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Item 7.01 Regulation FD Disclosure.
 
The information in this Current Report (including Exhibit 99.1) is being furnished and shall not be deemed “filed” for the purposes of Section 18 of the
Securities Exchange Act of 1934, as amended, or otherwise subject to the liabilities of that Section. The information in this Current Report (including
Exhibit 99.1) shall not be incorporated by reference into any registration statement or other document pursuant to the Securities Act of 1933, as amended,
except as shall be expressly set forth by specific reference in such filing.
 
September 7-9, 2016, Rick E Winningham, Chairman and Chief Executive Officer of Theravance Biopharma, Inc., and other members of the management
team, will be conducting one-on-one meetings with analysts and investors in Toronto, New York and San Francisco. A copy of the slide presentation is being
furnished pursuant to Regulation FD as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein by reference.
 
Item 9.01. Financial Statements and Exhibits.
 
(d) Exhibits.
 

99.1       Slide presentation dated September 2016
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SIGNATURE

 
Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the

undersigned hereunto duly authorized.
 
 

THERAVANCE BIOPHARMA, INC.
   
   
Date: September 7, 2016 By: /s/ Renee D. Gala

Renee D. Gala
Senior Vice President and Chief Financial Officer
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Exhibit 99.1
In v esto r P resen tatio n  S ep tem b er 2 0 1 6  T h erav an ce B io p h arm a, In c. (N A S D A Q : T B P H )

 



C au tio n ary  S tatem en t R eg ard in g  F o rw ard -L o o k in g  S tatem en ts U n d er th e safe h arb o r p ro v isio n s o f th e U .S . P riv ate S ecu rities L itig atio n  R efo rm  A ct o f 1 9 9 5 , th e co m p an y  cau tio n s in v esto rs th at an y  fo rw ard -lo o k in g  statem en ts o r p ro jectio n s m ad e b y  th e co m p an y  are su b ject to  risk s an d  u n certain ties th at m ay  cau se actu al resu lts to  d iffer m aterially  fro m  th e fo rw ard -lo o k in g  statem en ts o r p ro jectio n s. E x am p les o f fo rw ard -lo o k in g  statem en ts in  th is p resen tatio n  in clu d e statem en ts relatin g  to  th e co m p an y ’s b u sin ess p lan s an d  o b jectiv es, in clu d in g  fin an cial an d  o p eratin g  resu lts, p o ten tial p artn erin g  tran sactio n s an d  sales targ ets, th e co m p an y ’s reg u lato ry  strateg ies an d  tim in g  an d  resu lts o f clin ical stu d ies, th e p o ten tial b en efits an d  m ech an ism s o f actio n  o f th e co m p an y ’s p ro d u ct an d  p ro d u ct can d id ates (in clu d in g  th eir p o ten tial as co m p o n en ts o f co m b in atio n  th erap ies an d  th e tim in g  an d  u se o f th e n et p ro ceed s fro m  th e p ro p o sed  o fferin g ). T h e co m p an y ’s fo rw ard -lo o k in g  statem en ts are b ased  o n  th e estim ates an d  assu m p tio n s o f m an ag em en t as o f th e d ate o f th is p resen tatio n  an d  are su b ject to  risk s an d  u n certain ties th at m ay  cau se th e actu al resu lts to  b e m aterially  d ifferen t th an  th o se p ro jected , su ch  as risk s related  to  d elay s o r d ifficu lties in  co m m en cin g  o r co m p letin g  clin ical stu d ies, th e p o ten tial th at resu lts fro m  clin ical o r n o n -clin ical stu d ies in d icate p ro d u ct can d id ates are u n safe o r in effectiv e (in clu d in g  w h en  o u r p ro d u ct can d id ates are stu d ied  in  co m b in atio n  w ith  o th er co m p o u n d s), d elay s o r failu re to  ach iev e an d  m ain tain  reg u lato ry  ap p ro v als fo r p ro d u ct can d id ates, risk s o f co llab o ratin g  w ith  th ird  p arties to  d isco v er, d ev elo p  an d  co m m ercialize p ro d u cts, risk s asso ciated  w ith  estab lish in g  an d  m ain tain in g  sales, m ark etin g  an d  d istrib u tio n  cap ab ilities, an d  m ark et co n d itio n s th at m ay  affect w h eth er th e o fferin g  w ill b e m ad e o r co n su m m ated  o n  th e p ro p o sed  term s, if at all. O th er risk s affectin g  th e co m p an y  are d escrib ed  u n d er th e h ead in g  “R isk  F acto rs” an d  elsew h ere in  th e co m p an y ’s F o rm  1 0 -Q  filed  w ith  th e S ecu rities an d  E x ch an g e C o m m issio n  (S E C ) o n  A u g u st 9 , 2 0 1 6 , an d  o th er p erio d ic rep o rts filed  w ith  th e S E C .

 



T h erav an ce B io p h arm a In v estm en t H ig h lig h ts P ro d u ctiv e R esearch  E n g in e P ip elin e o f H ig h  V alu e A ssets R o b u st B u sin ess Mo d el T eam  T rack  R eco rd  o f S u ccess S tro n g  F in an cial P o sitio n

 



P ro g ram  P h ase 1  P h ase 2  P h ase 3  F iled  A p p ro v ed  V IB A T IV ®  (telav an cin ) cS S S I, H A B P /V A B P  sN D A  C o n cu rren t B acterem ia &  cS S S I sN D A  C o n cu rren t B acterem ia &  H A B P /V A B P  P h ase 3  R eg istratio n al S tu d y  –  B acterem ia R ev efen acin  (T D -4 2 0 8 ) P h ase 3  E fficacy  S tu d ies (2 ) –  C O P D  P h ase 3  L o n g -T erm  S afety  S tu d y  –  C O P D  N E P  In h ib ito r P ro g ram  T D -0 7 1 4  P h ase 1  T D -1 4 3 9  P h ase 1  JA K  In h ib ito r P ro g ram  T D -1 4 7 3  P h ase 1  T D -3 5 0 4 1  2 0 1 6  F o cu s P h ase1 : in itial clin ical safety  testin g  in  p atien ts o r h ealth y  v o lu n teers, o r stu d ies d irected  to w ard  u n d erstan d in g  th e m ech an ism s o f actio n  o f d ru g . P h ase 2 : fu rth er clin ical safety  testin g  an d  p relim in ary  efficacy  testin g  in  lim ited  p atien t p o p u latio n . P h ase 3 : ev alu atio n  o f clin ical efficacy  an d  safety  w ith in  ex p an d ed  p atien t p o p u latio n . F iled : m ark etin g  ap p licatio n  su b m itted  to  reg u lato ry  au th o rity . A p p ro v ed : ap p ro v ed  fo r m ark etin g . 1 P h ase 1  in itiatio n  p lan n ed  fo r 1 H  2 0 1 7  S tatu s: T h e m o st ad v an ced  stag e o f clin ical d ev elo p m en t co m p leted  o r in  p ro cess.

 



JA K  In h ib ito r P ro g ram  O ral In testin ally  R estricted  P an -Jan u s K in ase (JA K ) In h ib ito rs fo r U lcerativ e C o litis &  O th er In flam m ato ry  In testin al D iseases

 



O ral S m all Mo lecu le In trav en o u s B io lo g ic ~ 7 0 0 K  U C  p atien ts in  th e U S , acco rd in g  to  w w w .ccfa.o rg  1  D .T . B eattie, et al., T D -1 4 7 3 , a n o v el, p o ten t, o rally  ad m in istered  in testin ally  restricted  p an -Jan u s k in ase (JA K ) in h ib ito r. P o ster sessio n  p resen ted  at: 1 1 th  C o n g ress o f th e E u ro p ean  C ro h n 's an d  C o litis O rg an isatio n  (E C C O ); 1 8  Mar 2 0 1 6 ; A m sterd am . C lin ical d ata: N o t h ead  to  h ead  co m p ariso n s. C lin ical d ata so u rces: R em icad e &  E n ty v io , P rescrib in g  In fo rm atio n ; O zan im o d , S an d b o rn  et al., 2 0 1 5  T o facitin ib , S an d b o rn  et al., 2 0 1 2  an d  2 0 1 6 . S ig n ifican t N eed  R em ain s fo r Im p ro v ed  T h erap ies to  T reat Mo d erate to  S ev ere U lcerativ e C o litis (U C ) T o facitin ib  h as d em o n strated  effectiv en ess o f JA K  in h ib itio n  in  U C ; sy stem ic liab ilities m ay  lim it ab ility  to  o p tim ize clin ical d o se T D -1 4 7 3 : O ral, p an -JA K  in h ib ito r, d esig n ed  to  b e in testin ally  restricted  P reclin ical m o d el1  o f T D -1 4 7 3  sh o w ed : S electiv e d istrib u tio n  to  in testin al tract R ed u ctio n  in  U C  d isease activ ity  sco re co m p arab le to  to facitin ib  N o  m easu rab le sy stem ic im m u n o su p p ressio n , in  co n trast to  to facitin ib  H ig h  affin ity  fo r JA K 1 /2 /3  an d  T Y K 2  T D -3 5 0 4 : In n o v ativ e p ro d ru g  o f to facitin ib  p ro v id es ch em ically  d istin ct b ack -u p  strateg y  to  ach iev e in testin ally  restricted  JA K  in h ib itio n  A p p ro v ed  &  L ate-S tag e T h erap ies: L im ited  E fficacy , L o se E fficacy  O v er T im e, an d /o r C arry  R isk  o f A d v erse E ffects T B P H  A p p ro ach : P o ten tial fo r S u p erio r E fficacy  an d  S afety , w ith  Min im al S id e E ffects 0  5  1 0  1 5  2 0  2 5  3 0  3 5  4 0  R E MIC A D E ®  5 m g /k g  A n ti-T N F  E N T Y V IO ®  3 0 0 m g  ?4 ?7  in teg rin  in h ib ito r O zan im o d  1 m g  S 1 P 1  ag o n ist (p h ase 2  stu d y ) T o facitin ib  1 0 m g  JA K  in h ib ito r (av erag e o f 2  P h ase 3  stu d ies) T o facitin ib  1 5 m g  JA K  in h ib ito r (P 2  stu d y ) %  o f p atien ts w ith  C lin ical R esp o n se %  o f P atien ts w ith  C lin ical R esp o n se at 8  w eek s (o v er p laceb o )

 



T D -1 4 7 3 : O ral, In testin ally  R estricted  JA K  In h ib ito r w ith  th e P o ten tial fo r R o b u st E fficacy  an d  Min im al S id e E ffects B ased  o n  p reclin ical fin d in g s T D -1 4 7 3  m ay  rep resen t a p o ten tial b reak th ro u g h  ap p ro ach  to  treatin g  U C  w ith o u t th e risk  g en erally  asso ciated  w ith  sy stem ically  activ e th erap ies T D -1 4 7 3  E x h ib its G I-R estrictio n  after O ral A d m in istratio n  in  R o d en ts T D -1 4 7 3  is A ctiv e in  R o d en t C o litis Mo d el w ith o u t S y stem ic E ffects P h arm aco k in etics (C o lo n :P lasm a R atio ) R ed u ctio n  in  D isease A ctiv ity  S co re R ed u ctio n  in  S y stem ic Im m u n e C ells T D -1 4 7 3  T o facitin ib  T D -1 4 7 3  T o facitin ib  T D -1 4 7 3  T o facitin ib  P ercen t (% ) C o n cen tratio n  ratio  0  1 0 0 0  2 0 0 0  3 0 0 0  4 0 0 0  T D -1 4 7 3  T o facitin ib  %  In h ib itio n  (relativ e to  v eh icle co n tro l) T D -1 4 7 3  T o facitin ib  T D -1 4 7 3  T o facitin ib  0  2 0  4 0  6 0  8 0

 



T D -1 4 7 3 : P h ase 1  C lin ical D ata S u p p o rt P ro g ressio n  in to  P h ase 1 b  T rial in  U lcerativ e C o litis P atien ts C lin ical an d  p reclin ical d ata v alid ate strateg y  o f targ etin g  JA K  in h ib itio n  to  affected  tissu es in  th e in testin al tract to  ach iev e fav o rab le risk /b en efit p ro file Mu ltip le A scen d in g  D o se P K  o n  D ay  1 4  L o g  S cale Mean  ±  S D  p lo tted  Mu ltip le A scen d in g  D o se P K  o n  D ay  1 4  L in ear S cale D ata E x tracted  fro m  D o w ty  ME , et al. JP E T  2 0 1 4 . P h ase 1  stu d y  o f T D -1 4 7 3  in  h ealth y  su b jects m et targ et P K  p ro file: D ata su g g est slo w  ab so rp tio n  th ro u g h o u t in testin al tract Min im al sy stem ic ex p o su re H ig h  lev els o f T D -1 4 7 3  p resen t in  sto o l at lo w  d o ses P K  fin d in g s co n sisten t w ith  p o sitiv e p reclin ical m o d els T im e (h r) P lasm a C o n cen tratio n  (n M) 0  5  1 0  1 5  2 0  0  1 0 0  2 0 0  3 0 0  4 0 0  1 0  m g  T o facitin ib  (B ID ) 3 0 0  m g  1 0 0  m g  3 0  m g  1 0  m g  T D -1 4 7 3  (Q D ) T im e (h r) P lasm a C o n cen tratio n  (n M) 0  5  1 0  1 5  2 0  0 .0 1  0 .1  1  1 0  1 0 0  1 0 0 0  L L O Q  (0 .0 2 5  n M)

 



T D -1 4 7 3 : P h ase 1 b  S tu d y  in  Mo d erately -to -S ev erely  A ctiv e U lcerativ e C o litis P atien ts to  In itiate in  2 0 1 6  D esig n ed  to  ev alu ate safety , to lerab ility , P K  an d  P D  o f T D -1 4 7 3  in  m o d erately  to  sev erely  activ e u lcerativ e co litis p atien ts o v er 2 8  d ay s S eco n d ary /ex p lo rato ry  o b jectiv e: d em o n strate b io lo g ic effect o f T D -1 4 7 3  th ro u g h  b io m ark er an aly sis an d  clin ical, en d o sco p ic an d  h isto lo g ic assessm en ts S creen in g  R an d o m ized  R x  (A d ap tiv e) F o llo w -U p  P art 1  P art 2  D o sin g  d aily  fo r 2 8  d ay s D ay  -2 8  to  -1  1 st d o se, D ru g  d isp en se D ay  1  E n d  o f treatm en t D ay  2 8  E n d  o f S tu d y  D ay  4 2  R ectal b leed in g  sco re >  1 , b o w el freq u en cy  sco re >  1  &  Mo d ified  May o  en d o sco p ic su b sco re >  2  T D -1 4 7 3  L o w  D o se : p laceb o  Q D  (1 0 :3 ) T D -1 4 7 3  Mid  D o se : p laceb o  Q D  (1 0 :4 ) T D -1 4 7 3  H ig h /L o w  D o se : p laceb o  Q D  (1 0 :3 ) S ig m o id o sco p y  &  b io p sy  S ig m o id o sco p y  &  b io p sy  H isto ry  &  lab s S afety  lab s &  A E ’s R ectal b leed in g  sco re >  1  &  b o w el freq u en cy  sco re >  1  D ru g  d isp en se D ay  1 4

 



T D -3 5 0 4 : In n o v ativ e P ro d ru g  o f T o facitin ib  P ro v id es A ltern ativ e S trateg y  to  A ch iev e In testin ally  R estricted  JA K  In h ib itio n  S u p erio r T h erap eu tic In d ex  C o m p ared  to  T o facitin ib  in  P reclin ical O x azo lo n e C o litis Mo d el P reclin ical d ata fo r T D -3 5 0 4  sh o w ed : R ap id  fo rm atio n  o f to facitin ib  in  in testin al tract R ed u ctio n  in  d isease activ ity  sco re co m p arab le to  to facitin ib  L o w  sy stem ic ex p o su re in  co n trast to  to facitin ib  P ro d ru g  ap p ro ach  p ro v id es o p p o rtu n ity  to  ad v an ce d irectly  in to  p atien ts C h em ically  D istin ct fro m  T D -1 4 7 3 ; D esig n ed  to  R elease A ctiv e T o facitin ib  in  th e In testin al T ract P lan  to  in itiate p atien t stu d y  w ith  T D -3 5 0 4  1 H  2 0 1 7  P ercen t (% ) T D -3 5 0 4  T o facitin ib  T D -3 5 0 4  T o facitin ib  0  2 0  4 0  6 0  8 0  R ed u ctio n  in  D isease A ctiv ity  S co re R ed u ctio n  in  S y stem ic Im m u n e C ells

 



N ep rily sin  In h ib ito r (N E P i) P ro g ram  P o ten tial B est-in -C lass T h erap eu tic fo r C ard io v ascu lar an d  R en al D isease

 



B est-in -C lass N E P i C o u ld  Im p ro v e T reatm en t R eg im en s fo r C ard io v ascu lar &  R en al D iseases S o u rce: ©  2 0 1 5  D ecisio n  R eso u rces, L L C . A ll rig h ts reserv ed . R ep ro d u ctio n , d istrib u tio n , tran sm issio n  o r p u b licatio n  is p ro h ib ited . R ep rin ted  w ith  p erm issio n . A ll estim ates U S . U tility  o f N E P  In h ib ito rs (N E P i) L arg e Mark et O p p o rtu n ities P o ten tiate n atriu retic p ep tid es R ed u ce m o rtality  an d  m o rb id ity  in  C H F  p atien ts D iu resis an d  n atriu resis C o n tro l b lo o d  p ressu re R ev erse m alad ap tiv e ch an g es in  h eart an d  v ascu lar tissu e U tility  in  C H F  v alid ated  b y  E n tresto ®  S ig n ifican t o p p o rtu n ity  rem ain s fo r a n ex t-g en eratio n  N E P  in h ib ito r w ith  ap p licab ility  b ey o n d  C H F  o fferin g  o n ce-d aily  d o sin g , co m b in atio n  flex ib ility  an d  en h an ced  to lerab ility  N ep rily sin  In h ib ito r (N E P i) A cu te H eart F ailu re (A H F ) 1  m illio n  h o sp italizatio n s an n u ally  C h ro n ic H eart F ailu re (C H F ) 6  m illio n  p atien ts d iag n o sed  C h ro n ic K id n ey  D isease 2 6  m illio n  p eo p le

 



T B P H  N E P i P ro g ram : D ifferen tiated  &  V ersatile P latfo rm  w ith  Mu ltip le D ev elo p m en t C an d id ates A d v an cin g  R an g e o f C ard io v ascu lar an d  R en al In d icatio n s T B P H  N E P  In h ib ito r T arg et P ro d u ct P ro file S u stain ed  2 4 -h o u r targ et en g ag em en t N o n -ren al clearan ce F av o rab le safety  an d  to lerab ility  F lex ib le ad m in istratio n  (o ral o r IV ) =  d em o n strated  in  P h ase 1  clin ical stu d y  T D -0 7 1 4 : P h ase 1  S A D  m et targ et p ro d u ct p ro file P h ase 1  MA D  d ata ex p ected  2 0 1 6  P lan  to  ad v an ce IV  in to  clin ic early -2 0 1 7  T D -1 4 3 9 : S tru ctu rally  d istin ct fro m  T D -0 7 1 4  P h ase 1  S A D  u n d erw ay  P h ase 1  S A D /MA D  d ata ex p ected  1 H  2 0 1 7  N E P i IV  N E P i A H F  Mo n o th erap y  A R B  C o m b in atio n  (A R N I) O p tim ized  fo r C H F  an d /o r C K D  N o n -A R B  C o m b in atio n s P D E 5 , P D E 9 , sG C , MR A

 



R ev efen acin  (T D -4 2 0 8 ) N eb u lized  L o n g -A ctin g  Mu scarin ic A n tag o n ist (L A MA )

 



C o m p ellin g  N eed  fo r O n ce-D aily  N eb u lized  L A MA  1  G lo b al S trateg y  fo r D iag n o sis, Man ag em en t, an d  P rev en tio n  o f C O P D  C O P D  =  C h ro n ic O b stru ctiv e P u lm o n ary  D isease 2  T B P H  m ark et research  (N  =  1 6 0  p h y sician s); R efers to  U S  C O P D  p atien ts 3 E stim ate d eriv ed  fro m  u se o f in fo rm atio n  u n d er licen se fro m  IMS  H ealth  in fo rm atio n  serv ice: N S P  fo r p erio d  MA T  May , 2 0 1 5 . In clu d es L A B A , S A MA  an d  S A MA /S A B A  th erap y . E x clu d es n eb u lized  S A B A s. IMS  ex p ressly  reserv es all rig h ts, in clu d in g  rig h ts o f co p y in g , d istrib u tio n  an d  rep u b licatio n . E n d u rin g  P atien t N ich e an d  S ig n ifican t Mark et O p p o rtu n ity  U n m et N eed  fo r N eb u lized  L A MA  T h erap y  O n ce-d aily  L A MA s are first-lin e th erap y  fo r m o d erate to  sev ere C O P D 1  N o  n eb u lized  L A MA s av ailab le to d ay ; o n ly  av ailab le in  h an d h eld  d ev ices E n d u rin g  P atien t N ich e w ith  P o ten tial fo r P rem iu m  P ricin g  > 1 0 0 M p atien t treatm en t d ay s in  n eb u lized  C O P D  seg m en t3  9 %  o f C O P D  p atien ts cu rren tly  u se n eb u lizers fo r o n g o in g  m ain ten an ce th erap y 2  4 1 %  o f C O P D  p atien ts u se n eb u lizers at least o ccasio n ally  fo r b ro n ch o d ilato r th erap y 2  P ricin g  in  b ran d ed  L A  n eb u lized  seg m en t ~  2 x  h an d h eld  S p iriv a3  S ig n ifican t Mark et O p p o rtu n ity  R ev efen acin  m ay  b e co m p lem en tary  to  ex istin g  n eb u lized  L A B A  treatm en ts My lan  b rin g s co m m ercial stren g th  in  n eb u lized  seg m en t

 



R ev efen acin  (T D -4 2 0 8 ) P h ase 3  P ro g ram  3 5 5  p atien ts w ith  m o d erate to  sev ere C O P D  P rim ary  en d p o in t: C h an g e fro m  b aselin e in  tro u g h  F E V 1  fo llo w in g  2 8  d ay s N o te: F E V 1  =  fo rced  ex p irato ry  v o lu m e in  o n e seco n d  T D -4 2 0 8  (m cg ) p -v alu es v ersu s p laceb o : < 0 .0 0 1 * * *  P h ase 2 b  S tu d y  0 1 1 7  Met P rim ary  E n d p o in t at 8 8  m cg  an d  A b o v e T w o  rep licate 3 -m o n th  efficacy  stu d ies; d ata ex p ected  early -Q 4  2 0 1 6  S in g le 1 2 -m o n th  safety  stu d y ; d ata ex p ected  2 0 1 7  ~ 2 ,3 0 0  p atien ts acro ss th ree stu d ies S tu d ies ev alu atin g  tw o  d o ses: 8 8  m cg  an d  1 7 5  m cg  ad m in istered  o n ce-d aily  If su ccessfu l, N D A  filin g  ex p ected  late 2 0 1 7  P h ase 3  P ro g ram

 



S ig n ifican t fu n d in g  fo r T h erav an ce B io p h arm a (T B P H ) $ 1 5 M in itial p ay m en t to  T B P H  U p  to  $ 2 2 0 M in  d ev elo p m en t an d  co m m ercializatio n  m ilesto n es R eim b u rsem en t o f U S  d ev elo p m en t p ro g ram  ex p en ses*  $ 3 0 M eq u ity  in v estm en t at a 1 0 %  p rem iu m  P ro fit sh are in  U S  an d  lo w  to  m id -teen  d o u b le-d ig it ro y alties ex -U S  T B P H  co n d u cts d ev elo p m en t p ro g ram  in  U S  My lan  reim b u rses d ev elo p m en t co sts My lan  resp o n sib le fo r ex -U S * *  d ev elo p m en t My lan  lead s co m m ercializatio n  in  U S , su b ject to  F D A  ap p ro v al T B P H  co -p ro m o te u n d er p ro fit sp lit in  U S  (6 5 %  My lan /3 5 %  T B P H ) L ev erag es T B P H  acu te care fo cu sed  co m m ercial in frastru ctu re My lan  co m m ercializes ex -U S * * ; T B P H  receiv es ro y alties My lan  resp o n sib le fo r co m m ercial m an u factu rin g  T B P H  retain s g lo b al rig h ts to  h an d h eld  p resen tatio n s o f rev efen acin  F in an cial D ev elo p m en t C o m m ercial *  A p p lies th ro u g h  F D A  ap p ro v al o f first p ro d u ct co n tain in g  4 2 0 8  * *  C o llab o ratio n  ex clu d es C h in a. My lan  h as rig h t o f first n eg o tiatio n  fo r n eb u lized  rev efen acin  in  C h in a S trateg ic C o llab o ratio n  w ith  My lan  N eb u lized  R ev efen acin  fo r C O P D  an d  O th er R esp irato ry  D iseases

 



V IB A T IV ®  is a reg istered  trad em ark  o f th e T h erav an ce B io p h arm a g ro u p  o f co m p an ies V IB A T IV ®  (telav an cin ) C o m m ercial, O n ce-D aily , D u al Mech an ism  A n tib io tic

 



Wh at is V IB A T IV ® ? F irst F D A  ap p ro v ed  lip o g ly co p ep tid e ex h ib itin g  co n cen tratio n -d ep en d en t b actericid al activ ity  v ia a d u al m ech an ism  o f actio n  th at in h ib its cell w all sy n th esis an d  d isru p ts m em b ran e b arrier fu n ctio n  A ctiv e ag ain st G ram -p o sitiv e b acteria, in clu d in g  m eth icillin -resistan t S tap h y lo co ccu s au reu s (MR S A ) In trav en o u sly  ad m in istered ; o n ce-d aily  d o sin g  A p p ro v ed  in  th e U .S . fo r treatm en t o f th e fo llo w in g  in fectio n s in  ad u lt p atien ts cau sed  b y  d esig n ated  su scep tib le b acteria: C o m p licated  sk in  an d  sk in  stru ctu re in fectio n s (cS S S I) H o sp ital-acq u ired  an d  v en tilato r-asso ciated  b acterial p n eu m o n ia (H A B P /V A B P ) cau sed  b y  su scep tib le iso lates o f S tap h y lo co ccu s au reu s w h en  altern ativ e treatm en ts are n o t su itab le E x p an d ed  lab el in clu d es d ata d escrib in g  u se in  co n cu rren t b acterem ia an d  H A B P /V A B P  o r cS S S I

 



O p p o rtu n ity  E x ists fo r V IB A T IV ®  A m o n g  A ltern ativ e MR S A  T h erap ies in  C u rren t U .S . Mark et S o u rce: T B P H  estim ates b ased  o n  in teg ratin g  d ata fro m  IMS  H ealth  N atio n al S ales P ersp ectiv e an d  D ecisio n  R eso u rces H o sp ital A n tib io tic Mark et G u id e * O th ers in clu d es T y g acil an d  S y n ercid  (2 0 1 4 ) 7 9 %  2 1 %  T o tal D ay s o f T h erap y  (D O T ) fo r MR S A  A n tib io tics 3 4  Millio n  V an co m y cin  A ltern ativ es

 



V IB A T IV ®  C o m m ercializatio n  1 T o tal F acto red  V ials =  7 5 0 m g  v ials +  (2 5 0 m g  v ials/3 ); S o u rce: S y m p h o n y  H ealth  S o lu tio n s, N o n R etailS o u rceT M , Jan u ary  2 0 1 5  –  March  2 0 1 6 , b ased  o n  T h erav an ce facto red  v ials. 2  T B P H  Mark et R esearch  A cu te C are F o cu sed  S ales F o rce in  H o sp itals an d  O u tp atien t C en ters P h y sician s u se V IB A T IV  w h en 2  “o th er ag en ts fail” “n eed  rap id  b actericid al activ ity ” “p atien ts h av e m u ltip le co m o rb id ities” “cases h av e d o cu m en ted  resistan ce” A cu te care co m m ercial fo cu s: O p p o rtu n ity  to  targ et larg e an d  ad d ressab le p atien t p o p u latio n s 0  2 ,0 0 0  4 ,0 0 0  6 ,0 0 0  8 ,0 0 0  1 0 ,0 0 0  1 2 ,0 0 0  1 4 ,0 0 0  1 6 ,0 0 0  1 8 ,0 0 0  1 Q 1 5  2 Q 1 5  3 Q 1 5  4 Q 1 5  1 Q 1 6  2 Q 1 6  V IB A T IV  ®  F acto red  V ials (U S ) 1  $ 0  $ 1 ,0 0 0  $ 2 ,0 0 0  $ 3 ,0 0 0  $ 4 ,0 0 0  $ 5 ,0 0 0  $ 6 ,0 0 0  1 Q 1 5  2 Q 1 5  3 Q 1 5  4 Q 1 5  1 Q 1 6  2 Q 1 6  V IB A T IV  ®  N et P ro d u ct S ales (U S )

 



V IB A T IV ® : L ab el E x p an sio n  S trateg y  1 “T reatm en t T ren d s® : H o sp ital D isch arg e an d  O u tp atien t P aren teral A n tib io tic T h erap y  (U S )” ©  Ju n e 2 0 1 4  D R /D ecisio n  R eso u rces, L L C . A ll rig h ts reserv ed . R ep ro d u ctio n , d istrib u tio n , tran sm issio n  o r p u b licatio n  is p ro h ib ited . R ep rin ted  w ith  p erm issio n ; N o te: T h is an aly sis o n ly  co n sid ers treatm en t d ay s fo r p atien ts treated  in  b o th  in p atien t settin g  &  O P A T  fo r each  in fectio n  ty p e; ex clu d ed  p atien ts treated  w / O P A T  w /o  recen t h o sp ital o r E R ; ID  sp ecialists resp o n d ed  to  “P lease estim ate d u ratio n  o f th erap y , b o th  in p atien t th erap y  an d  o u tp atien t th erap y , fo r O P A T  p atien ts.” (n -sizes v ary  b y  in fectio n  ty p e &  in p atien t v s. o u tp atien t.) O p p o rtu n ity  fo r B ro ad est S et o f In d icatio n s o f A n y  B ran d ed  A n ti-MR S A  A g en t L ev erag in g  R eg io n al P artn ersh ip s to  E x p an d  C o m m ercial R each  P h ase 3  R eg istratio n al S tu d y  in  B acterem ia ~ 2 5 0  p atien ts, ~ 7 0  clin ical sites in  U S  &  R O W E x p ected  to  co m p lete 2 0 1 8  Mu ltip le p artn ersh ip s in  larg e an d  g ro w in g  ex -U S  m ark ets, in clu d in g  C h in a an d  In d ia R ecen t lau n ch es in  C an ad a an d  R u ssia T O U R ™ P atien t R eg istry  S tu d y  U n d erw ay  G en eratin g  “real w o rld ” d ata fro m  ~ 1 ,0 0 0  p atien ts to  in fo rm  ad d itio n al p o ten tial in d icatio n s 7  8  9  1 2  9  1 6  0  2  4  6  8  1 0  1 2  1 4  1 6  1 8  cS S S i / A B S S S i H A B P  B acterem ia / S ep sis A v erag e D ay s o f T h erap y  ( D O T ) 1  In p atien t O u tp atien t

 



T h erav an ce B io p h arm a O p p o rtu n ities fo r V alu e C reatio n

 



E co n o m ic In terest in  G S K  R esp irato ry  P ro g ram s * T B P H  h o ld s eco n o m ic in terest in  fu tu re p ay m en ts th at m ay  b e m ad e b y  G S K  relatin g  to  certain  p ro g ram s, in clu d in g  “C lo sed  T rip le” (F F /U ME C /V I), MA B A /F F , MA B A  m o n o th erap y  an d  o th er fu tu re p ro d u cts th at m ay  b e co m b in ed  w ith  V I o r MA B A . A ll statem en ts b ased  o n  p u b lically  av ailab le in fo rm atio n . 1 F o rm erly  T h erav an ce, In c. F F /U ME C /V I=  F lu ticaso n e F u ro ate/U m eclid in iu m /V ilan tero l. MA B A =  In h aled  B ifu n ctio n al Mu scarin ic A n tag o n ist -B eta2  A g o n ist. MA B A , MA B A /IC S  (b atefen tero l, b atefen tero l/F F ) “C lo sed  T rip le” (F F /U ME C /V I) A ctiv e co m p o n en ts o f B R E O ®  an d  A N O R O ®  T w o  p o sitiv e P h ase 3  stu d ies co m p leted  in  “o p en ” trip le th erap y  P o sitiv e to p -lin e resu lts rep o rted  fro m  P h ase 3  F U L F IL  stu d y  (~ 1 ,8 0 0  C O P D  p atien ts) U S  an d  E U  reg u lato ry  filin g s p lan n ed  2 0 1 6  E lig ib le to  receiv e ro y alties o n  an n u al g lo b al n et sales P h ase 3  IMP A C T  stu d y  o n g o in g  in  ~ 1 0 ,0 0 0  C O P D  p atien ts; d ata ex p ected  2 0 1 7  T B P H  h o ld s an  8 5 %  eco n o m ic in terest in  fu tu re p ay m en ts m ad e b y  G S K  related  to  th e C lo sed  T rip le, MA B A  an d  MA B A /IC S *  P ro g ram s jo in tly  m an ag ed  b y  G S K  an d  In n o v iv a1 ; fu lly  fu n d ed  b y  G S K  S in g le m o lecu le b ifu n ctio n al b ro n ch o d ilato r D isco v ered  b y  In n o v iv a, In c.1  P h ase 2  stu d ies o f sin g le- an d  co m b o -ag en t u n d erw ay  in  C O P D  p atien ts E lig ib le to  receiv e ro y alties o n  an n u al g lo b al n et sales; p lu s D ev elo p m en t an d  co m m ercializatio n  m ilesto n es u p  to  $ 1 2 5  m illio n  fo r sin g le ag en t an d  $ 2 5 0  m illio n  fo r b o th  sin g le- an d  co m b o -ag en t

 



E x p ected  K ey  Milesto n es P ro g ram  Milesto n e T arg et T D -1 4 7 3  (JA K  in h ib ito r) C o m p lete P h ase 1  2 0 1 6  T D -1 4 7 3  (JA K  in h ib ito r) C o m p lete P h ase 1 b  S tu d y  in  U C  P atien ts 2 0 1 7  T D -0 7 1 4  (N E P  in h ib ito r) C o m p lete P h ase 1  (in cl. targ et en g ag em en t) 2 0 1 6  R ev efen acin  (T D -4 2 0 8 ) C o m p lete P h ase 3  E fficacy  S tu d ies 2 0 1 6  R ev efen acin  (T D -4 2 0 8 ) C o m p lete P h ase 3  L T S S  2 0 1 7  R ev efen acin  (T D -4 2 0 8 ) U S  R eg u lato ry  F ilin g  2 0 1 7  V IB A T IV ®  (telav an cin ) C o n cu rren t B acterem ia &  H A B P /V A B P  o r cS S S I P D U F A  2 0 1 6  T elav an cin  C o m p lete P h ase 3  B acterem ia S tu d y  2 0 1 8  1  R eg u lato ry  an d  clin ical m ilesto n es as rep o rted  b y  G lax o S m ith K lin e P ro g ram  Milesto n e T arg et C lo sed  T rip le (F F /U ME C /V I) C o m p lete P h ase 3  F U L F IL  S tu d y  2 0 1 6  C lo sed  T rip le (F F /U ME C /V I) E U  R eg u lato ry  F ilin g  2 0 1 6  C lo sed  T rip le (F F /U ME C /V I) U S  R eg u lato ry  F ilin g  2 0 1 6  C lo sed  T rip le (F F /U ME C /V I) C o m p lete P h ase 3  IMP A C T  S tu d y  2 0 1 7  E co n o m ic In terests1 : P rio rity  P ro g ram s:

 



T h erav an ce B io p h arm a In v estm en t H ig h lig h ts P ro d u ctiv e R esearch  E n g in e P ip elin e o f H ig h  V alu e A ssets R o b u st B u sin ess Mo d el T eam  T rack  R eco rd  o f S u ccess S tro n g  F in an cial P o sitio n

 



A b o u t V IB A T IV ®  (telav an cin ) V IB A T IV  w as d isco v ered  in tern ally  in  a research  p ro g ram  d ed icated  to  fin d in g  n ew  an tib io tics fo r serio u s in fectio n s d u e to  S tap h y lo co ccu s au reu s an d  o th er G ram -p o sitiv e b acteria, in clu d in g  MR S A . V IB A T IV  is a b actericid al, o n ce-d aily , in jectab le lip o g ly co p ep tid e an tib io tic w ith  in  v itro  p o ten cy  an d  a d u al m ech an ism  o f actio n  w h ereb y  telav an cin  b o th  in h ib its b acterial cell w all sy n th esis an d  d isru p ts b acterial cell m em b ran e fu n ctio n . V IB A T IV  fo r in jectio n  is ap p ro v ed  in  th e U .S . fo r th e treatm en t o f ad u lt p atien ts fo r co m p licated  sk in  &  sk in  stru ctu re in fectio n s (cS S S I) cau sed  b y  su scep tib le iso lates o f G ram -p o sitiv e b acteria, in clu d in g  S tap h y lo co ccu s au reu s, b o th  m eth icillin -su scep tib le (MS S A ) an d  m eth icillin -resistan t (MR S A ) strain s. In  ad d itio n , V IB A T IV  telav an cin  is ap p ro v ed  in  th e U .S . fo r th e treatm en t o f ad u lt p atien ts w ith  h o sp ital-acq u ired  an d  v en tilato r-asso ciated  b acterial p n eu m o n ia (H A B P /V A B P ) cau sed  b y  su scep tib le iso lates o f S tap h y lo co ccu s au reu s w h en  altern ativ e treatm en ts are n o t su itab le. T elav an cin  also  d em o n strated  efficacy  in  treatin g  p atien ts w ith  eith er cS S S I o r H A B P /V A B P  w h o  h ad  co n cu rren t S tap h y lo co ccu s au reu s b acterem ia. V IB A T IV  is in d icated  in  C an ad a an d  R u ssia fo r co m p licated  sk in  &  sk in  stru ctu re in fectio n s an d  H A P /V A P  cau sed  b y  G ram -p o sitiv e b acteria, in clu d in g  MR S A . V IB A T IV  is in d icated  in  th e E u ro p ean  U n io n  fo r th e treatm en t o f ad u lts w ith  n o so co m ial p n eu m o n ia (N P ) in clu d in g  v en tilato r asso ciated  p n eu m o n ia (V A P ), k n o w n  o r su sp ected  to  b e cau sed  b y  m eth icillin  resistan t S tap h y lo co ccu s au reu s (MR S A ) an d  sh o u ld  b e u sed  o n ly  in  situ atio n s w h ere it is k n o w n  o r su sp ected  th at o th er altern ativ es are n o t su itab le. V IB A T IV ®  is a reg istered  trad em ark  o f th e T h erav an ce B io p h arm a g ro u p  o f co m p an ies.

 



V IB A T IV ®  (telav an cin ) Im p o rtan t S afety  In fo rm atio n  (U S ) Mo rtality  P atien ts w ith  p re-ex istin g  m o d erate/sev ere ren al im p airm en t (C rC l < 5 0  m L /m in ) w h o  w ere treated  w ith  V IB A T IV ®  fo r h o sp ital-acq u ired  b acterial p n eu m o n ia/v en tilato r-asso ciated  b acterial p n eu m o n ia h ad  in creased  m o rtality  o b serv ed  v ersu s v an co m y cin . U se o f V IB A T IV  in  p atien ts w ith  p re-ex istin g  m o d erate/sev ere ren al im p airm en t (C rC l < 5 0  m L /m in ) sh o u ld  b e co n sid ered  o n ly  w h en  th e an ticip ated  b en efit to  th e p atien t o u tw eig h s th e p o ten tial risk . N ep h ro to x icity  N ew  o n set o r w o rsen in g  ren al im p airm en t o ccu rred  in  p atien ts w h o  receiv ed  V IB A T IV . R en al ad v erse ev en ts w ere m o re lik ely  to  o ccu r in  p atien ts w ith  b aselin e co m o rb id ities k n o w n  to  p red isp o se p atien ts to  k id n ey  d y sfu n ctio n  an d  in  p atien ts w h o  receiv ed  co n co m itan t m ed icatio n s k n o w n  to  affect k id n ey  fu n ctio n . Mo n ito r ren al fu n ctio n  in  all p atien ts receiv in g  V IB A T IV  p rio r to  in itiatio n  o f treatm en t, d u rin g  treatm en t, an d  at th e en d  o f th erap y . If ren al fu n ctio n  d ecreases, th e b en efit o f co n tin u in g  V IB A T IV  v ersu s d isco n tin u in g  an d  in itiatin g  th erap y  w ith  an  altern ativ e ag en t sh o u ld  b e assessed . F etal R isk  Wo m en  o f ch ild b earin g  p o ten tial sh o u ld  h av e a seru m  p reg n an cy  test p rio r to  ad m in istratio n  o f V IB A T IV . A v o id  u se o f V IB A T IV  d u rin g  p reg n an cy  u n less th e p o ten tial b en efit to  th e p atien t o u tw eig h s th e p o ten tial risk  to  th e fetu s. A d v erse d ev elo p m en tal o u tco m es o b serv ed  in  th ree an im al sp ecies at clin ically  relev an t d o ses raise co n cern s ab o u t p o ten tial ad v erse d ev elo p m en tal o u tco m es in  h u m an s. If n o t alread y  p reg n an t, w o m en  o f ch ild b earin g  p o ten tial sh o u ld  u se effectiv e co n tracep tio n  d u rin g  V IB A T IV  treatm en t. C o n train d icatio n  In trav en o u s u n fractio n ated  h ep arin  so d iu m  is co n train d icated  w ith  V IB A T IV  ad m in istratio n  d u e to  artificially  p ro lo n g ed  activ ated  p artial th ro m b o p lastin  tim e (aP T T ) test resu lts fo r u p  to  1 8  h o u rs after V IB A T IV  ad m in istratio n . V IB A T IV  is co n train d icated  in  p atien ts w ith  a k n o w n  h y p ersen sitiv ity  to  th e d ru g . H y p ersen sitiv ity  R eactio n s S erio u s an d  p o ten tially  fatal h y p ersen sitiv ity  reactio n s, in clu d in g  an ap h y lactic reactio n s, m ay  o ccu r after first o r su b seq u en t d o ses. V IB A T IV  sh o u ld  b e u sed  w ith  cau tio n  in  p atien ts w ith  k n o w n  h y p ersen sitiv ity  to  v an co m y cin . G eriatric U se T elav an cin  is su b stan tially  ex creted  b y  th e k id n ey , an d  th e risk  o f ad v erse reactio n s m ay  b e g reater in  p atien ts w ith  im p aired  ren al fu n ctio n . B ecau se eld erly  p atien ts are m o re lik ely  to  h av e d ecreased  ren al fu n ctio n , care

sh o u ld  b e tak en  in  d o se selectio n  in  th is ag e g ro u p . In fu sio n  R elated  R eactio n s V IB A T IV  is a lip o g ly co p ep tid e an tib acterial ag en t an d  sh o u ld  b e ad m in istered  o v er a p erio d  o f 6 0  m in u tes to  red u ce th e risk  o f in fu sio n -related  reactio n s. R ap id  in trav en o u s in fu sio n s o f th e g ly co p ep tid e class o f an tim icro b ial ag en ts can  cau se "R ed -m an  S y n d ro m e" lik e reactio n s in clu d in g : flu sh in g  o f th e u p p er b o d y , u rticaria, p ru ritu s, o r rash . Q T c P ro lo n g atio n  C au tio n  is w arran ted  w h en  p rescrib in g  V IB A T IV  to  p atien ts tak in g  d ru g s k n o w n  to  p ro lo n g  th e Q T  in terv al. In  a stu d y  in v o lv in g  h ealth y  v o lu n teers, V IB A T IV  p ro lo n g ed  th e Q T c in terv al. U se o f V IB A T IV  sh o u ld  b e av o id ed  in  p atien ts w ith  co n g en ital lo n g  Q T  sy n d ro m e, k n o w n  p ro lo n g atio n  o f th e Q T c in terv al, u n co m p en sated  h eart failu re, o r sev ere left v en tricu lar h y p ertro p h y . Mo st C o m m o n  A d v erse R eactio n s T h e m o st co m m o n  ad v erse reactio n s (g reater th an  o r eq u al to  1 0 %  o f p atien ts treated  w ith  V IB A T IV ) w ere d iarrh ea, taste d istu rb an ce, n au sea, v o m itin g , an d  fo am y  u rin e. F u ll P rescrib in g  In fo rm atio n , in clu d in g  B o x ed  Warn in g  an d  Med icatio n  G u id e in  th e U .S ., is av ailab le at w w w .V IB A T IV .co m . V IB A T IV ®  is a reg istered  trad em ark  o f th e T h erav an ce B io p h arm a g ro u p  o f co m p an ies.
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O p tim izin g  P ip elin e V alu e b y  L ev erag in g  P artn ersh ip s an d  C o m m ercial In frastru ctu re L ate-stag e= R eg u lato ry  su b m issio n  filed , P 3  d ev elo p m en t, P 3 -read y ; Mid -stag e= b etw een  P 1  an d  P 2 b ; E arly -stag e= p re-clin ical; 1 D ata ad d ed  to  lab el fo r ap p ro v ed  in d icatio n s (cS S S I &  H A B P /V A B P ); 2 T B P H  h o ld s eco n o m ic in terest in  fu tu re p ay m en ts th at m ay  b e m ad e b y  G lax o  G ro u p  L im ited  (G S K ) relatin g  to  certain  p ro g ram s, in clu d in g  “C lo sed  T rip le” (F F /U ME C /V I), MA B A /F F  (‘0 8 1 ), MA B A  m o n o -th erap y  an d  o th er fu tu re p ro d u cts th at m ay  b e co m b in ed  w ith  V I o r MA B A  ‘0 8 1 ; 3 In n o v iv a, In c. (fo rm erly  T h erav an ce, In c.) P ip elin e A ssets E co n o m ic In terests2  P ro g ram  T h erap eu tic A rea C o llab o rato r E arly  Mid  L ate Mark eted  V IB A T IV ®  (telav an cin ) cS S S I, H A B P /V A B P , C o n cu rren t B acterem ia1  A n ti-In fectiv e Mu ltip le P artn ers (ex -U S ) T elav an cin  B acterem ia A n ti-In fectiv e Mu ltip le P artn ers (ex -U S ) R ev efen acin  (T D -4 2 0 8 ) C O P D  &  O th er R esp irato ry  D iseases R esp irato ry  My lan  A x elo p ran  (T D -1 2 1 1 ), A x elo p ran /O p io id  F D C  O IC , P ain  G I, P ain  V elu setrag  (T D -5 1 0 8 ) G astro p aresis G I A lfa Wasserm an n  (ex -U S ) T D -9 8 5 5  (N S R I) n O H , F ib ro m y alg ia C V , P ain  T D -8 9 5 4  IC U  IV  P ro k in etic G I T ak ed a T D -6 4 5 0  (N S 5 A ) H C V  A n ti-In fectiv e T rek  T h erap eu tics T D -1 7 9 2  &  T D -1 6 0 7  G ram +  MR S A  A n ti-In fectiv e R -P h arm  (T D -1 7 9 2 , ex -U S ) T D -0 7 1 4 , T D -1 4 3 9  (N E P  In h ib ito r) C h ro n ic/A cu te H F , C K D , H y p erten sio n  C ard io v ascu lar, R en al T D -1 4 7 3 , T D -3 5 0 4  (JA K  In h ib ito r) U lcerativ e C o litis, O th er In flam m ato ry  In testin al D iso rd ers G I C lo sed  T rip le (F F /U ME C /V I) C O P D , A sth m a R esp irato ry  G S K  &  In n o v iv a, In c.3  MA B A /MA B A  IC S  (b atefen tero l, b atefen tero l/F F ) C O P D  R esp irato ry  G S K  &  In n o v iv a, In c.3

 



V IB A T IV ®  (telav an cin )

 



Wh y  P h y sician s C h o o se V IB A T IV ®  In  V itro  A ctiv ity  D u al Mech an ism  o f A ctio n ; B actericid al ag ain st clin ically  im p o rtan t G ram +  o rg an ism s A ctiv e ag ain st S . au reu s strain s w ith  red u ced  su scep tib ility  to  o th er ag en ts V A N  MIC  >  1  µ g /m L  V IS A , h V IS A  strain s D ap to m y cin  an d  lin ezo lid -resistan t N o  resistan ce d etected  in  b acterial strain s in  P h ase 2  an d  3  cS S S I an d  H A B P /V A B P  clin ical p ro g ram s; resistan ce rarely  rep o rted  d u rin g  m ark eted  u se. C lin ically  R elev an t P en etratio n  in to  im p o rtan t sites o f in fectio n , in clu d in g  th e lu n g  D ru g  lev els rem ain  ab o v e th e MIC 9 0  fo r MR S A  o v er 2 4  h o u rs C lin ical efficacy  sh o w n  in  larg est H A B P /V A B P  stu d ies to  d ate in  a b ro ad  p o p u latio n  o f p atien ts w ith  m u ltip le co -m o rb id ities C o n v en ien ce o f o n ce d aily  d o sin g  (w ith  n o  req u ired  th erap eu tic d o se m o n ito rin g ) S afety  p ro file ch aracterized  in  larg e clin ical stu d ies in  b o th  cS S S I an d  H A B P /V A B P  L o u is D . S arav o latz, MD , MA C P ; S t. Jo h n  H o sp ital, D etro it, MI; In fectio u s D isease S p ecialist

 



P atien t N eed  D riv in g  U tilizatio n  T ak in g  S S R I’s Im m u n o co m p ro m ised  p atien ts H A B P /V A B P  in  in stitu tio n s w ith  v an co m y cin  MIC s> 1 µ g /m L  H A B P /V A B P  p atien ts w ith  co m o rb id ities R eq u irin g  > 7  d ay s o f th erap y  P atien ts w ith  p ersisten t o r recu rren t in fectio n  O P A T * –  g iv en  co n v en ien ce o f Q D  d o sin g  Wh en  a b actericid al ag en t w ith  g o o d  tissu e p en etratio n  is n eed ed  (* ) O P A T  is d efin ed  as O u tp atien t P aren teral A n tim icro b ial T h erap y

 



P h ase 3  H A B P /V A B P  C lin ical T rial R esu lts Micro b io lo g ically  E v alu ab le (ME ) T L V  %  C u re V A N  %  C u re %  D ifferen ce (T L V  –  V A N ; 9 5 %  C I) S in g le G ram -p o sitiv e (o n ly ) 8 4 .0  (1 4 7 /1 7 5 ) 7 5 .9  (1 3 2 /1 7 4 ) 8 .1  (-0 .2 % , 1 6 .5 % ) MR S A  (o n ly ) 8 0 .2  (7 3 /9 1 ) 7 4 .1  (8 6 /1 1 6 ) 6 .1  (-5 .3 % , 1 7 .5 % ) S . au reu s w ith  V A N  MIC  1  μ g /m L  8 5 .7  (7 8 /9 1 ) 7 4 .5  (7 9 /1 0 6 ) 1 1 .2  (0 .2 % , 2 2 .2 % ) V IB A T IV ®  (telev an cin ) P rescrib in g  In fo rm atio n . T h erav an ce B io p h arm a A n tib io tics, In c. March  2 0 1 4  D ata o n  F ile. T h erav an ce B io p h arm a, In c. S tu d y  P o p u latio n  A T T A IN  1  A T T A IN  2  C O MB IN E D  T L V  V A N  T L V  V A N  T L V  V A N  A ll-T reated  (A T ) 5 7 .5 %  (2 1 4 /3 7 2 ) 5 9 .1 %  (2 2 1 /3 7 4 ) 6 0 .2 %  (2 2 7 /3 7 7 ) 6 0 .0 %  (2 2 8 /3 8 0 ) 5 8 .9 %  (4 4 1 /7 4 9 ) 5 9 .5 %  (4 4 9 /7 5 4 ) D ifferen ce (9 5 %  C I) -1 .6 %  (-8 .6 % , 5 .5 % ) 0 .2 %  (-6 .8 % , 7 .2 % ) -0 .7 %  (-5 .6 % , 4 .3 % ) C lin ically  E v alu ab le (C E ) 8 3 .7 %  (1 1 8 /1 4 1 ) 8 0 .2 %  (1 3 8 /1 7 2 ) 8 1 .3 %  (1 3 9 /1 7 1 ) 8 1 .2 %  (1 3 8 /1 7 0 ) 8 2 .4 %  (2 5 7 /3 1 2 ) 8 0 .7 %  (2 7 6 /3 4 2 ) D ifferen ce (9 5 %  C I) 3 .5 %  (-5 .1 % , 1 2 .0 % ) 0 .1 %  (-8 .2 % , 8 .4 % ) 1 .7 %  (-4 .3 % , 7 .7 % ) T elav an cin  C u re R ates V IB A T IV ®  (telav an cin ) P rescrib in g  In fo rm atio n . T h erav an ce B io p h arm a A n tib io tics, In c. March  2 0 1 4  D ata o n  F ile. T h erav an ce B io p h arm a, In c.

 



A ctiv ity  in  C lin ically  R elev an t H A B P /V A B P  S u b g ro u p s P o o led  C lin ical C u re R ates in  P h ase 3  T rials (C E  p o p u latio n ) 9 5 %  C I -1 .0 % , 2 8 .3 %  9 5 %  C I -4 .0 % , 1 3 .4 %  9 5 %  C I -7 .9 % , 4 7 .5 %  9 5 %  C I -1 1 .5 % , 3 6 .5 %  9 5 %  C I -9 .4 % , 2 7 .5 %  5 6 /7 0  4 3 /6 5  1 7 /2 0  1 8 /2 6  1 2 5 /1 5 5  1 4 6 /1 9 2  2 4 /3 2  8 /1 5  3 6 /5 3  3 3 /5 8  R u b in stein , C rit C are C o n f: 2 9 th  In tern atl. S y m p o siu m  o n  In ten siv e C are an d  E m erg en cy  Med . 1 3  (p p  S 1 2 8 ), 2 0 0 9 ; S h o rr. A T S  2 0 1 3  (p o ster); S try jew sk i. In t J A n tim icro  A g en ts. 2 0 1 3  Ju l 2 5 . p ii: S 0 9 2 4 -8 5 7 9 (1 3 ).

 



V IB A T IV ® : P o ten tial fo r B ro ad est S et o f In d icatio n s A m o n g  B ran d ed  A n ti-MR S A  A g en ts 1 C o m p licated  o r A cu te B acterial S k in  o r S k in  S tru ctu re In fectio n  2 A p p ro v ed  fo r u se in  acu te b acterial sk in  an d  sk in  stru ctu re in fectio n s w ith  b aselin e S . au reu s b acterem ia telav an cin  ceftaro lin e2  d alb av an cin  d ap to m y cin  o ritav an cin  ted izo lid  C o m p o u n d  P rim ary  In d icatio n  S S S I1  H A B P /V A B P  B acterem ia R eg istratio n al S tu d y

 



R ev efen acin  (T D -4 2 0 8 )

 



D esp ite L im ited  O p tio n s, 9 %  o f T reated  C O P D  P atien ts in  th e U .S . U se N eb u lized  T h erap y  o n  E n d u rin g  B asis1  1 T B P H  m ark et research  (N  =  1 6 0  p h y sician s); 2 ©  2 0 1 4  D R /D ecisio n  R eso u rces, L L C . A ll rig h ts reserv ed . T h is d ata is p ro v id ed  fo r in fo rm atio n al p u rp o ses o n ly  an d  is n o t in ten d ed  to , an d  d o es n o t, co n stitu te an  o ffer o r reco m m en d atio n  to  b u y  o r sell secu rities o r in v estm en t ad v ice. 2 4 .2  M P rev alen ce (U S )2  1 1 .0  M D iag n o sed  w ith  C O P D 2  7 .5  M D ru g  T reated 2  0 .7  M U se n eb u lized  ch ro n ic m ain ten an ce th erap y 1

 



P h y sician s R ead ily  Id en tify  P atien ts A p p ro p riate fo r N eb u lizer T h erap y  %  o f T im e P h y sician s R an k ed  as T o p  3  C h aracteristic 1 T B P H  m ark et research  (N  =  1 6 0  p h y sician s) C h aracteristics o f P atien ts S u itab le fo r N eb u lizer T h erap y  7 3 %  5 7 %  5 1 %  3 0 %  2 8 %  1 9 %  0 %  1 0 0 %  S ev ere/v ery  sev ere C O P D  P atien ts p refer n eb u lizer P atien ts lack  req u ired  b reath in g  rh y th m /flo w  P atien t d ex terity  issu es P atien ts in  L T C  settin g  P atien ts ex p erien ce m en tal ch an g es %  o f T im e R an k ed  in  T o p  3

 



L im ited  N eb u lized  B ro n ch o d ilato rs fo r C O P D  A v ailab le N o  N eb u lized  L A MA s an d  N o  O n ce-d aily  P ro d u cts o f an y  C lass F req u en cy  C lass H an d h eld  seg m en t N eb u lized  seg m en t 4 x  d aily  S A MA  S A B A  S A MA /S A B A  2 x  d aily  L A MA  L A B A  1 x  d aily  L A MA  L A B A  L A MA /L A B A  F irst-in -C lass O p p o rtu n ity  N o  o n ce-d aily  m ark eted  n eb u lized  b ro n ch o d ilato rs N o  o n ce-d aily  n eb u lized  b ro n ch o d ilato rs in  d ev elo p m en t T h e o n ly  tw ice-d aily  L A MA  in  d ev elo p m en t is restricted  to  o n e n eb u lizer

 



R ev efen acin  (T D -4 2 0 8 ) S h o w ed  S u stain ed  2 4 -h o u r D u ratio n  o f A ctio n  F o llo w in g  O n ce-d aily  D o sin g  E ffects Main tain ed  th ro u g h o u t 4 -w eek  D o sin g  P erio d  P laceb o -ad ju sted  ch an g e fro m  b aselin e in  F E V 1  o n  D ay  2 8  S o u rce: P h ase 2  o n ce- v ersu s tw ice-d aily  (Q D  v ersu s B ID ) stu d y  o f T D -4 2 0 8  0  5 0  1 0 0  1 5 0  2 0 0  2 5 0  P D  1  2  3  4  6  8  1 0  1 2  1 5  2 1  2 3 .7 5  T im e p o in t (h o u rs) A d ju sted  L S  Mean  F E V 1  C h an g e fro m  B aselin e (m L ) T D -4 2 0 8  T reatm en t G ro u p s 4 4  m cg  8 8  m cg  1 7 5  m cg  3 5 0  m cg

 



A x elo p ran

 



A x elo p ran  A im s to  O ffer a D ifferen tiated  P ro d u ct 1 . P ap p ag allo  et al. A m erican  J o f S u rg ery  1 8 2  (S u p p l) N o v  2 0 0 1 , 1 1 S -1 8 S  O n ce-d aily  O ral P A MO R A  fo r O p io id -In d u ced  C o n stip atio n  E v o lv in g  T reatm en t C lass P A MO R A s o ffer targ eted  p erip h eral efficacy  w ith o u t alterin g  cen tral an alg esia R eg u lato ry  p ath  to  ap p ro v al h as b een  clarified  R ecen t p ro d u ct ap p ro v als w ill h elp  b u ild  th e m ark et P atien t N eed  E x ists O v er th e co u n ter lax ativ es are in effectiv e in  th e m ajo rity  o f p atien ts 7 1 % 1  o f O IC  p atien ts u sin g  co m m o n  co n stip atio n  treatm en ts rep o rt failu re to  ach iev e relief A x elo p ran  D ifferen tiatio n  A x elo p ran  aim s to  resto re n o rm al b o w el fu n ctio n  an d  red u ce sy m p to m s E n co u rag in g  early  d ata fo r fix ed  d o se co m b in atio n

 



A x elo p ran  P h ase 2  D ata S h o w s P o ten tial fo r D ifferen tiatio n  C u rren t B en ch m ark = Im p ro v ed  S p o n tan eo u s B o w el Mo v em en ts (S B M) 1 . K O D IA K -0 4  S tu d y  2 . P h ase 3  ax elo p ran  stu d y  w ill in clu d e an  ev alu atio n  co m p arab le to  th at d o n e fo r MO V A N T IK  in  P h ase 3 , in clu d in g  an  in crease o f > 1  S B M/w eek  fo r at least 9  o u t o f 1 2  w eek s an d  > 3  o f th e last 4  w eek s o f treatm en t 4 4  2 9  0  2 5  5 0  7 5  1 0 0  %  resp o n d ers %  o f p atien ts w h o  resp o n d  (>  3  S B M/w eek  &  in crease fro m  b aselin e o f >  1  S B M/w eek  fo r at least 9  o u t o f th e 1 2  stu d y  w eek s an d  >  3  o f last 4  w eek s)1  MO V A N T IK  2 5 m g  P laceb o  1 5 %  d ifferen ce p =  0 .0 0 1  7 0  3 9  0  2 5  5 0  7 5  1 0 0  %  resp o n d ers %  o f p atien ts w h o  resp o n d  ( >  3  S B M/w eek  &  in crease fro m  b aselin e o f >  1  S B M/w eek  fo r >  3  o f last 4  w eek s)2  A x elo p ran  1 5 m g  P laceb o  3 1 %  d ifferen ce p = 0 .0 0 1 6

 



S u b stan tial C o m m ercial P o ten tial fo r O p io id / A x elo p ran  F ix ed  D o se C o m b in atio n s (F D C ) F D C  o ffers th e o p p o rtu n ity  fo r p ain  relief w ith o u t co n stip atio n  in  a sin g le ab u se-d eterran t p ill C o u ld  rep resen t a p arad ig m  sh ift in  o p io id  treatm en t T B P H  h as d ev elo p ed  a p ro p rietary  sp ray -co atin g  fo rm u latio n  E n ab led  b y  th e in trin sic p ro p erties o f ax elo p ran  T ech n iq u e co u ld  b e ap p lied  to  a b ro ad  ran g e o f ab u se resistan t o p iates F irst stu d y  o f sp ray -co at ap p licatio n  o f ax elo p ran  to  O x y C o n tin ®  D esig n ed  to  ev alu ate effect o f ax elo p ran  o n  o x y co d o n e ex p o su re

 



P h ase 1  S tu d y  o f A x elo p ran  F ix ed -D o se C o m b in atio n  (F D C ) an d  C o n tro lled -R elease O x y co d o n e F ix ed  d o se co m b in atio n  O x y co n tin  p lu s ax elo p ran  A x elo p ran  D id  N o t S ig n ifican tly  A lter S y stem ic E x p o su re to  O x y C o n tin ®  Wh en  D eliv ered  as a F D C  R elativ e v s. C o -A d m in istered  as In d iv id u al T ab lets O x y co d o n e R elativ e B io av ailab ility  to  R eferen ce (R eferen ce =  O x y C o n tin  A lo n e) R elativ e B io av ailab ility  5 0  1 5 0  A U C 0 - ¥  A U C 0 -last C m ax  A U C 0 - ¥  A U C 0 -last C m ax  O x y C o n tin  +  A x elo p ran  C o -A d m in istered  O x y C o n tin /A x elo p ran  F D C  8 0 %  1 0 0 %  1 2 5 %  P lasm a C o n cen tratio n  (n g /m l) T im e (h o u rs)

 



C lo sed  T rip le

 



E co n o m ic In terest in  G S K  R esp irato ry  P ro g ram s O p p o rtu n ity  fo r “T rip le T h erap y ” “C lo sed  T rip le” (F F /U ME C /V I): U p w ard -tierin g  ro y alty  6 .5 %  - 1 0 %  o f an n u al g lo b al n et sales MA B A  Mo n o th erap y  (b atefen tero l): 1 0 %  to  2 0 %  o f an n u al g lo b al n et sales u p  to  $ 3 .5  b illio n , an d  7 .5 %  fo r all an n u al g lo b al n et sales ab o v e $ 3 .5  b illio n  MA B A  C o m b in atio n 2  (b atefen tero l/F F ): 7 0 %  o f rate ap p licab le to  sales o f sin g le-ag en t MA B A  P ro g ram s jo in tly  m an ag ed  b y  G S K  an d  In n o v iv a, In c.3  an d  fu lly  fu n d ed  b y  G S K  “O p en  T rip le” th erap y  ap p ro v ed  in  IN C R U S E ®  lab el P o sitiv e to p -lin e resu lts rep o rted  fro m  P h ase 3  F U L F IL  stu d y  in  1 ,8 0 0  C O P D  p atien ts4  U S  an d  E U  reg u lato ry  filin g s p lan n ed  fo r 2 0 1 6 4  P h ase 3  IMP A C T  stu d y  in  1 0 ,0 0 0  C O P D  p atien ts u n d erw ay ; targ eted  to  read -o u t 2 0 1 7 4  8 5 %  E co n o m ic In terest1  in  F u tu re P ay m en ts Mad e b y  G S K  fro m  C ertain  P o ten tial R esp irato ry  P ro d u cts, in clu d in g : N o  In v estm en t R eq u ired  b y  T h erav an ce B io p h arm a 1 T B P H  is en titled  to  th is eco n o m ic in terest th ro u g h  its o w n ersh ip  in terest in  T h erav an ce R esp irato ry  C o m p an y , L L C . 2 If MA B A  m ed icin e co n tain in g  ‘0 8 1  co m m ercialized  o n ly  as a co m b in atio n , su ch  as ‘0 8 1 /F F , th e ab o v e n o ted  ro y alty  rates ap p ly . 3 F o rm erly  T h erav an ce, In c. 4 A s rep o rted  b y  G lax o S m ith K lin e F F /U ME C /V I=  F lu ticaso n e F u ro ate/U m eclid in iu m /V ilan tero l. MA B A =  In h aled  B ifu n ctio n al Mu scarin ic A n tag o n ist -B eta2  A g o n ist.
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