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Spokespersons of Ascendis Pharma A/S (the “Company”) plan to present the information in the presentation slides attached hereto as Exhibit 99.1 at various
investor and analyst meetings scheduled during the week of January 9, 2017.

The furnishing of the attached presentation is not an admission as to the materiality of any information therein. The information contained in the presentation
is summary information that is intended to be considered in the context of more complete information included in the Company’s filings with the Securities
and Exchange Commission (the “SEC”) and other public announcements that the Company has made and may make from time to time by press release or
otherwise. The Company undertakes no duty or obligation to update or revise the information contained in this report, although it may do so from time to
time as its management believes is appropriate. Any such updating may be made through the filing or furnishing of other reports or documents with the SEC,
through press releases or through other public disclosures.
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99.1   Company Presentation.



A scen d is P h arm a A /S  Jan  Mik k elsen  P resid en t &  C E O  Jan u ary  2 0 1 7  E x h ib it 9 9 .1



C au tio n ary  N o te O n  F o rw ard -L o o k in g  S tatem en ts: T h is p resen tatio n  co n tain s fo rw ard -lo o k in g  statem en ts. A ll statem en ts o th er th an  statem en ts o f h isto rical facts co n tain ed  in  th is p resen tatio n , su ch  as statem en ts reg ard in g  o u r fu tu re resu lts o f o p eratio n s an d  fin an cial p o sitio n , in clu d in g  o u r b u sin ess strateg y , p ro sp ectiv e p ro d u cts, av ailab ility  o f fu n d in g , clin ical trial resu lts, p ro d u ct ap p ro v als an d  reg u lato ry  p ath w ay s, co llab o ratio n s, tim in g  an d  lik elih o o d  o f su ccess, p lan s an d  o b jectiv es o f m an ag em en t fo r fu tu re o p eratio n s, an d  fu tu re resu lts o f cu rren t an d  an ticip ated  p ro d u cts, are fo rw ard -lo o k in g  statem en ts. T h ese fo rw ard -lo o k in g  statem en ts are b ased  o n  o u r cu rren t ex p ectatio n s an d  b eliefs, as w ell as assu m p tio n s co n cern in g  fu tu re ev en ts. T h ese statem en ts in v o lv e k n o w n  an d  u n k n o w n  risk s, u n certain ties an d  o th er facto rs th at co u ld  cau se o u r actu al resu lts to  d iffer m aterially  fro m  th e resu lts d iscu ssed  in  th e fo rw ard -lo o k in g  statem en ts. T h ese risk s, u n certain ties an d  o th er facto rs are m o re fu lly  d escrib ed  in  o u r rep o rts filed  w ith  o r su b m itted  to  th e S ecu rities an d  E x ch an g e C o m m issio n , in clu d in g , w ith o u t lim itatio n , o u r m o st recen t A n n u al R ep o rt o n  F o rm  2 0 -F , p articu larly  in  th e sectio n s titled  “R isk  F acto rs” an d  “Man ag em en t’s D iscu ssio n  an d  A n aly sis o f F in an cial C o n d itio n  an d  R esu lts o f O p eratio n s” as w ell as o u r R ep o rt o n  F o rm  6 -K  filed  w ith  th e S E C  o n  O cto b er 1 8 , 2 0 1 6 . In  lig h t o f th e sig n ifican t u n certain ties in  o u r fo rw ard -lo o k in g  statem en ts, y o u  sh o u ld  n o t p lace u n d u e relian ce o n  th ese statem en ts o r reg ard  th ese statem en ts as a rep resen tatio n  o r w arran ty  b y  u s o r an y  o th er p erso n  th at w e w ill ach iev e o u r o b jectiv es an d  p lan s in  an y  sp ecified  tim efram e, o r at all. A n y  fo rw ard -lo o k in g  statem en t m ad e b y  u s in  th is p resen tatio n  sp eak s o n ly  as o f th e d ate o f th is p resen tatio n  an d  rep resen ts o u r estim ates an d  assu m p tio n s o n ly  as o f th e d ate o f th is p resen tatio n . E x cep t as req u ired  b y  law , w e assu m e n o  o b lig atio n  to  u p d ate th ese statem en ts p u b licly , w h eth er as a resu lt o f n ew  in fo rm atio n , fu tu re ev en ts o r o th erw ise after th e d ate o f th is p resen tatio n . T h is p resen tatio n  co n cern s p ro d u ct can d id ates th at are o r h av e b een  u n d er clin ical in v estig atio n  an d  w h ich  h av e n o t y et b een  ap p ro v ed  fo r m ark etin g  b y  th e U .S . F o o d  an d  D ru g  A d m in istratio n , E u ro p ean  Med icin es A g en cy  o r o th er fo reig n  reg u lato ry  au th o rities. T h ese p ro d u ct can d id ates are cu rren tly  lim ited  b y  U .S . F ed eral law  to  in v estig atio n al u se, an d  n o  rep resen tatio n s are m ad e as to  th eir safety  o r effectiv en ess fo r th e p u rp o ses fo r w h ich  th ey  are b ein g  in v estig ated . A scen d is is a trad em ark  th at w e u se in  th isp resen tatio n . A n y  o th er trad em ark s ap p earin g  in  th is p resen tatio n  are th e p ro p erty  o f th eir resp ectiv e h o ld ers.



C o m p an y  O v erv iew  C reate b est-in -class rare d isease p ro d u cts ad d ressin g  u n m et m ed ical n eed s A p p ly  T ran sC o n  tech n o lo g y  to  p aren t d ru g s w ith  clin ical p ro o f-o f-co n cep t E x p ect h ig h er d ev elo p m en t su ccess rate co m p ared  to  trad itio n al d ru g  d ev elo p m en t E n d o crin o lo g y  rare d isease w h o lly -o w n ed  p ip elin e an d  ex p ected  m ilesto n es T ran sC o n  G ro w th  H o rm o n e fo r p ed iatric G H D : h eiG H t T rial fu ll en ro llm en t Q 4  2 0 1 7  T ran sC o n  P T H  fo r h y p o p arath y ro id ism : IN D /eq u iv alen t in  2 Q  2 0 1 7 ; p lan n in g  p iv o tal trial in  2 0 1 8  T ran sC o n  C N P  fo r ach o n d ro p lasia: IN D /eq u iv alen t in  4 Q  2 0 1 7  C o m m ercial fo cu s o n  th e U .S . m ark et w ith  m u lti-b illio n  d o llar rev en u e p o ten tial E stab lish ed  h ig h -v alu e co llab o ratio n s w ith  R o ch e/G en en tech  in  o p h th alm o lo g y  an d  S an o fi in  d iab etes P ro  fo rm a S ep tem b er 3 0 , 2 0 1 6  cash  o f ~  € 1 9 0  m illio n 1  1  B ased  o n  cash  an d  cash  eq u iv alen ts as o f S ep tem b er 3 0 , 2 0 1 6  an d  ap p ro x im ately  $ 1 2 7 .4  m illio n  in  estim ated  n et p ro ceed s fro m  th e p u b lic o fferin g  o f o u r A D S s th at w as co m p leted  in  4 Q  2 0 1 6 .



T ran sC o n  T ech n o lo g y  P red ictab le release o f p aren t d ru g  in  th e b o d y  P aren t D ru g  P aren t D ru g  T ran sC o n  carrier T ran sC o n  lin k er In activ e P ro d ru g  P red ictab le release o f u n m o d ified  p aren t d ru g s P aren t d ru g s can  b e p ro tein s, p ep tid es o r sm all m o lecu les L in k er release o n ly  d ep en d en t o n  p H  an d  tem p eratu re T ran sC o n  carrier en ab les b o th  sy stem ic an d  lo calized  d ru g  ex p o su re Main tain s sam e m o d e-o f-actio n  o f p aren t d ru g  m o lecu le R elease o f p aren t d ru g  su p p o rtin g  u p  to  h alf-y early  ad m in istratio n  T ran sC o n  p ro d u cts elig ib le fo r n ew  co m p o sitio n  o f m atter IP  claim s C reatio n  o f T ran sC o n  P ro d ru g



A scen d is’ A p p ro ach  to  P ro d u ct In n o v atio n  1  T o tals fro m  F D A  an d  E MA  O rp h an  L ist, p u b lic &  p ro p rietary  d atab ases, ad v iso rs an d  co n feren ces U n m et Med ical N eed  C lin ically  V alid ated  P aren t D ru g  T ran sC o n  T ech n o lo g y  S u itab ility  C learly  D ifferen tiated  P ro d u ct E stab lish ed  C lin ical &  R eg u lato ry  P ath w ay  L arg e A d d ressab le Mark et H ig h er V alu e, L o w er R isk  P ip elin e ~ 4 ,8 0 0  O rp h an  D ru g  D esig n atio n s > 5 0 0  E n d o crin e/Metab o lic1



E x p ertise in  en d o crin o lo g y  (clin ical, reg u lato ry , m ed ical affairs) C o n cen trated  p rescrib er au d ien ce S m all, fo cu sed  sales fo rce P atien t-cen tric su p p o rt sy stem  R eim b u rsem en t an d  p ay o r k n o w led g e D istrib u tio n  n etw o rk s T ran sC o n  C N P  T ran sC o n  G ro w th  H o rm o n e E x p ected  S y n erg ies o f T h erap eu tic F o cu s T ran sC o n  P T H



P ro d u ct C an d id ate P rim ary  In d icatio n  D ev elo p m en t S tag e P o ten tial WW Mark et1  WW C o m m ercial R ig h ts T ran sC o n  G ro w th  H o rm o n e G ro w th  h o rm o n e d eficien cy  P h ase 3  >  $ 3  b illio n 2  T ran sC o n  P T H  H y p o p arath y ro id ism  P re-IN D  >  $ 2  b illio n 3  T ran sC o n  C N P  A ch o n d ro p lasia P re-IN D  >  $ 1  b illio n  T ran sC o n  R an ib izu m ab  O p h th alm o lo g y  N o t d isclo sed  >  $ 7  b illio n  T ran sC o n  P ep tid es D iab etes N o t d isclo sed  >  $ 1  b illio n  T ran sC o n  T rep ro stin il P A H  P h ase 1  >  $ 1  b illio n  P artn erin g  O p p o rtu n ity  E n d o crin o lo g y  O p h th alm o lo g y  C V  In tern al R are D isease E n d o crin o lo g y  P ip elin e C u rren t/P o ten tial S trateg ic C o llab o ratio n s B u ild in g  a L ead in g  C o m p an y  in  R are D iseases 1  B ased  o n  m ark et d ata an d  co m p an y  estim ates. 2  In clu d es all in d icatio n s. 3  B ased  o n  treatm en t o f ~ 2 5 %  o f th e U .S . p atien t p o p u latio n  o f ~ 7 7 ,0 0 0  p atien ts.



T ran sC o n  G ro w th  H o rm o n e: O n ce-Week ly  R ep lacem en t T h erap y



L o n g -A ctin g  G ro w th  H o rm o n es H u m an  G ro w th  H o rm o n e (h G H ) is a g ro w in g  ~ $ 3  b illio n  m ark et L arg est in d icatio n  is G ro w th  H o rm o n e D eficien cy  (G H D ), rep resen tin g  ~ 5 0 %  o f th e m ark et P ed iatric in d icatio n s co m p rise u p  to  9 0 %  o f th e m ark et C u rren t g ro w th  h o rm o n e th erap ies req u ire d aily  in jectio n s, w h ich  o ften  resu lts in  su b o p tim al co m p lian ce an d  treatm en t resp o n se1  N o  su ccessfu l co m m ercializatio n  o f a lo n g -actin g  g ro w th  h o rm o n e d esp ite ~  3 0  y ears o f m u ltip le attem p ts w ith  d ifferen t tech n o lo g ies Mo lecu lar en larg em en t tech n o lo g ies –  G H  p ro tein  fu sio n s, p erm an en t P E G y latio n  o f G H  D ep o t fo rm u latio n s –  release o f u n m o d ified  G H  fro m  p o ly m er m icro sp h eres T ran sC o n  G ro w th  H o rm o n e cap italizes o n  lesso n s fro m  p rev io u s p ro g ram s D eliv ers p h y sio lo g ical lev els o f u n m o d ified  g ro w th  h o rm o n e S afety , to lerab ility , efficacy  an d  im m u n o g en icity  sh o w n  to  b e co m p arab le to  d aily  h G H  th erap y  1  P L o S  O N E  2 0 1 1 , 6 (1 ), e1 6 2 2 3



G H D  –  N o t O n ly  A b o u t G ro w th  C h ild ren  w ith  G H D  su ffer b ey o n d  g ro w th  failu re1  In creased  an d  ab n o rm al fat d istrib u tio n  (esp ecially  tru n cal fat m ass) A b n o rm al m etab o lic p ro file Im p aired  ex ercise cap acity  D ecreased  q u ality  o f life A d u lts w ith  G H D 2  T ru n k  fat accu m u latio n  an d  d ecrease in  lean  b o d y  m ass D ecreased  b o n e m in eral d en sity  D y slip id em ia In creased  card io v ascu lar m o rtality  an d  m o rb id ity  D ecreased  q u ality  o f life D aily  h G H  ad d resses all th e sy m p to m s o f th e d isease 1  B MC  E n d o crin e D iso rd ers 2 0 1 2 , 1 2 :2 6  2  J C lin  E n d o crin o l Metab  2 0 0 6 , 9 1 : 1 6 2 1 – 1 6 3 4  L o n g -actin g  G H  m u st fu lly  m im ic d aily  h G H  to  ad d ress th e to tality  o f th e d isease



A D IP O S E  T IS S U E  G H  b reak d o w n  fat v ia stim u latio n  o f G H  recep to rs in  fat, co u n teractin g  th e lip o g en esis effect o f IG F -1 1  T issu e S p ecific E ffects o f G H  an d  IG F -1  B O N E  O p tim al g ro w th  is ach iev ed  v ia co -stim u latio n  o f G H  an d  IG F -1  recep to rs in  b o n e1  In creasin g  m o lecu lar size th ro u g h  p erm an en t p ro tein  m o d ificatio n  alters th e ab ility  to  d istrib u te o u tsid e th e b lo o d  co m p artm en t co m p ared  to  u n m o d ified  d ru g 2  D ata co n tin u e to  su p p o rt th at lim itin g  th e d istrib u tio n  o f G H  alters th e th erap eu tic effect o n  tru n k  fat an d  g ro w th  v elo city  co m p ared  to  u n m o d ified /d aily  h G H  G H  recep to rs are ex p ressed  o n  v irtu ally  ev ery  cell o f th e b o d y 1  IG F -1  in  seru m  is p rim arily  d eriv ed  fro m  th e liv er an d  reg u lated  b y  G H 1  1  J C lin  E n d o crin o l Metab  2 0 0 7 , 9 2 (0 1 2 ): 4 5 2 9 -4 5 3 5  2  D ig estiv e an d  liv er d isease, 2 0 0 4 , 3 6  su p p l.3 , S 3 3 4 -3 9



T issu e D istrib u tio n  A sso ciated  w ith  O p tim al P ro file 1  J C lin  E n d o crin o l Metab  2 0 0 7 ,1 2 : 4 5 2 9 -4 5 3 5  2  J C lin  E n d o crin o l Metab 1 9 9 7 , 8 2 (2 ): 6 2 9 -6 3 3  3  J C lin  E n d o crin o l Metab  2 0 0 5  9 0 : 6 4 3 1 – 4 0  4  P itu itary . 2 0 1 3  S ep ;1 6 (3 ):3 1 1 -8  A d d itio n al p u b lish ed  d ata sh o w  th at lo n g -actin g  G H  fo rm u latio n s b ased  o n  u n m o d ified  h G H  an d  d aily  h G H  are asso ciated  w ith  red u ctio n  in  fat m ass3 -4  (1 ) (2 )



T ran sC o n  G H  D esig n ed  to  A d d ress Issu es R aised  b y  A cad em ic an d  R eg u lato ry  E x p erts1  P red ictab le release o f p aren t d ru g  in  th e b o d y  h G H  h G H  T ran sC o n  carrier T ran sC o n  lin k er In activ e P ro d ru g  C reatio n  o f T ran sC o n  P ro d ru g  1  E u ro p ean  Jo u rn al o f E n d o crin o lo g y  (2 0 1 6 ) 1 7 4 , C 1 – C 8  O n ce-w eek ly  p ro d ru g  releasin g  u n m o d ified  G H  d esig n ed  to  m im ic d aily  h G H : T issu e d istrib u tio n  P h y sio lo g ical lev els T h erap eu tic effects



G ro w th  C o m p arab le to  D aily  h G H  in  P h ase 2  S tu d y 1  S am e w eek ly  d o se 1 1 .5  1 4 .5  0 .1 4  m g  0 .2 1  m g  0 .3 0  m g  0 .2 1  m g  D o se h G H /k g /w eek : 1  In terg ro u p  d ifferen ces n o t statistically  sig n ifican t. 2  C o n d u cted  w ith  a p rev io u s lo w er stren g th  v ersio n  o f T ran sC o n  G ro w th  H o rm o n e. 2 6 -w eek  treatm en t p erio d  T w o  th o ro u g h  P K /P D  assessm en ts at w eek s 1  an d  1 3  T ran sC o n  G ro w th  H o rm o n e2  G en o tro p in ®



D o se P ro p o rtio n al IG F -1  E lev atio n  O b serv ed  in to  th e N o rm al R an g e in  P h ase 2  S tu d y  D ay s (Week  1 3 ) IG F -1  S D S  (+  S E M) 0  1  2  3  4  5  6  7  T ran sien t p o in t v alu es o f IG F -1  S D S  >  + 2 .0  h av e b een  o b serv ed  in  a sm all n u m b er o f p atien ts p rim arily  at th e h ig h est d o se lev el



C o m p arab le h G H  L ev els fo r T ran sC o n  G ro w th  H o rm o n e an d  D aily  h G H  in  P h ase 2  S tu d y  Max im u m  h G H  b lo o d  co n cen tratio n  co m p arab le b etw een  eq u iv alen t w eek ly  d o ses o f T ran sC o n  G ro w th  H o rm o n e an d  d aily  h G H  D ay s (Week  1 3 ) h G H  seru m  co n cen tratio n  (+ S E M, n g /m l)



C o m p arab le S afety  to  D aily  h G H  in  P h ase 2  > 1 1 0 0  T ran sC o n  G ro w th  H o rm o n e in jectio n s ad m in istered  in  th e P h ase 2  p ed iatric stu d y  N o  rep o rts o f lip o atro p h y  o r n o d u le fo rm atio n  N o  S erio u s A d v erse E v en ts (S A E s) related  to  stu d y  d ru g  Im m u n o g en ic p ro file co m p arab le to  d aily  h G H  In jectio n  site to lerab ility  co m p arab le to  d aily  h G H  A d v erse ev en ts co n sisten t w ith  d aily  h G H  th erap y  o b serv ed  an d  n o t d ifferen t b etw een  co h o rts F av o rab le im m u n o g en ic p ro file co m p arab le to  d aily  h G H  N o  o ccu rren ce o f n eu tralizin g  an tib o d ies



P h ase 3  S tu d y  - h eiG H t T rial O n g o in g  K ey  In clu sio n  C riteria P rep u b ertal ch ild ren  w ith  G H D  H eig h t S D S  ≤  -2 .0  IG F -1  S D S  ≤ -1 .0  G H D  w ith  2  G H  stim . tests (G H  ≤ 1 0  n g /m L ) B o n e ag e ≥  6  m o n th s b eh in d  ch ro n o lo g ical T ran sC o n  G ro w th  H o rm o n e (0 .2 4  m g /k g /w eek ) G en o tro p in  (3 4 µ g /k g /d  =  0 .2 4  m g /k g /w eek ) S creen in g  ≤  6  w eek s K ey  E n d p o in ts A n n u alized  h eig h t v elo city  (H V ) at 5 2  w eek s (p rim ary  en d p o in t) A n n u alized  H V  at earlier tim e p o in ts C h an g e in  H T  S D S  o v er 5 2  w eek s C h an g e in  seru m  IG F -1 /IG F B P -3  lev els C h an g e in  IG F -1  S D S  an d  IG F B P ‑3  S D S  N o rm alizatio n  o f IG F -1  S D S  L o n g -T erm  E x ten sio n  S tu d y  Week  1  Week  5  Week  1 3  Week  5 2  Week  2 6  Week  3 9  ~  1 5 0  treatm en t-n aïv e ch ild ren  w ith  G H D  (2 :1  ran d o m izatio n ) V IS IT  S C H E D U L E



E asy  to  U se D ev ice w ith  O p tim al P ro d u ct F eatu res A u to -in jecto r fo r co m m ercializatio n  to  b e u sed  in  ex ten sio n  stu d y  S im p le o p eratio n  w ith  few  u ser step s A  sin g le lo w -v o lu m e in jectio n  fo r all p atien ts (< 0 .6  m L ) S m all n eed le co m p arab le to  d aily  h G H  (3 1 G , 4 m m ) R o o m  tem p eratu re sto rag e N o  w aste d u e to  em p ty -all d esig n  E n ab led  fo r B lu eto o th ®  co n n ectiv ity  to  IT  h ealth  care so lu tio n s D ev ice lifetim e at least 4  y ears K ey  D ev ice F eatu res



E fficacy  S afety  (in clu d in g  im m u n o g en icity ) T o lerab ility  T ran sC o n  G ro w th  H o rm o n e T arg et P ro d u ct P ro file C o m p arab le to  D aily  G ro w th  H o rm o n e =  Week ly  su b cu tan eo u s ad m in istratio n  S in g le in jectio n /d o se C o n v en ien ce 3 1 G  n eed le R o o m  tem p eratu re sto rag e D ev ice E asy  to  u se E m p ty -all d esig n  (co n tro lled  su b stan ce)



T ran sC o n  G ro w th  H o rm o n e: H ig h lig h ts P o ten tial b est-in -class lo n g -actin g  g ro w th  h o rm o n e p ro d u ct p ro file P h ase 3  h eiG H t T rial recru itin g  an d  in itial p atien ts d o sed ; fu ll en ro llm en t ex p ected  4 Q  2 0 1 7  C o m m ercial scale m an u factu rin g  an d  su p p ly  ch ain  estab lish ed  A u to -in jecto r d ev elo p ed  an d  o n -track  fo r lau n ch  Mu ltip le p aten t co n cep ts p ro v id e p o ten tial p ro tectio n  in to  2 0 3 6



T ran sC o n  P T H : O n ce-D aily  fo r H y p o p arath y ro id ism



H y p o p arath y ro id ism  affects 7 7 ,0 0 0  p atien ts in  th e U .S .1  P atien ts su ffer n u m ero u s co m o rb id ities: H y p o calcem ia an d  h y p ercalcem ia H y p ercalciu ria (sto n es, n ep h ro calcin o sis) P sy ch iatric d iso rd ers, d ep ressio n  R ed u ced  Q O L  U n til recen tly , h y p o p arath y ro id ism  rem ain ed  am o n g  th e few  h o rm o n al in su fficien cy  states n o t treated  b y  th e rep lacem en t o f its m issin g  h o rm o n e N atp ara®  [P T H (1 -8 4 )] lau n ch ed  in  2 0 1 5  as o n ce-d aily  ad m in istratio n  b u t in co m p letely  ad d resses all asp ects o f th e d isease H y p o p arath y ro id ism  –  N o t O n ly  A b o u t S eru m  C alciu m  B asal g an g lia/C N S  calcificatio n s L en ticu lar calcificatio n s/cataracts A rterial calcificatio n s/ath ero sclero sis 1  J C lin  E n d o crin o l Metab  2 0 1 6 , 1 0 1 (6 ): 2 2 8 4 -2 2 9 9



F D A  P ersp ectiv e o n  O p tim al P T H  P K 1  1  F D A  p resen tatio n  N atp ara A d v iso ry  C o m m ittee S ep tem b er 1 2 , 2 0 1 4



In term itten t P T H  C au sed  D ecrease in  C o rtical B MD  S ix  y ears o f th erap y  w ith  N atp ara w as asso ciated  w ith  a p ro g ressiv e d ecrease in  co rtical B MD 1  C o n tin u o u s ex p o su re to  P T H (1 -3 4 ) resto res b o n e tu rn o v er to  n o rm al lev els w h ile av o id in g  th e o v erstim u latio n  o f d aily  o r tw ice d aily  in jectio n s2  T ran sC o n  P T H  is ex p ected  to  n o rm alize b o n e tu rn o v er an d  B MD , d u e to  co n tin u o u s P T H  ex p o su re 1  J C lin  E n d o crin o l Metab  2 0 1 6  d o i: 1 0 .1 2 1 0 /jc. 2 0 1 5 -4 1 3 5  2  J C lin  E n d o crin o l Metab  2 0 1 2 , 9 7 (2 ): 3 9 1 -3 9 9  6  y ears o f N atp ara th erap y  d ecreases co rtical b o n e B MD  Y ears o f rh P T H (1 -8 4 ) T reatm en t %  C h an g e fro m  B aselin e



O p tim al P T H  P K  Im p ro v ed  T reatm en t O u tco m es P h y sio lo g ical E ffect in  H y p o p arath y ro id ism  N atp ara O n ce-d aily 1 , 2  P T H  (1 -3 4 ) In fu sio n 3 -6  In crease seru m  calciu m  R ed u ce p ill b u rd en  N o rm alize u rin ary  calciu m  ex cretio n  X  R ed u ce clin ical h y p ercalcem ia X  R ed u ce clin ical h y p o calcem ia X  N o rm alize seru m  p h o sp h ate (h ig h -n o rm al ran g e) N o rm alize b o n e tu rn o v er X  (co rtical b o n e lo ss) N IH  clin ical trials d em o n strated  su p erio rity  o f co n tin u o u s in fu sio n  >  tw ice d aily  in jectio n s >  o n ce d aily  in jectio n s3 -6  1  N atp ara P ro d u ct L ab el 2  J C lin  E n d o crin o l Metab  2 0 1 6 , 1 0 1 (7 ): 2 7 4 2 -2 7 5 0  3  J C lin  E n d o crin o l Metab  2 0 0 9 , 9 3 (9 ): 3 3 8 9 -3 3 9 5  4  J C lin  E n d o crin o l Metab  1 9 9 8 , 8 3 (1 0 ): 3 4 8 0 -3 4 8 6  5  J C lin  E n d o crin o l Metab  2 0 1 3 , 8 8 (9 ): 4 2 1 4 -4 2 2 0  6  JA MA  1 9 9 6 , 2 7 6 (8 ): 6 3 1 -6 3 6



D esig n ed  S p ecifically  fo r H y p o p arath y ro id ism  P red ictab le release o f p aren t d ru g  in  th e b o d y  P T H (1 -3 4 ) P T H (1 -3 4 ) T ran sC o n  carrier T ran sC o n  lin k er In activ e P ro d ru g  C reatio n  o f T ran sC o n  P ro d ru g  T ran sC o n  P T H  is a su stain ed -release p ro d ru g , p ro v id in g  free P T H  lev els in  th e p h y sio lo g ical ran g e o v er an  en tire 2 4  h o u rs T ran sC o n  P T H  d esig n ed  to  ad d ress lim itatio n s o f cu rren t th erap ies to  n o rm alize: S eru m  an d  u rin ary  calciu m  lev els S eru m  p h o sp h ate lev els B o n e tu rn o v er



T o tal P T H  [n g /m L ] P K  p ro file o f T ran sC o n  P T H  in  cy n o m o lg u s m o n k ey s su p p o rts in fu sio n -lik e p ro file fo llo w in g  d aily  ad m in istratio n  P T H  lev els fo llo w in g  S C  in jectio n s in  cy n o m o lg u s m o n k ey s (T ran sC o n  P T H  5 µ g /k g , n = 3 ) H o u rs 0  4  8  1 2  1 6  2 0  2 4  2 8  3 2  3 6  4 0  4 4  4 8  0  1 0  2 0  3 0  4 0  5 0  6 0  D esired  P K  P ro file C o n firm ed  in  P rim ates



T ran sC o n  P T H  is d esig n ed  to  m ain tain  seru m  P T H  lev els in  th e p h y sio lo g ical ran g e, m im ick in g  p h y sio lo g ical ex p o su re 1  S im u latio n  b ased  o n  1 0 0  µ g  Q D  N atp ara an d  7 0  µ g  Q D  T ran sC o n  P T H ; S im u latio n  o f 3  rep eat d o ses o f N atp ara an d  T ran sC o n  P T H  at stead y  state P h y sio lo g ical R an g e 1 0 -6 5  p g  P T H (1 -8 4 )/m L  N atp ara R eleased  P T H (1 -3 4 ) P T H (1 -3 4 ) [p g /m L ] T im e [h ] P T H (1 -8 4 ) [p g /m L ] 0  2 0  4 0  6 0  8 0  1 0 0  1 2 0  0  5 0  1 0 0  1 5 0  2 0 0  2 5 0  3 0 0  0  1 2  2 4  3 6  4 8  6 0  7 2  T ran sC o n  P T H  Mo d elin g  B ased  o n  P rim ate P K  D ata1  D esig n ed  to  P ro v id e P h y sio lo g ical P T H



C a2 +  fo llo w in g  S C  in jectio n s in  cy n o m o lg u s m o n k ey s (T ran sC o n  P T H  1 µ g /k g  an d  5 µ g /k g , n = 3 /g ro u p ) D o se-D ep en d en t In crease o f S eru m  C alciu m  C a2 +  [m m o l/L ] T ran sC o n  P T H  lead s to  su stain ed  elev atio n  o f seru m  calciu m  lastin g  m o re th an  2 4  h o u rs w ith  lo w  in ter-in d iv id u al v ariab ility  H o u rs 5  µ g /k g  1  µ g /k g  3 .4  3 .2  3 .0  2 .8  2 .6  2 .4  2 .2  2 .0  0  4  8  1 2  1 6  2 0  2 4



R ed u ctio n  in  U rin ary  C alciu m  E x cretio n  T ran sC o n  P T H  ad m in istratio n  red u ces u rin ary  calciu m  ex cretio n  in  cy n o m o lg u s m o n k ey s U rin ary  C a2 +  fo llo w in g  S C  in jectio n s in  cy n o m o lg u s m o n k ey s (T ran sC o n  P T H  1 µ g /k g , n = 3 ) A v g  u rin ary  C a2 +  (m m o l/L ) (+ S E M) 2 4  H o u rs P o st-D o se P re-D o se



T h y ro p arath y ro id ecto m y  (T P T x ) Mo d el H y p o p arath y ro id ism  d isease m o d el R ats su b jected  to  th y ro p arath y ro id ecto m y  (T P T x ) b y  rem o v al o f th e th y ro id  an d  p arath y ro id  g lan d s an d  allo w ed  to  stab ilize p rio r to  d o sin g  Mo d el ch aracterized  b y  d ecreased  seru m  calciu m  an d  in creased  seru m  p h o sp h o ru s



C a2 +  fo llo w in g  S C  in jectio n s in  a T P T x  m o d el (T ran sC o n  P T H  5 µ g /k g , n = 9 /g ro u p ) N o rm alized  C alciu m  in  H y p o p arath y ro id ism  Mo d el T ran sC o n  P T H  n o rm alized  seru m  calciu m  in  a relev an t d isease m o d el o f h y p o p arath y ro id ism  S h am  su rg ery , co n tro l T P T x  +  V eh icle T P T x  +  T ran sC o n  P T H  A v g  seru m  C a2 +  (m g /d L ) (+ S E M) P re-D o se D ay  1  D ay  6  P < 0 .0 0 0 1  ]



S eru m  P h o sp h o ro u s fo llo w in g  S C  in jectio n s in  a T P T x  m o d el (T ran sC o n  P T H  5 µ g /k g , n = 9 /g ro u p ) R ed u ced  P h o sp h o ro u s in  H y p o p arath y ro id ism  Mo d el T ran sC o n  P T H  n o rm alized  seru m  p h o sp h o ro u s in  a relev an t d isease m o d el o f h y p o p arath y ro id ism  A v g  seru m  P  (m g /d L ) (+ S E M) S h am  su rg ery , co n tro l T P T x  +  V eh icle T P T x  +  T ran sC o n  P T H  P re-D o se D ay  1  D ay  6  P < 0 .0 0 0 1  ]



T ran sC o n  P T H : H ig h lig h ts D ev elo p m en t risk  lo w ered  as T ran sC o n  P T H  b ased  o n  p aren t d ru g  [P T H (1 -3 4 )] w ith  clin ical p ro o f o f p rin cip le an d  p ro v en  T ran sC o n  tech n o lo g y  P reclin ical d ata m im ic [P T H (1 -3 4 )] in fu sio n  an d  d em o n strate o n ce-d aily  T ran sC o n  P T H  ad d ress th e lim itatio n s o f cu rren t th erap ies A ccelerated  clin ical d ev elo p m en t p lan  IN D  o r eq u iv alen t filin g  ex p ected  2 Q  2 0 1 7  C o m b in ed  P h ase 1  sin g le an d  m u ltip le ascen d in g  d o se trial P lan n in g  in itiatio n  o f p iv o tal trial in  2 0 1 8  Mu ltip le p aten t co n cep ts p ro v id e p o ten tial p ro tectio n  in to  2 0 3 7



T ran sC o n  C N P : O n ce-Week ly  C N P  fo r A ch o n d ro p lasia



A ch o n d ro p lasia –  N o t O n ly  a S k eletal D isease A u to so m al d o m in an t g en etic d iso rd er P atien ts su ffer n u m ero u s co m o rb id ities N o  F D A -ap p ro v ed  th erap y  O n ly  o p tio n  to  im p ro v e h eig h t is su rg ical lim b  len g th en in g  Mo st co m m o n  fo rm  o f h u m an  d w arfism  A p p ro x im ately  2 5 0 ,0 0 0  p atien ts w o rld w id e1  8 0 %  b o rn  to  av erag e-sized  p aren ts E ar in fectio n s/sleep  ap n ea O b esity  B o w ed  leg s 1  L an cet 2 0 0 7 , 3 7 0 : 1 6 2 -1 7 2  B ack /sp in e/co rd  co m p ressio n  C ard io v ascu lar co m p licatio n s D en tal co m p licatio n s



C lin ical P ro o f o f P rin cip le in  A ch o n d ro p lasia 1  B io m arin  R & D  D ay , A p ril 2 0 1 6  T h erap eu tic G o al: O p tim ize C N P  efficacy  w ith  a w ell to lerated  an d  co n v en ien t d o sag e fo rm  V o so ritid e (C N P  an alo g ) in  P h ase 3  fo r ach o n d ro p lasia; rep o rted  p ro m isin g  h eig h t v elo city  d ata E ffects o n  g ro w th  at 1 2  m o n th s w ith  4 6 -6 5 %  im p ro v em en t fro m  b aselin e in  m ean  an n u al g ro w th  v elo city 1  V o so ritid e w ell to lerated , b u t h y p o ten sio n  o b serv ed  in  4 0 %  o f su b jects receiv in g  1 5  µ g /k g /d ay 1  T h erap eu tic co v erag e lim ited  b y  th e h alf-life o f v o so ritid e (~ 2 0  m in )



T ran sC o n  T ech n o lo g y  O ffers P o ten tial S o lu tio n  P red ictab le release o f p aren t d ru g  in  th e b o d y  C N P  T ran sC o n  carrier T ran sC o n  lin k er In activ e P ro d ru g  C reatio n  o f T ran sC o n  P ro d ru g  C N P  E ffectiv e sh ield in g  o f T ran sC o n  C N P  F ro m  n eu tral en d o p ep tid ase d eg rad atio n  in  su b cu tan eo u s tissu e an d  b lo o d  co m p artm en t Min im ize b in d in g  o f T ran sC o n  C N P  to  th e N P R -C  recep to r to  d ecrease clearan ce R ed u ce b in d in g  o f T ran sC o n  C N P  to  th e N P R -B  recep to r to  av o id  h y p o ten sio n  U n m o d ified  C N P  lib erated  fro m  T ran sC o n  C N P  m ain tain s sm all en o u g h  size to  allo w  p en etratio n  in to  g ro w th  p lates



T ran sC o n  C N P  Week ly  P ro file C o n firm ed  in  P rim ates T ran sC o n  C N P  fo llo w in g  S C  in jectio n s in  cy n o m o lg u s m o n k ey s (n = 3 ) D ata fro m  o n g o in g  an d  co m p leted  p reclin ical stu d ies su p p o rts w eek ly  d o sin g  in  p atien ts w ith  ach o n d ro p lasia N o  card io v ascu lar ad v erse effects o b serv ed  in  p reclin ical m o d els



N o  h y p o ten sio n  o r in creased  h eart rate o b serv ed  in  telem etrized  cy n o m o lg u s m o n k ey s (n = 4 /g ro u p ) receiv in g  T ran sC o n  C N P  B P  ch an g es in  th is stu d y  co m p arab le to  p rev io u s v o so ritid e stu d y 2  N o  C V  S afety  S ig n als O b serv ed  fo r T ran sC o n  C N P 1  1  “V o so ritid e” refers to  a sy n th esized  m o lecu le w ith  th e sam e am in o  acid  seq u en ce p rep ared  b y  A scen d is P h arm a. 2  J P h arm aco l E x p  T h er, 2 0 1 5 ; 3 5 3 , 1 3 2 – 1 4 9  C o n tro l S y sto lic arterial p ressu re (0 -1  h r) A v erag e in  p eak  ch an g e fro m  p red o se (m m  H g ± S E M) 1 0 0  µ g /k g  V o so ritid e 1 0 0  µ g /k g  T ran sC o n  C N P  0  -2  -4  -6  -8  -1 0  -1 2



R ig h t tib ia len g th  (m m , ± S E M) Mo u se G ro w th  S tu d y  R ig h t T ib ia L en g th  5 0  n m o l/k g /d ay  (n = 9 /g ro u p ) S am e am o u n t o f C N P  g iv en  as co n tin u o u s in fu sio n  in  m ice is m o re efficacio u s th an  d aily  S C  in jectio n  o v er 3 5  d ay s S am e effect d em o n strated  fo r A scen d is’ C N P  p ep tid e V o so ritid e In fu sio n  V eh icle V o so ritid e S C  1  “V o so ritid e” refers to  a sy n th esized  m o lecu le w ith  th e sam e am in o  acid  seq u en ce p rep ared  b y  A scen d is P h arm a. C o n tin u o u s In fu sio n  Mo re E ffectiv e T h an  D aily 1



T ran sC o n  C N P  Im p ro v ed  P h en o ty p e o f F g fr3 Y 3 6 7 C /+  Mo u se Mo d el o f A ch o n d ro p lasia F g fr3 Y 3 6 7 C /+  +  T ran sC o n  C N P  F g fr3 Y 3 6 7 C /+  +  V eh icle In  co llab o ratio n  w ith



C o m p arin g  w eek ly  T ran sC o n  C N P  to  a h ig h er cu m u lativ e d aily  d o se o f v o so ritid e 6 -m o n th  d ata ex p ected  in  1 Q  2 0 1 7  Ju v en ile C y n o m o lg u s Mo n k ey s B o n e len g th  assessed  o v er 6  m o n th s O th er en d p o in ts/ m ark ers o f C N P  b io activ ity : b o n e tu rn o v er m ark ers, u rin ary  cG MP  T ran sC o n  C N P  Week ly  D o sin g  V eh icle V o so ritid e D aily  D o sin g  Ju v en ile C y n o m o lg u s G ro w th  S tu d y  O n g o in g



C h an g e fro m  b aselin e (m m + S E M) C o n tro l T ran sC o n  C N P  4 0 µ g /k g  Week ly  V o so ritid e 2 0 µ g /k g  D aily  C o n tro l T ran sC o n  C N P  4 0 µ g /k g  Week ly  V o so ritid e 2 0 µ g /k g  D aily  T ran sC o n  C N P  d o se ~ 1 /3  o f v o so ritid e o n  a w eek ly  b asis B o th  T ran sC o n  C N P  an d  v o so ritid e d em o n strated  a tren d  o f b o n e g ro w th  o v er co n tro l-treated  m o n k ey s G ro w th  fo llo w in g  S C  in jectio n s in  ju v en ile cy n o m o lg u s m o n k ey s at w eek  8  (n = 4 ) 1  “V o so ritid e” refers to  a sy n th esized  m o lecu le w ith  th e sam e am in o  acid  seq u en ce p rep ared  b y  A scen d is P h arm a. Ju v en ile C y n o m o lg u s G ro w th  S tu d y  –  In terim  D ata1



T ren d  to w ard s d o se-p ro p o rtio n al in crease in  g ro w th  w ith  o n ce-w eek ly  T ran sC o n  C N P  ad m in istratio n  G ro w th  fo llo w in g  S C  in jectio n s in  ju v en ile cy n o m o lg u s m o n k ey s at w eek  8  (n = 4 ) Ju v en ile C y n o m o lg u s G ro w th  S tu d y  –  D o se E ffect U ln a T ib ia C o n tro l T ran sC o n  C N P  4 0  µ g /k g  %  C h an g e v ersu s b aselin e (+ S E M) T ran sC o n  C N P  1 0 0  µ g /k g



T ran sC o n  C N P : H ig h lig h ts T ran sC o n  C N P  lev erag es A scen d is’ tech n o lo g y  p latfo rm  to  d ev elo p  a o n ce-w eek ly  ad m in istratio n , w ith o u t d o se lim itin g  card io v ascu lar ad v erse effects S h ield s C N P  fro m  N P R -C  recep to r clearan ce an d  N P R -B  in d u ced -h y p o ten sio n  P ro lo n g ed  h alf-life ex ten sio n  an d  efficacy  tren d  o b serv ed  in  cy n o m o lg u s m o n k ey s R ev ersio n  o f p h en o ty p ical traits an d  co m o rb id ities in  m o u se m o d el o f ach o n d ro p lasia IN D  o r eq u iv alen t filin g  ex p ected  4 Q  2 0 1 7  P h ase 1  p lan n ed  in  h ealth y  v o lu n teers to  estab lish  to lerab le d o se ran g e Mu ltip le p aten t co n cep ts p ro v id e p o ten tial p ro tectio n  in to  2 0 3 7



1 Q  1 7  C N P  u p d ates 6  m o n th s ju v en ile p rim ate g ro w th  stu d y  A ch o n d ro p lasia m o u se m o d el P T H  filin g  (IN D  o r eq u iv alen t) E N D O  p resen tatio n s (o n  all p ro g ram s) P T H  P h ase 1  stu d y  in itiatio n  E S P E  p resen tatio n s C N P  P h ase 1  stu d y  in itiatio n  S elected  E x p ected  Milesto n es &  N ew s D riv ers 1 Q  1 7  2 Q  1 7  3 Q  1 7  4 Q  1 7  h eiG H t T rial fu ll en ro llm en t C N P  filin g  (IN D  o r eq u iv alen t) 1 Q  1 8



B u ild in g  a L ead in g  R are D isease C o m p an y  C reate b est-in -class rare d isease p ro d u cts ad d ressin g  u n m et m ed ical n eed s A p p ly  T ran sC o n  tech n o lo g y  to  p aren t d ru g s w ith  clin ical p ro o f-o f-co n cep t E x p ect h ig h er d ev elo p m en t su ccess rate co m p ared  to  trad itio n al d ru g  d ev elo p m en t E n d o crin o lo g y  rare d isease w h o lly -o w n ed  p ip elin e an d  ex p ected  m ilesto n es T ran sC o n  G ro w th  H o rm o n e fo r p ed iatric G H D : h eiG H t T rial fu ll en ro llm en t Q 4  2 0 1 7  T ran sC o n  P T H  fo r h y p o p arath y ro id ism : IN D /eq u iv alen t in  2 Q  2 0 1 7 ; p lan n in g  p iv o tal trial in  2 0 1 8  T ran sC o n  C N P  fo r ach o n d ro p lasia: IN D /eq u iv alen t in  4 Q  2 0 1 7  C o m m ercial fo cu s o n  th e U .S . m ark et w ith  m u lti-b illio n  d o llar rev en u e p o ten tial E stab lish ed  h ig h -v alu e co llab o ratio n s w ith  R o ch e/G en en tech  in  o p h th alm o lo g y  an d  S an o fi in  d iab etes P ro  fo rm a S ep tem b er 3 0 , 2 0 1 6  cash  o f ~  € 1 9 0  m illio n 1  1  B ased  o n  cash  an d  cash  eq u iv alen ts as o f S ep tem b er 3 0 , 2 0 1 6  an d  ap p ro x im ately  $ 1 2 7 .4  m illio n  in  estim ated  n et p ro ceed s fro m  th e p u b lic o fferin g  o f o u r A D S s th at w as co m p leted  in  4 Q  2 0 1 6 .
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