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Exhibit 99.1

1  Wh at is th e safety  p ro file o f In traty m p an ic In jectio n s? • C o m m o n  p ro ced u re in  E N T  o ffices • P ro ced u re is g en erally  co n sid ered  safe an d  ro u tin e ; S o m e o ld  literatu re su g g ests in creased  risk  o f T M p erfo ratio n  • C o m m o n ly  u sed  fo r lo cal, o ff - lab el ad m in istratio n  o f co rtico stero id s o r g en tam icin  • U n til recen tly , n o  d ru g  ap p ro v ed  fo r th is ro u te o f ad m in istratio n  • L im ited  d ata o n  safety  av ailab le esp ecially  w h en  rep eat ad m in istratio n s are p erfo rm ed

 



 

2  S afety  D ata C o llected  in  T A C T T 2  T rial • E fficacy  an d  S afety  o f A M - 1 0 1  in  th e T  reatm en t o f A c u te P erip h eral T  in n i t u s 2  ( T A C T T 2 ) • A M - 1 0 1  is a sm all m o lecu le N MD A  recep to r an tag o n ist fo rm u lated  in  h y alu ro n ic acid  an d  d eliv ered  v ia an  in traty m p an ic in jectio n  • S y stem atic co llectio n  o f safety  d ata o n  rep eated  in traty m p an ic in jectio n s • A p p ro x im ately  1 ,0 0 0  in traty m p an ic in jectio n  p ro ced u res • > 6 0  seco n d ary  an d  tertiary  sites in  six  co u n tries • U S , C an ad a, C zech  R ep u b lic, S o u th  K o rea, T u rk ey , Israel • E n ro llm en t p h ase b etw een  March  2 0 1 4  an d  March  2 0 1 6

 



 

3  T A C T T 2  T rial D esig n  O v erv iew  • A cu te p erip h eral tin n itu s fo llo w in g  trau m atic co ch lear in su lt (acu te n o ise trau m a, b aro trau m a, su rg ery  trau m a) o r o titis m ed ia • U p  to  3  m o n th s fro m  o n set • D o cu m en ted  tin n itu s h isto ry

 



 

4  A ssessed  fo r elig ib ility  (n = 4 7 8 ) With d raw al b y  su b ject (n = 9 ) L o st to  fo llo w  - u p  (n = 5 ) O th er reaso n s (n = 2 ) With d raw al d u e to  A E  (n = 1 ) A llo cated  to  A M - 1 0 1  (n = 2 0 4 ) R eceiv ed  A M - 1 0 1  (n = 2 0 1 ) / S afety  an aly sis A llo catio n  A n aly sis F o llo w  - U p  E n ro llm en t E x clu d ed  (n = 1 3 5 ) R an d o m ized  (n = 3 4 3 ) P atien t E n ro llm en t V alid  fo r efficacy  an aly sis (n = 1 9 6  ) P er p ro to co l an aly sis (n = 1 6 7  ) With d raw al b y  su b ject (n = 6 ) L o st to  fo llo w  - u p  (n = 1 ) O th er reaso n s (n = 2 ) With d raw al d u e to  A E  (n = 1 ) A llo cated  to  p laceb o  (n = 1 3 9 ) R eceiv ed  p laceb o  (n = 1 3 5 ) / S afety  an aly sis V alid  fo r efficacy  an aly sis (n = 1 3 0 ) P er p ro to co l an aly sis (n = 1 1 1  ) 4

 



 

5  S afety  P o p u latio n  A M - 1 0 1  (n = 2 0 1 ) P laceb o  (n = 1 3 5 ) T o tal (n = 3 3 6 ) A g e (m ean ) 4 3 .4  4 4 .2  4 3 .7  A g e (ran g e) 1 8  to  7 4  2 0  to  7 3  1 8  to  7 4  T im e fro m  tin n itu s o n set (m ean  in  d ay s) 6 4 .8  6 4 .6  6 4 .7  A v erag e h earin g  th resh o ld  (4 , 6  an d  8  k H z) 2 7 .4  2 8 .7  2 8 .0  T in n itu s treatm en t laterality  U n ilateral 1 1 9  7 6  1 9 5  B ilateral 8 2  5 9  1 4 1  D em o g rap h ics an d  B aselin e C h aracteristics 5

 



 

6  S afety  E n d p o in ts • P rim ary : A v erag e h earin g  d eterio ratio n  o f ≥ 1 5  d B  fro m  b aselin e to  D ay  3 5  in  tw o  co n tig u o u s freq u en cies • 1 5  d B  co n sid ered  as clin ically  relev an t • P erm an en t th resh o ld  sh ift fro m  in terv en tio n , if an y , ex p ected  to  sh o w  at D ay  3 5  • S eco n d ary : • C lin ically  relev an t h earin g  d eterio ratio n  fro m  b aselin e to  D ay  1 0  an d  D ay  8 4  • D ifferen ce in  o ccu rren ce o f clin ically  relev an t h earin g  d eterio ratio n  fro m  b aselin e to  all p o st - b aselin e v isits b etw een  treated  an d  u n treated  co n tralateral ear (u n ilaterally  treated  p atien ts o n ly ) • A d v erse ev en ts • E x p lo rato ry : • H em ato lo g y  an d  b io ch em istry  • V ital sig n s

 



 

In jectio n  P ro ced u re (S afety  P o p u latio n ) 7  0 %  2 0 %  4 0 %  6 0 %  8 0 %  1 0 0 %  P o sterio r- in ferio r A n terio r- in ferio r S u p erio r q u ad ran ts Mix ed  q u ad ran ts Q u ad ran t fo r In jectio n  A M-1 0 1  P laceb o  8 3 .0 %  0 .3 %  1 1 .3 %  5 .4 %  T reatm en t ap p ro ach  T y m p an o p u n ctu re T y m p an o sto m y  tu b e T y m p an o to m y  D ifferen t tech n iq u es u sed  0 %  5 %  1 0 %  1 5 %  2 0 %  2 5 %  3 0 %  3 5 %  4 0 %  E ML A  L id o cain e X y lo cain e O th ers Mix ed  u sed  L o cal A n esth etic U se A M-1 0 1  P laceb o

 



 

C lin ically  R elev an t H earin g  D eterio ratio n  0 %  5 %  1 0 %  1 5 %  2 0 %  D ay  1 0  D ay  3 5  D ay  8 4  A ir C o n d u ctio n  A M-1 0 1  P laceb o  P = 0 .8 2  P = 0 .2 2  0 %  5 %  1 0 %  1 5 %  2 0 %  D ay  1 0  D ay  3 5  D ay  8 4  B o n e co n d u ctio n  A M-1 0 1  P laceb o  P = 0 .5 5  P = 1 .0 0  P = 0 .3 3  %  o f P atien ts w ith  H earin g  D eterio ratio n  • N o  d ifferen ce b etw een  treated  an d  u n treated  ear in  u n ilateral cases, ex cep t fo r p laceb o  at D ay  1 0  • E ssen tially  n o  ch an g e fro m  b aselin e to  D ay  8 4  at av erag e o f 4 , 6  an d  8  k H z: • + 0 .5 6  d B  fo r A M - 1 0 1  an d  + 0 .2 3  d B  fo r p laceb o  P = 0 .1 8  8

 



 

• A ll d ru g  - related  A E s w ere m ild  to  m o d erate • P ro ced u re - related  A E s w ere p red o m in an tly  tran sien t an d  m ild  to  m o d erate • A ll S A E s w ere iso lated  cases an d  n o t related  to  stu d y  d ru g  o r p ro ced u re • L o w  rate o f p ro ced u re - related  in fectio n s • A E s lead in g  to  w ith d raw al: –  A M - 1 0 1 : S u b jectiv e w o rsen in g  o f h earin g  (p ro ced u re related ) –  P laceb o : B lo ck ag e an d  d isco m fo rt (d ru g  related ) A d v erse E v en ts 9  N u m b er o f P atien ts n (% ) A M - 1 0 1  (n = 2 0 1 ) P laceb o  (n = 1 3 5 ) T o tal (n = 3 3 6 ) A n y  A E s 9 7  (4 8 .3 % ) 5 0  (3 7 .0 % ) 1 4 7  (4 3 .8 % ) T E A E s 9 0  (4 4 .8 % ) 4 6  (3 4 .1 % ) 1 3 6  (4 0 .5 % ) D ru g  - related  A E s 1 4  (7 .0 % ) 6  (4 .4 % ) 2 0  (6 .0 % ) P ro ced u re - related  A E s 3 4  (1 6 .9 % ) 2 2  (1 6 .3 % ) 5 6  (1 6 .7 % ) S A E s 5  (2 .5 % ) 1  (0 .7 % ) 6  (1 .8 % ) A E s lead in g  to  w ith d raw al 1  (0 .5 % ) 1  (0 .7 % ) 2  (0 .6 % ) A E s lead in g  to  d eath  0  0  0

 



 

T y m p an ic Mem b ran e C lo su re • R ap id  clo su re o f ty m p an ic m em b ran e p erfo ratio n  fo llo w in g  in jectio n  • D ata co n firm ed  resu lts fro m  p rev io u s P h ase 2  trial C lo su re o b serv ed  at fo llo w  - u p  v isit o n : A M - 1 0 1  P laceb o  D ay  1 0  9 1 .7 %  9 3 .1 %  D ay  3 5  9 9 .0 %  9 9 .2 %  D ay  8 4  1 0 0 .0 %  1 0 0 .0 %  1 0

 



 

S u m m ary  o f T A C T T 2  S afety  R esu lts • A M - 1 0 1  an d  in traty m p an ic in jectio n  p ro ced u re w ere w ell to lerated  • O v er co u rse o f ~ 1  ,0 0 0  in jectio n s, n o  d ru g  o r p ro ced u re - related  S A E s o b serv ed  • C o m p arab le d ru g  - an d  p ro ced u re - related  A E  rate b etw een  A M - 1 0 1  an d  p laceb o  • L o w  o ccu ren ce o f tran sien t p ro ced u re - related  effects • C lo su re o f ty m p an ic m em b ran e w ith in  o n e w eek  in  alm o st all p atien ts • P rim ary  safety  en d p o in t at D ay  3 5  ach iev ed  • O ccu rren ce o f clin ically  relev an t h earin g  d eterio ratio n  lo w  an d  n o t d ifferen t b etw een  treatm en t g ro u p s • N o rm al v ariatio n  sin ce n o  d ifferen ce to  u n treated  co n tralateral ear • R ep eated  in traty m p an ic in jectio n s w ith  A M - 1 0 1  o v er 3  - 5  d ay  p erio d  are safe an d  w ell to lerated  1 1

 



 

1 2  A ck n o w led g em en ts T h e au th o rs w o u ld  lik e to  th an k  all in v estig ato rs, stu d y  staff an d  p atien ts w h o  p articip ated  in  th e T A C T T 2  trial
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