n 1 -2 d a ys aft er r e c ei pt w het her or n ot t he e ve nt w as c o nsi d er e d 
ass o ciat e d wit h st u d y dr u g. T he s p o ns or ass u mes r es p o nsi bilit y f or a p pr o priat e r e p orti n g t o t he 
r e g ulat or y a ut h orities. T he i n vesti gat o r ass u mes r es p o nsi bilit y f or r e p orti n g e ve nts t o t he I R B i n 
a c c or d a nc e wit h t he I R B r e q uir e me nts.  All S A E’s will b e p art of  t he C R O me dic al 
p ers o n nel/s p o ns or s afet y r e vie w.  

If, t hr o u g h t his o n g oi n g r e vie w, t he s p o ns or d et er mi nes t hat O T O -1 0 4 pr es e nts a n u nr e as o na ble 
a n d si g nific a nt ris k t o s u bj e cts, t he s p o ns or s hall t a k e a p pr o priat e st e ps t o s us p e n d or dis c o nti n ue 
t he st u d y an d n otif y r e g ulat or y a ut h oriti es, i n vesti gat o rs a n d I R Bs as a p pr o priat e.  

1 4. 8.  M o nit o ri n g  

T he s p o ns or or its r e pr es e nt ati ves will p erf or m o n -sit e m o nit ori n g visits as fr e q ue ntl y as 
ne c ess ar y  b as e d o n sit e a cti vit y t o r e vie w pr ot o c ol c o m plia nc e, c o m p ar e e C R F s wit h i n di vi d ual 
s u bj e ct’s me dic al r e c or ds a n d cli nic c harts, a n d e ns ur e t hat t he st u d y is b ei n g c o n d uct e d 
a c c or di n g t o p erti ne nt r e g ulat or y r e q uir e me nts .  T he d at es of t he visits will b e r e c or d e d b y t he 
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m o nit or i n a trial c e nt er visit l o g t o b e k e pt at t he si t e.  T he first p ost-i nitiati o n visit will us uall y 
b e ma d e as s o o n as p ossi ble aft er e nr oll me nt has b e g u n.  At t hes e visits, t he m o nit or will 
c o m p ar e t he d at a e nt er e d o nt o t he e C R F s wit h t he h os pit al or cli nic r e c or ds (s o ur c e d o c u me nts).  
T he r e vie w of me di c al r e c or ds will b e p erf or me d i n a ma n ner t hat e ns ur es s u bj e ct c o nfi d e ntialit y 
is mai nt ai ne d.  At a mi ni m u m, s o ur c e d o c u me nt ati o n m ust b e a vaila ble t o s u bst a ntiat e pr o p er 
i nf or me d c o ns e nt pr o c e d ur es, a d her e nc e t o pr ot o c ol pr o c e d ur es, a d e q uat e r e p orti n g a n d  f oll o w-
u p of A E s, a d mi nistr ati o n of c o nc o mit a nt me dic 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, a n d 
st u d y dr u g a d mi nistr ati o n i nf or mati o n.  S p e cific it e ms r e q uir e d as s o ur c e d o c u me nts will b e 
r e vie w e d wit h t he i n vesti gat or pri or t o t he st u d y.  Fi n di n gs fr o m t his r e vie w of e C R F s a n d s o ur c e 
d o c u me nts will b e dis c uss e d wit h t he i n vesti g at or.  T he s p o ns or e x p e cts t hat, d uri n g m o nit ori n g 
visits, t he i n vesti gat or ( a n d as a p pr o priat e, t he st u d y c o or di nat or) will b e a vaila ble, t he s o ur c e 
d o c u me nt ati o n will b e a vaila ble, a n d a s uit a ble e n vir o n me nt will b e pr o vi d e d f or r e vie w of 
st u d y-r elat e d d o c u me nts. 

1 4. 9.  D at a Q u alit y As s u r a n c e  

St e ps t o b e t a k e n t o ass ur e t he a c c ur a c y a n d r elia bilit y of d at a i ncl u d e t he s ele cti o n of q ualifi e d 
i n vesti gat o rs a n d a p pr o priat e st u d y c e nt ers, r e vie w of pr ot o c ol pr o c e d ur es wit h t he i n vesti gat or 
a n d ass o ciat e d p ers o n nel pri or t o st u d y i nitiati o n, a n d p eri o dic m o nit ori n g visits b y t he s p o ns or  
or its r e pr es e nt ati ves .  C as e r e p ort f or m s will b e r e vie w e d f or a c c ur a c y a n d c o m plet e nes s i n t he 
E D C  s yst e m d at a b as e b y t he s p o ns or or its r e pr es e nt ati ves d uri n g a n d aft er o n -sit e m o nit ori n g 
visits, a n d a n y dis cr e p a ncies will b e r es ol ve d wit h t he i n vesti gat or or d esi g ne es, as a p pr o priat e , 
a n d d o c u me nt e d i n t he E D C s yst e m . 

1 4. 1 0.  O n -Sit e A u dits  

R e pr es e nt ati ves o f t he s p o ns or' s Q ualit y Ass ur a nc e d e p art me nt ma y visit t he sit e t o c arr y o ut a n 
a u dit of t he st u d y i n c o m plia nc e wit h r e g ulat or y g ui d eli nes a n d c o m p a n y p olic y.  S uc h 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 ncl u di n g s o ur c e d o c u me nts, f or i ns p e cti o n a n d 
c o m p aris o n wit h t he e C R F s. S u bj e ct pri va c y m ust, h o w e ver, b e r es p e ct e d.  S uffici e nt pri or 
n otic e will b e pr o vi d e d t o all o w t he i n vesti gat or t o pr e p ar e pr o p erl y f or t he a u dit.  

Si milar a u diti n g pr o c e d ur es ma y als o b e c o n d uct e d b y a ge nts of a n y r e g ulat o r y b o d y r e vie wi n g 
t he r es ults of t his st u d y i n s u p p ort of a Lic e nsi n g A p plic ati o n.  T he i n vesti gat o r s h o ul d 
i m me diat el y n otif y t he s p o ns or if t he y ha ve b e e n c o nt a ct e d b y a r e g ulat or y a ge nc y c o nc er ni n g a n 
u p c o mi n g i ns p e cti o n.  

1 4. 1 1.  Us e of I nf o r m ati o n a n d P u bli c at i o n 

All i nf or mati o n c o nc er ni n g O T O -1 0 4, Ot o n o m y o p er ati o ns, p at e nt a p plic ati o n, f or m ula s, 
ma n ufa ct uri n g pr o c ess es, b asic s cie ntific d at a, a n d f or m ulati o n i nf or mati o n, s u p plie d b y t he 
s p o ns or t o t he i n vesti gat or a n d n ot pr e vi o usl y p u blis he d, is c o nsi d er e d c o nfi d e nti al a n d r e mai ns 
t he s ole pr o p ert y of Ot o n o m y.  T he i n vesti gat or a gr e es t o us e t his i nf or mati 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 her p ur p os es wit h o ut t he s p o ns or' s writt e n c o ns e nt.  

T he i n vesti gat or u n d erst a n ds t hat t he i nf or ma ti o n d e vel o p e d i n t he cli nic al st u d y will b e us e d b y 
Ot o n o m y i n c o n ne cti o n wit h t he c o nti n ue d d e vel o p me nt of O T O -1 0 4, a n d t h us ma y b e dis cl os e d 
as r e q uir e d t o ot her cli ni c al i n vesti gat o rs or g o ver n me nt r e g ulat or y a ge ncies.  T o p er mit t he 
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i nf or mati o n d eri ved fr o m t he cli nic al st u dies t o b e us e d, t he i n vesti gat or is o bli gat e d t o pr o vi d e 
t he s p o ns or wit h all d at a o bt ai ne d i n t he st u d y. 

A n y p u blic ati o n or ot her p u blic pr es e nt ati o n of r es ults fr o m t his st u d y r e q uir es pri or r e vie w a n d 
writt e n a p pr o val of Ot o n o m y.   Dr aft a bstr a cts, ma n us cri pts, a n d mat erials f or pr es e nt ati o n at 
s cie ntifi c me eti n gs s h o ul d b e pr o vi d e d t o t he s p o ns or at le ast 3 0 w or ki n g d a ys pri or t o a bstr a ct or 
ot her r ele va nt s u b missi o n d e a dli nes.  A ut h ors hi p of p u blic 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 ge ner all y a c c e pt e d crit eria f or maj or me dic al j o ur nals.   
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A meric a n S p e e c h -L a n g ua ge -H e ari n g Ass o ciati o n. ( 2 0 0 5). G ui d eli nes f or ma n ual p ur e -t o ne 
t hr es h ol d a u di o metr y [ G ui d eli nes]. A vaila ble fr o m w w w. as ha. or g/ p oli c y. - S e e m or e at: 
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C o m mitt e e o n H e ari n g a n d E q uili bri u m. C o m mitt e e o n H e ari n g a n d E q uili bri u m g ui d eli nes f or 
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Ki m H H, Wiet RJ, B atist a R A. Tr e n ds i n t he dia g n osi s a n d ma na ge me nt of M e nier e’s dis e as e: 
r es ults of a s ur ve y. Ot ol ar y n g ol H e a d N e c k S ur g.  2 0 0 5; 1 3 2: 7 2 2 -6.  

S he a JJ: Classific ati o n of M e nier e’s Dis e as e. A m J Ot ol  1 9 9 3: 1 4: 2 2 4 -2 2 9.  


