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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 (the “Securities Exchange Act of 1934”), 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.
 
Theravance Biopharma, Inc. held a Key Opinion Leader (“KOL”) event in New York, NY on Tuesday, June 14, 2016 at which members of management
presented updates regarding the Company’s GI-targeted pan-Janus kinase (JAK) inhibitor program, TD-1473.  The slide presentation is furnished as
Exhibit 99.1 to this report and is incorporated herein by reference.
 
Item 9.01. Financial Statements and Exhibits.
 
(d) Exhibits.
 

99.1 Theravance Biopharma’s Investor Slide Presentation: GI-Targeted JAK Inhibition for Ulcerative Colitis
 

2



 
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: June 14, 2016 By: /s/ Renee D. Gala

Renee D. Gala
Senior Vice President and Chief Financial 
Officer
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Exhibit 99.1
G I-T arg eted  JA K  In h ib itio n  fo r U lcerativ e C o litis D r. B rett H au m an n  C h ief Med ical O fficer

 



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  May  1 0 , 2 0 1 6 , an d  o th er p erio d ic rep o rts filed  w ith  th e S E C . 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

 



V isio n : In testin al T arg etin g  B y  D esig n  B u ild  o n  a lo n g -stan d in g  fo u n d atio n  o f d ev elo p in g  d ru g s fo r th e lu n g  T o p ical d eliv ery  to  th e o rg an  o f in terest Max im al th erap eu tic b en efit targ eted  d irectly  at th e d isease area N eg lig ib le sy stem ic ab so rp tio n  to  m in im ize sy stem ic sid e effects

 



V isio n : In testin al T arg etin g  B y  D esig n  T P B H  is tran sfo rm in g  th e co n v en tio n al ap p ro ach  to  o ral JA K  in h ib itio n  A d o p ts th e sam e m in d set as in  resp irato ry  d isease F o cu ses o n  targ eted  m ax im al activ ity  at th e site o f in flam m atio n  in  th e co lo n ic w all C h allen g es th e co n v en tio n al ap p ro ach  to  d o sin g  o ral JA K  in h ib ito rs

 



V isio n : In testin al T arg etin g  B y  D esig n  P rev io u s o ral JA K  in h ib ito rs w ere d esig n ed  to  b e sy stem ically  activ e T IME  B L O O D  L E V E L  T o facitin ib  (illu strativ e) O rg an  D ru g  lev els S m all in testin al w all L o w  P o rtal v ein  H ig h  S y stem ic circu latio n  H ig h  L arg e in testin al w all L o w  S to o l Min im al

 



O rg an  D ru g  lev els S m all in testin e + + +  P o rtal v ein  + + +  S y stem ic circu latio n  + + +  L arg e in testin e +  S to o l - V isio n : In testin al T arg etin g  B y  D esig n  T D -1 4 7 3  is d esig n ed  to  m ax im ize lo cal an ti-in flam m ato ry  efficacy  &  m in im ize sy stem ic ex p o su re T IME  B L O O D  L E V E L  O rg an  D ru g  lev els S m all in testin al w all L o w  P o rtal v ein  H ig h  S y stem ic circu latio n  H ig h  L arg e in testin al w all L o w  S to o l Min im al O rg an  D ru g  lev els S m all in testin e + + +  P o rtal v ein  + + +  S y stem ic circu latio n  + + +  L arg e in testin e +  S to o l - T IME  B L O O D  L E V E L  O rg an  D ru g  lev els S m all in testin al w all Mo d erate P o rtal v ein  Mo d erate S y stem ic circu latio n  Min im al L arg e in testin al w all Mo d erate S to o l Mo d erate T o facitin ib  (illu strativ e) T D -1 4 7 3  (illu strativ e)

 



. E fficacy  o f T o facitin ib  JA K  In h ib itio n  D riv en  b y  L o cal E x p o su re P reclin ical P o C  fo r m ax im izin g  th erap eu tic in d ex  w ith  G I-restricted  m o lecu le C o lo n  P lasm a T o facitin ib  O ral D eliv ery  (P O ) T o facitin ib  In tracecal D eliv ery  (IC ) D isease activ ity  In tracecal ad m in istratio n  resu lts in  eq u iv alen t efficacy  w ith  1 5 -fo ld  lo w er d o se, sim ilar co lo n  co n cen tratio n , an d  8 0 -fo ld  lo w er p lasm a co n cen tratio n  S h en  et al. C o lo n  T arg eted  D eliv ery  o f T o facitin ib  In h ib its O x azo lo n e-in d u ced  C o litis in  Mice, D esp ite L o w  S y stem ic E x p o su re. E u ro p ean  C ro h n ’s an d  C o litis O rg an isatio n  C o n feren ce March  2 0 1 6

 



T D -1 4 7 3  R ed u ces R o d en t C o litis w ith o u t S y stem ic Im m u n o su p p ressio n  D ifferen tiated  fro m  to facitin ib  in  th e sam e p reclin ical m o d els T D -1 4 7 3  p ro d u ces an  an ti-in flam m ato ry  effect at 1 0 X  lo w er d o se &  1 0 0 0 X  lo w er p lasm a co n cen tratio n  th an  to facitin ib  T D -1 4 7 3  sh o w s n o  ev id en ce o f d o se-d ep en d en t im m u n o su p p ressiv e effect, in  co n trast to  to facitin ib  A n ti-in flam m ato ry  E ffect in  Mo u se O x azo lo n e C o litis Mo d el R ed u ctio n  in  S p len ic N K  C ell C o u n ts P lasm a A U C  0 .0 0 4  µ g .h r/m L  P lasm a A U C  4 .7  µ g .h r/m L  O ral T D -1 4 7 3  O ral T o facitin ib  B eattie et al. T D -1 4 7 3 , a N o v el, P o ten t, an d  O rally  A d m in istered , G I-targ eted , P an -Jan u s K in ase (JA K ) In h ib ito r . E u ro p ean  C ro h n ’s an d  C o litis O rg an isatio n  C o n feren ce March  2 0 1 6

 



In -v itro  &  E x -v iv o  B io lo g ical P ro p erties o f T D -1 4 7 3  P o ten t JA K  In h ib ito r in  B io ch em ical, C ellu lar an d  C o lo n  T issu e A ssay s T  cell E p ith elial IL -1 3  (JA K 1 /2 ) p S T A T 6  IL -8  8 0  8 0  to facitin ib  5 0  2 5  G M-C S F  (JA K 2 ) p S T A T 5  2 0 0  IL -4  (JA K 1 /2 ) p S T A T 6  3 2  to facitin ib  1 2 6  4 0  to facitin ib  2 5  3 2  1 2 6  3 2  1 2 6 0  IF N α  (JA K 1 /T Y K 2 ) p S T A T 1  3 2  IL -2  (JA K 1 /3 ) p S T A T 5  IF N γ 3 2  6 3  IL -6  (JA K 1 /2 ) p S T A T 3  1 5 8  IL -1 2  (JA K 2 /T Y K 2 ) p S T A T 4  1 2 6  to facitin ib  0 .8  0 .6  0 .3  1 3  JA K 1  JA K 2  JA K 3  T Y K 2  0 .1  0 .1  1 .6  0 .3  JA K  K in ase d o m ain  K i o r IC 5 0  v alu es in  n M Mo n o cy te H u m an  IB D  co lo n  IL -4  (JA K 1 /2 ) p S T A T 6  1 0 0  to facitin ib  5 0  Mo u se iso lated  co lo n  (in tralu m in al d ru g  d o sin g ) IF N -g  (JA K 1 /T Y K 2 ) p S T A T 1  3 2 0 0  to facitin ib  4 0 0 0  T D -1 4 7 3  T D -1 4 7 3  T D -1 4 7 3  T D -1 4 7 3  T D -1 4 7 3  T D -1 4 7 3

 



D isp o sitio n  o f T D -1 4 7 3  in  R at O p tim ized  fo r In testin al R estrictio n  an d  L o w  S y stem ic E x p o su re T D -1 4 7 3  is p resen t at h ig h  lev els in  th e lu m en  an d  tissu e th ro u g h o u t th e rat d ig estiv e tract S y stem ic lev els o f T D -1 4 7 3  are lo w  d u e to  lim ited  ab so rp tio n  an d  h ig h  clearan ce C o rresp o n d in g  tissu e:p lasm a ratio  (< 4 0 :1 ) an d  co n ten t:p lasm a ratio  (< 4 0 0 :1 ) fo r to facitin ib  are lo w  relativ e to  T D -1 4 7 3  U p p er G I L o w er G I 1 0  1 0 0  1 0 0 0  1 0 0 0 0  1 0 0 0 0 0  1 0 0 0 0 0 0  T D -1 4 7 3  T o fa C o m p artm en t to  P lasm a R atio  C o n ten t T issu e 1 0  1 0 0  1 0 0 0  1 0 0 0 0  1 0 0 0 0 0  1 0 0 0 0 0 0  T D -1 4 7 3  T o fa C o m p artm en t to  P lasm a R atio  C o n ten t T issu e

 



T D -1 4 7 3  P h ase I F IH  S tu d y  S ch em a S tu d y  0 1 4 0 : N ested  S A D /MA D  in  H ealth y  V o lu n teers P rim ary  O b jectiv e: T o  ev alu ate th e safety  an d  to lerab ility  o f T D -1 4 7 3  in  h ealth y  su b jects in  sin g le ascen d in g  d o ses (n = 4 0 ) an d  1 4 -d ay  m u ltip le ascen d in g  d o ses (n = 3 2 ) S eco n d ary  O b jectiv e: T o  ev alu ate th e p h arm aco k in etics o f sin g le ascen d in g  d o ses an d  m u ltip le ascen d in g  d o ses o f T D -1 4 7 3  in  p lasm a, u rin e an d  sto o l o f h ealth y  su b jects

 



T D -1 4 7 3  sh o w s a fav o rab le to lerab ility  p ro file A  to tal o f 4 7 6  p atien t-d ay s o f d o sin g  T D -1 4 7 3  w as g en erally  w ell to lerated  as a sin g le d o se u p  to  1 0 0 0 m g  an d  as m u ltip le d aily  d o ses u p  to  3 0 0 m g  Q D  fo r 1 4  d ay s N o  serio u s, m o d erate, o r sev ere A E s w ere rep o rted  in  su b jects d o sed  w ith  T D -1 4 7 3  T h ere w ere n o  ad v erse ev en ts lead in g  to  stu d y  d ru g  d isco n tin u atio n  A ll treatm en t-em erg en t ad v erse ev en ts in  su b jects d o sed  w ith  T D -1 4 7 3  w ere m ild  in  sev erity  an d  sh o rt in  d u ratio n  V ital sig n  an d  E C G  assessm en ts d id  n o t d em o n strate an y  clin ically  sig n ifican t ch an g es relativ e to  p laceb o  N o  clin ically  relev an t ch an g es in  ch em istry  o r h em ato lo g y  lab o rato ry  p aram eters relativ e to  p laceb o

 



T D -1 4 7 3  S in g le an d  Mu ltip le D o se P lasm a P K  D o se-p ro p o rtio n al ex p o su res fro m  1 0  –  1 0 0 0  m g  T D -1 4 7 3  ap p ears rap id ly  in  p lasm a w ith  lo w  sy stem ic co n cen tratio n s co n sisten t w ith  lim ited  o ral b io av ailab ility  A t stead y  state, th e p lasm a ex p o su res o f T D -1 4 7 3  at d aily  d o ses o f 3 0  m g  an d  1 0 0  m g  w ere ap p ro x im ately  7 5 -fo ld  an d  1 5 -fo ld  lo w er, resp ectiv ely , as co m p ared  to  th e p lasm a ex p o su re o f to facitin ib  at tw ice d aily  d o ses o f 1 0  m g  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, co n sisten t w ith  sto o l co n cen tratio n s seen  in  p o sitiv e p reclin ical m o d els T o facitin ib  C o m p ariso n : D ata E x tracted  fro m  D o w ty  ME , et al. JP E T  2 0 1 4 . 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  (n o rm al scale) T im e (h r) C  o  n  c e n  t r a t i o  n  ( n  M ) 0  4  8  1 2  1 6  2 0  2 4  0  1 0 0  2 0 0  3 0 0  4 0 0  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 ) Mu ltip le A scen d in g  D o se P K  o n  D ay  1 4  (lo g  scale) P K  p ro file is co n sisten t w ith  slo w  ab so rp tio n  th ro u g h o u t th e len g th  o f th e sm all an d  larg e in testin e

 



T B P H  p lan s to  p ro g ress T D -1 4 7 3  to  a p atien t stu d y  T o tality  o f ev id en ce su g g ests a th erap eu tically  relev an t d o se o f T D -1 4 7 3  can  p en etrate th e co lo n  w all w ith  m in im al release in to  th e sy stem ic circu latio n  T B P H  is en co u rag ed  b y  th e ev id en ce to  d ate C o m p ellin g  p reclin ical ev id en ce in  relev an t d isease m o d els D em o n strates th at sy stem ic ex p o su re is n o t a p rereq u isite C o n firm s th at T D -1 4 7 3  ach iev es h ig h  m u ral co n cen tratio n s L o w  sy stem ic ex p o su res an d  n o  d o se-related  im m u n o su p p ressio n  F av o rab le P K  an d  to lerab ility  p ro file in  h ealth y  h u m an  v o lu n teers N o  serio u s ad v erse ev en ts fo llo w in g  sin g le o r rep eat d o se ad m in istratio n  N o  clin ically  relev an t ch an g es in  E C G , v itals o r lab s relativ e to  p laceb o  L o w  sy stem ic ex p o su re ev en  at m u ltip les o f th e lik ely  in ten d ed  d o se ran g e T B P H  w ill p ro g ress to  a P h ase 1 b  stu d y  in  p atien ts w ith  m o d erately  o r sev erely  activ e u lcerativ e co litis b y  en d -2 0 1 6
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