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☐ Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)
 

☐ Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)
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☐ Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))
 
  



Item 2.02 Results of Operations and Financial Condition.

On January 9, 2017, Ardelyx, Inc. (the “Company”) announced that as of December 31, 2016, the Company had approximately $201 million in cash and cash
equivalents.

The information furnished under this Item 2.02 shall not be considered “filed” under the Securities Exchange Act of 1934, as amended (the “Exchange Act”),
nor shall it be incorporated by reference into any future filing under the Securities Act of 1933, as amended, or under the Exchange Act unless the Company
expressly sets forth in such future filing that such information is to be considered “filed” or incorporated by reference therein.

 
Item 7.01 Regulation FD Disclosure.

Attached hereto as Exhibit 99.1 is a corporate presentation of the Company incorporated by reference herein.

The information furnished under this Item 7.01 shall not be considered “filed” under the Exchange Act, nor shall it be incorporated by reference into any
future filing under the Securities Act of 1933, as amended, or under the Exchange Act unless the Company expressly sets forth in such future filing that such
information is to be considered “filed” or incorporated by reference therein.

 
Item 9.01 Financial Statements and Exhibits.

(d) Exhibits.
 
Exhibit

No.   Description

99.1   Corporate presentation of Ardelyx, Inc.



SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, as amended, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.
 
Date: January 9, 2017  ARDELYX, INC.

 By: /s/ Mark Kaufmann
  Mark Kaufmann
  Chief Financial Officer
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Exhibit 99.1
 

T H E  IN T E R S E C T IO N  

O F  B R E A K T H R O U G H  

S C IE N C E  A N D  

B E T T E R  H E A L T H  

A R D E L Y X  JP Mo rg an  2 0 1 7  

A n n u al H ealth care C o n feren ce 

N A S D A Q : A R D X



F O R WA R D -L O O K IN G  S T A T E ME N T S  

T o  th e ex ten t th at statem en ts co n tain ed  in  th is p resen tatio n  are n o t d escrip tio n s o f h isto rical facts reg ard in g  A rd ely x , th ey  are fo rw ard -lo o k in g  statem en ts reflectin g  th e cu rren t b eliefs an d  ex p ectatio n s o f m an ag em en t m ad e p u rsu an t to  th e safe h arb o r o f th e P riv ate S ecu rities R efo rm  A ct o f 1 9 9 5 , in clu d in g  th e p o ten tial fo r A rd ely x ’s p ro d u ct can d id ates in  treatin g  th e d iseases an d  co n d itio n s fo r w h ich  th ey  are b ein g  d ev elo p ed ; A rd ely x ’s fu tu re d ev elo p m en t p lan s fo r its p ro d u ct can d id ates an d  th e ex p ected  tim in g  th ereo f; A rd ely x ’s ex p ected  tim in g  fo r th e receip t o f resu lts fro m  its clin ical trials ev alu atin g  its p ro d u ct can d id ates; A rd ely x ’s 2 0 2 1  g o als; an d  th e p o ten tial o f A rd ely x ’s d ru g  d isco v ery  an d  d esig n  p latfo rm . S u ch  fo rw ard -lo o k in g  statem en ts in v o lv e su b stan tial risk s an d  u n certain ties th at co u ld  cau se th e d ev elo p m en t o f A rd ely x ’s p ro d u ct can d id ates o r A rd ely x ’s fu tu re resu lts, p erfo rm an ce o r ach iev em en ts to  d iffer sig n ifican tly  fro m  th o se ex p ressed  o r im p lied  b y  th e fo rw ard -lo o k in g  statem en ts. 

S u ch  risk s an d  u n certain ties in clu d e, am o n g  o th ers, th e u n certain ties in h eren t in  research  an d  th e clin ical d ev elo p m en t p ro cess an d  th e u n certain ties in  th e m an u factu re o f clin ical trial m aterial, in clu d in g  p ro cess d ev elo p m en t, an d  scale u p  o f m an u factu rin g  p ro cesses. A rd ely x  u n d ertak es n o  o b lig atio n  to  u p d ate o r rev ise an y  fo rw ard -lo o k in g  statem en ts. F o r a fu rth er d escrip tio n  o f th e risk s an d  u n certain ties th at co u ld  cau se actu al resu lts to  d iffer fro m  th o se ex p ressed  in  th ese fo rw ard -lo o k in g  statem en ts, as w ell as risk s relatin g  to  A rd ely x ’s b u sin ess in  g en eral, p lease refer to  A rd ely x ’s Q u arterly  R ep o rt o n  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  o n  N o v em b er 7 , 2 0 1 6 , an d  its su b seq u en t cu rren t an d  p erio d ic rep o rts filed  an d  to  b e filed  w ith  th e S ecu rities an d  E x ch an g e C o m m issio n . 

A R D E L Y X  2



D E D IC A T E D  T O  A  B O L D  MIS S IO N  A N D  V IS IO N  

O U R  MIS S IO N  

We are co m m itted  to  b rin g in g  effectiv e m ed icin es w ith  d istin ct safety  an d  d o sin g  ad v an tag es to  u n d erserv ed  p atien ts b y  u sin g  th e g u t as th e g atew ay  to  b etter h ealth . 

O U R  V IS IO N  

O u r v isio n  is to  d ram atically  en h an ce th e w ay  p atien ts w ith  g astro in testin al an d  card io ren al d iseases are treated  b y  d eliv erin g  m ed icin es th at m atter. 

A R D E L Y X  3



U S IN G  T H E  G U T  A S  T H E  G A T E WA Y  T O  B E T T E R  H E A L T H  

T h e g u t is a critical sy stem  th at p lay s a cen tral ro le in  m an y  d iseases b y  sig n alin g  to  o th er o rg an s h o w  to  resp o n d  to  a v ariety  o f facto rs su ch  as a m eal, th e m icro b io m e o r ev en  p ath o g en s. 

B y  d ev elo p in g  th erap ies th at w o rk  v ia th e g u t, w e can  targ et a v ast ran g e o f d iseases, b eg in n in g  w ith  g astro in testin al (G I) an d  card io ren al d iseases. 

A R D E L Y X  4



B R E A K T H R O U G H  S C IE N C E  F O R  B E T T E R  H E A L T H  

P R O P R IE T A R Y  

p latfo rm  fo r rap id  d isco v ery  an d  d esig n  o f n ew  d ru g s 

F o cu s o n  

G U T -R E S T R IC T E D , 

sm all m o lecu le m ed icin es 

G R O WIN G  

P IP E L IN E  

o f targ eted  treatm en ts 

3  

P h ase 3  

p ro g ram s u n d erw ay  

1 0 0 +  Y E A R S  

card io ren al an d  G I ex p erien ce am o n g  m an ag em en t team  

$  

F in an cially  stro n g  

A R D E L Y X  5



2 0 1 7 : G A ME -C H A N G IN G  Y E A R  S E T T IN G  U P  F O R  C O MME R C IA L IZ A T IO N  

5  D A T A  R E A D O U T S  D R IV IN G  L O N G -T E R M S T R A T E G IC  P L A N S  &  V A L U E  

C A R D IO R E N A L  

P h ase 3  d ata fo r ten ap an o r fo r h y p erp h o sp h atem ia 

S tart 2 n d  P h ase 3  stu d y  fo r h y p erp h o sp h atem ia 

R esu lts fro m  o n set-o f-actio n  stu d y  w ith  R D X 7 6 7 5  in  h y p erk alem ia 

G A S T R O IN T E S T IN A L  

T 3 MP O -1  P h ase 3  d ata fo r ten ap an o r in  IB S -C  

T 3 MP O -2  P h ase 3  d ata fo r ten ap an o r in  IB S -C  

C o m p lete T 3 MP O -3  o p en -lab el safety  stu d y  in  IB S -C  

A R D E L Y X  6



E N H A N C IN G  C A R E  

O F  P A T IE N T S  WIT H  

C A R D IO R E N A L  

D IS E A S E S  

A R D E L Y X  JP Mo rg an  2 0 1 7  

A n n u al H ealth care C o n feren ce 

N A S D A Q : A R D X



A D V A N C IN G  A  D IV E R S E  C A R D IO R E N A L  P O R T F O L IO  

P R O G R A M IN D IC A T IO N  R E S E A R C H  P H A S E  1  P H A S E  2  S T A T  P H A S E  3  

T E N A P A N O R  E S R D  

(N H E 3  In h ib ito r) H y p erp h o sp h atem ia 

R D X 7 6 7 5  H y p erk alem ia 

(P o tassiu m  B in d er) 

R D X 0 1 1  C ard io ren al 

(N H E 3  In h ib ito r) In d icatio n s 

R D X 0 1 3  H y p erk alem ia 

(P o tassiu m  S ecretag o g u e) 

Mo re th an  2 ,0 0 0  in d iv id u als treated  w ith  ten ap an o r acro ss 1 8  clin ical trials to -d ate 

A R D E L Y X  8



T E N A P A N O R : H IG H L Y  D IF F E R E N T IA T E D  ME C H A N IS M O F  A C T IO N  

With o u t T en ap an o r 

G U T  

S o d iu m  

N H E 3  

P h o sp h ate 

P ro to n s 

Macro m o lecu les 

B lo o d  stream  

With  T en ap an o r 

G U T  

S o d iu m  

T en ap an o r 

N H E 3  

P h o sp h ate 

P ro to n s 

Macro m o lecu les 

B lo o d  stream  

N H E 3  im p o rts so d iu m  (N a+ ) in  ex ch an g e fo r p ro to n s (H + ) 

T en ap an o r b lo ck s N H E 3 , in creasin g  p ro to n s in sid e cells 

In creased  p ro to n s selectiv ely  tig h ten  ju n ctio n s b etw een  cells, red u cin g  p h o sp h ate ab so rp tio n  

C lin ical an d  p reclin ical d ata su g g est n o  effect o n  m acro m o lecu le ab so rp tio n  p ath w ay  

A R D E L Y X  9



H Y P E R P H O S P H A T E MIA : L IF E -T H R E A T E N IN G  C O N D IT IO N  F O R  E N D -S T A G E  R E N A L  D IS E A S E  P A T IE N T S  O N  D IA L Y S IS  

7 3 5 ,0 0 0 +  E S R D  p atien ts w ith  h y p erp h o sp h atem ia (H P ) in  m ajo r d ev elo p ed  co u n tries1  

~ 7 0 %  o f U .S . d ialy sis p atien ts tak in g  p h o sp h ate b in d ers to  m an ag e H P 2  

U p  to 1 5  p ills p er d ay  w ith  p h o sp h ate b in d ers3  

4 5 %  o f p atien ts are n o n -co m p lian t w ith  cu rren t treatm en t4  

N O  T R E A T ME N T S  av ailab le th at are n o t p h o sp h ate b in d ers4  

A R D E L Y X  

1 . U S R D S  2 0 1 4 ; E u ro p ean  E R A -E D T A  R eg istry  A n n u al rep o rt 2 0 1 2 ; N ak ai S , et al, 2 0 0 8  2 . D ecisio n  R eso u rces 2 0 1 6  3 . F ico ciello  2 0 1 6  4 . F issell 2 0 1 6  

1 0



T E N A P A N O R  R E D U C E S  S E R U M P H O S P H O R U S  IN  P H A S E  2 B  

S tatistically  sig n ifican t an d  clin ically  m ean in g fu l d o se-related  d ecrease in  seru m  p h o sp h o ru s lev els in  p atien ts w ith  h y p erp h o sp h atem ia (fix ed  d o ses in  P h ase 3  trial) 

0  -0 .5  -1  -1 .5  -2  -2 .5  

3 MG  B ID  N = 2 1  

-1 .1 8  

1 0 MG  B ID  N = 2 3  

-1 .7 0  

P L A C E B O  N = 2 6  

-0 .5 4  

N o tab le safety  w ith  lo w  rate o f d isco n tin u atio n s d u e to  A E s (fix ed  d o ses in  P h ase 3  trial) 

A D V E R S E  E V E N T S  T E R M 

3  MG  B ID  N = 2 1  

1 0  MG  B ID  N = 2 3  

T O T A L  D IS C O N T IN U A T IO N S  D U E  T O  A E /G R O U P  (2 ) 3  3  

A B D O MIN A L  P A IN  0  0  

D IA R R H E A (1 ) 3  3  

N A U S E A  0  0  

V O MIT IN G  0  0  

S E R U M C A L C IU M D E C R E A S E  0  0  

H Y P E R P H O S P H A T E MIA  0  0  

D IZ Z IN E S S  0  0  

A T H E R O S C L E R O S IS  1  0  

A R D E L Y X  

(1 ) D iarrh ea is u sed  fo r all sim ilar term in o lo g y  

(2 ) Mu ltip le A E s p o ssib le p er d isco n tin u atio n  

1 1



H Y P E R P H O S P H A T E MIA  P H A S E  3  D A T A  E X P E C T E D  IN  1 Q 1 7  

n  =  ~ 2 0 0  (1 :1 :1 ) 

R A N D O MIZ A T IO N  

T E N A P A N O R  3  MG  B ID  

T E N A P A N O R  T IT R A T IO N  3 0 , 2 0 , 1 5 , 1 0 , 3  MG  B ID  

T E N A P A N O R  1 0 MG  B ID  

E N D  O F  T R E A T ME N T  

8  WE E K  T R E A T ME N T  P E R IO D  

T E N A P A N O R  (S A ME  D O S E ) 

P L A C E B O  

E N D  O F  R W P E R IO D  

4  WE E K  R W P E R IO D  

D o u b le-b lin d , p laceb o -co n tro lled , ran d o m ized  w ith d raw al (R W) 

P rim ary  E n d p o in t: D ifferen ce in  ch an g e b etw een  ten ap an o r an d  p laceb o  arm  fro m  treatm en t en d  to  R W en d  in  resp o n d er p o p u latio n  

S eco n d ary  E n d p o in ts: C h an g e in  seru m  p h o sp h o ru s lev els fro m  b aselin e to  en d  o f 8  w eek  treatm en t an d  effect o f d ifferen t d o sin g  reg im en s fo r p atien ts reach in g  seru m  p h o sp h o ru s g o al lev els o f <  5 .5  m g /d l d u rin g  8  w eek s o f treatm en t 

D o w n  titratio n  sch em e u sed  to  o p tim ize p h o sp h ate lo w erin g  an d  G I to lerab ility , b ased  o n  ex p erien ce in  p rev io u s stu d ies 

S E C O N D  P H A S E  3  S T U D Y  E X P E C T E D  T O  B E G IN  1 H  2 0 1 7  

A R D E L Y X  

1 2



T E N A P A N O R  T A R G E T E D  B E N E F IT S  F O R  H P  P A T IE N T S  

C O MME R C IA L  O P P O R T U N IT IE S  

F irst-in -class, u n iq u e m ech an ism  o f actio n  fo r d ialy sis p atien ts 

S ig n ifican tly  red u ced  p ill b u rd en  an d  m ass allo w s fo r in creased  p atien t co m p lian ce 

Im p ro v em en ts in  b o w el freq u en cy  m ay  p ro v id e im p o rtan t p atien t b en efit 

D eep  an d  su ccessfu l in tern al card io ren al co m m ercial ex p ertise 

A d d ressab le m ark et w ith  sp ecialty  sales fo rce; sy n erg istic o p p o rtu n ities w ith in  card io ren al fran ch ise 

E x -U .S . access th ro u g h  strateg ic p artn ersh ip s 

D A IL Y  D O S E  

C A L C IU M-B A S E D  B IN D E R S : C A  A C E T A T E /P H O S L O  (1 ) 

S E V E L A ME R  / R E N A G E L  / R E N V E L A  (1 ) 

L A N T H A N U M / F O S R E N O L  (1 ) 

F E R R IC  C IT R A T E  / A U R Y X IA  (1 ) 

S U C R O F E R R IC  O X Y H Y D R O X ID E  / V E L P H O R O  (1 ) 

T E N A P A N O R  T A R G E T E D  D A IL Y  D O S E  (1 )(2 )(3 ) 

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

5 4 2 1 5  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

R E N A G E L  8 0 0  

S  4 0 5  S  4 0 5  S 4 0 5  

1 0 0 0  1 0 0 0  1 0 0 0  

K X 5 2  

K X 5 2  

K X 5 2  

K X 5 2  

K X 5 2  

K X 5 2  

K X 5 2  

K X 5 2  

P A  

5 0 0  

P A  

5 0 0  

P A  

5 0 0  

A R D E L Y X  

(1 ) N o t actu al size; h o w ev er, relativ e sizes are to  scale 

(2 ) T en ap an o r p ill co lo r m ay  ch an g e 

(3 ) T en ap an o r (1 0  m g  tw ice d aily  u sed  fo r illu stratio n  p u rp o ses) 

1 3



H Y P E R K A L E MIA : G R E A T L Y  U N D E R S E R V E D  P A T IE N T  P O P U L A T IO N  

P eo p le w ith  h eart failu re, ch ro n ic k id n ey  d isease (C K D ) an d  d iab etes at g reatest risk  o f d ev elo p in g  h y p erk alem ia (H K ) d u e to  k id n ey ’s w eak en ed  ab ility  to  ex crete p o tassiu m  resu ltin g  fro m  th ese co n d itio n s an d  d ru g s p rescrib ed  as treatm en ts 

~ 2 M p eo p le in  U .S . w ith  C K D  an d /o r h eart failu re h av e H K 1  

D O S E  R E D U C T IO N  w ith  R A A S  in h ib ito rs rem ain s stan d ard  an d  p ro b lem atic p art o f treatm en t m an ag em en t am o n g  p h y sician s2  

H K  S ID E  E F F E C T  co m m o n  w ith  h ig h  b lo o d  p ressu re an d  so m e an ti-d iab etic treatm en ts3  

P O O R  P A L A T A B IL IT Y  an d  so d iu m -io n  lead s to  p o o r p atien t co m p lian ce4  

C H R O N IC  MA R K E T  em erg in g , b u t u n ad d ressed  b y  to d ay ’s treatm en t5  

A R D E L Y X  

1 . E in h o rn  et al, 2 0 0 9 , H F : M. R D X -0 2 2  Mark et O p p o rtu n ity  - S p h erix  - 2 0 1 5 -0 7 -0 8 .p p tx , In d ep en d en t Mark et R esearch , S p h erix  G lo b al In sig h ts 

2 . Mag g io n i 2 0 1 3  3 . K o v esd y  2 0 1 5 , Jan g  2 0 1 2 , C h ain g  2 0 1 6  4 . C h ern in  2 0 1 2 , H arel 2 0 1 3  5 . P erleb erg  2 0 1 6  an d  A R D X  research . 

1 4



R D X 7 6 7 5  D E S IG N E D  T O  P R O V ID E  U N IQ U E  P R O D U C T  A D V A N T A G E S  

A v ailab le T reatm en ts 

G ritty  tex tu re 

S o d iu m  co u n ter-io n ; lead s to  flu id  o v erlo ad  an d  ed em a 

S p h erical b ead s 

C alciu m -so rb ito l co u n ter-io n  

R D X 7 6 7 5  

B ead  d esig n  en h an ces m o u th  feel an d  p alatab ility  

L ack  o f ad d ed  so d iu m  o r so rb ito l alig n ed  w ith  b est clin ical p ractice 

Issu ed  co m p o sitio n  o f m atter p aten t th ro u g h  2 0 3 4  

T aste T est in  H ealth y  V o lu n teers1  

1 .7 5 X  2 X  1 .3 X  1 .5 X  

8  

7  

6  

5  

4  

3  

2  

1  

0  

O v erall 

G rittin ess 

Mo u th  feel / tex tu re 

F lav o r 

S w eetn ess 

A ftertaste 

B ittern ess 

S m ell 

S P S  (Med ian -S co re) 

R D X 7 6 7 5  (Med ian -S co re) 

T aste T est S co rin g  

1  =  D islik e E v ery th in g  2  =  D islik e V ery  Mu ch  3  =  D islik e Mo d erately  

4  =  D islik e S lig h tly  5  =  N eith er lik e o r D islik e 6  =  L ik e S lig h tly  

7  =  L ik e Mo d erately  8  =  L ik e V ery  Mu ch  9  =  L ik e E x trem ely  

1 . Q u o tien t C lin ical, 2 0 1 5 ; v alid ated  taste test created  b y  S en so ry  R esearch  L im ited  

A R D E L Y X  

1 5



P H A S E  3  S T U D Y  O F  R D X 7 6 7 5  IN  H Y P E R K A L E MIA  U N D E R WA Y  

P A R T  A  

P A R T  B  

P atien ts w ith  P o tassiu m  lev el o f �  3 .8  - <  5 .1  are ran d o m ized  

S C R E E N IN G  

P O T A S S IU M 5 .5  T O  <  6 .5  

R D X 7 6 7 5  T IT R A T IO N  

N  =  ~ 2 5 0  

P O T A S S IU M 5 .1  T O  <  5 .5  

P R IMA R Y  E N D P O IN T  

4  WE E K  T R E A T ME N T  P E R IO D  

R D X 7 6 7 5  (F IX E D  D O S E ) 

P L A C E B O  

O P E N  L A B E L  E X T E N S IO N  

P o tassiu m  lev el o f �  3 .8  - <  5 .1  

P R IMA R Y  

E N D P O IN T  # 2  

8  WE E K  P L A C E B O  C O N T R O L L E D  WIT H D R A WA L  

5 0 5 (b )(2 ) p ath w ay  allo w s fo r accelerated  d ev elo p m en t 

P art A  - S in g le-b lin d , 4  w eek  treatm en t 

P rim ary  E n d p o in t : S eru m  p o tassiu m  ch an g e fro m  P art A  b aselin e 

P art B  - D o u b le-b lin d , p laceb o  co n tro lled , ran d o m ized  w ith d raw al fo r 8  w eek s 

P rim ary  E n d p o in t: S eru m  p o tassiu m  ch an g e fro m  P art B  b aselin e (R D X 7 6 7 5  v s p laceb o ) 

O n set-o f-actio n  stu d y  ex p ected  to  read o u t in  2 Q 1 7  (sin g le-b lin d , p laceb o -co n tro lled , p arallel d esig n  to  assess safety  an d  seru m  p o tassiu m ) 

A R D E L Y X  

1 6



H IG H -V A L U E  IMP R O V E ME N T S  O V E R  T O D A Y ’S  T R E A T ME N T S  

C O MME R C IA L  O P P O R T U N IT IE S  

E lim in ates lim itatio n s o f cu rren t an d  fam iliar treatm en t reg im en s 

E n h an ced  to lerab ility  an d  p alatab ility  su p p o rt p atien t ad h eren ce 

L o w  co st o f g o o d s relativ e to  o th er treatm en t o p tio n s 

Man ag eab le d istrib u tio n  m o d el w ith  n o  n eed  fo r refrig eratio n  

S y n erg y  w ith  m u ltip le p ro d u cts in  card io ren al fran ch ise 

E x -U .S . access th ro u g h  strateg ic p artn ersh ip s 

“T h ere is a trem en d o u s o p p o rtu n ity  fo r n ew , w ell-to lerated , p o tassiu m -lo w erin g  d ru g s th at ex ch an g e p o tassiu m  fo r calciu m , in stead  o f p o tassiu m  fo r so d iu m , as cu rren t treatm en ts d o . T h ese h av e b een  asso ciated  w ith  an  in crease in  b lo o d  p ressu re in  p atien ts w ith  C K D  an d  h y p erten sio n  an d  an  in crease in  ed em a in  p atien ts w ith  h eart failu re. A  to lerab le ag en t w o u ld  en ab le p atien ts to  stay  o n  treatm en t fo r lo n g er p erio d s o f tim e w ith  th e p o ten tial to  d eriv e th e g reatest th erap eu tic b en efit.” 

P ro f. B ertran d  P itt 

A R D E L Y X  1 7



E N H A N C IN G  C A R E  O F  

P A T IE N T S  WIT H  

G A S T R O IN T E S T IN A L  

D IS E A S E S  

A R D E L Y X  JP Mo rg an  2 0 1 7  

A n n u al H ealth care C o n feren ce 

N  A  S  D  A  Q  : A  R  D  X



A C C C E L E R A T IN G  D E V E L O P ME N T  O F  N O V E L  G I P O R T F O L IO  

P R O G R A M IN D IC A T IO N  R E S E A R C H  P H A S E  1  P H A S E  2  P H A S E  3  

T E N A P A N O R  (N H E 3  In h ib ito r) IB S -C  

R D X 8 9 4 0  (T G R 5  A g o n ist) G I In d icatio n s 

R D X 0 1 1  (N H E 3  In h ib ito r) G I In d icatio n s 

R D X 0 2 3  (F X R  A g o n ist) G I In d icatio n s 

A R D E L Y X  1 9



IB S -C : U N D E R S E R V E D  A N D  H IG H L Y  B U R D E N S O ME  G I D IS O R D E R  

~ 1 1 M p eo p le in  th e U .S . w ith  IB S -C 1  

MA JO R  R E D U C T IO N  IN  H E A L T H -R E L A T E D  

Q U A L IT Y  O F  L IF E  

an d  w o rk  p ro d u ctiv ity 2  

E C O N O MIC  B U R D E N  

to  so ciety , m an ag ed  care an d  em p lo y ers3  

A D D E D  P A T IE N T  C O S T S  

d u e to  p h y sician  o ffice v isits an d  o u tp atien t serv ices3  

~ 5  d ay s 

“d isru p ted  p ro d u ctiv ity ” d u e to  G I sy m p to m s p er m o n th 4  

1 . H u n g in  2 0 0 5 , L o v ell 2 0 1 2  2 . S h in  2 0 1 5  3 . D o sh i 2 0 1 4  4 . H eid elb au g h , et al 2 0 1 5  

A R D E L Y X  2 0



S T A T IS T IC A L L Y  S IG N IF IC A N T  R E S P O N D E R  R A T E S  IN  T E N A P A N O R  P H A S E  2 B  IB S -C  S T U D Y  

S tatistically  an d  C lin ically  Mean in g fu l C S B M R esp o n d er R ates 

&  C o m b in ed  R esp o n d er R ates 

P E R C E N T  R E S P O N S E  

7 0  6 0  5 0  4 0  3 0  2 0  1 0  0  

P  <  0 .0 0 1  

5 0 .0 %  2 6 .4 %  2 3 .6 %  

C O MB IN E D  R E S P O N D E R (3 ) 

P  <  0 .0 0 1  

6 0 .7 %  2 7 .0 %  3 3 .7 %  

C S B M R E S P O N D E R (2 ) 

P  <  0 .0 2 6  

6 5 .5 %  1 7 .2 %  4 8 .3 %  

A B D O MIN A L  P A IN  R E S P O N D E R (1 ) 

T en ap an o r 5 0  m g  P laceb o  

R esp o n d er in  �  9  o f 1 2  Week s o f T reatm en t an d  

�  3  C S B M P er Week , In clu d in g  3  o f th e L ast 4  T reatm en t Week s 

P E R C E N T  R E P O N S E  

6 0  5 0  4 0  3 0  2 0  1 0  0  

P  =  0 .0 0 4  

2 0 .2 %  1 4 .6 %  5 .6 %  

S U S T A IN E D  C O MB IN E D  R E S P O N D E R (6 ) 

P  =  0 .0 0 2  

2 3 .8 %  1 7 .1 %  6 .7 %  

S U S T A IN E D  C S B M R E S P O N D E R (5 ) 

P  =  0 .0 3 2  

4 7 .6 %  1 6 .1 %  3 1 .5 %  

S U S T A IN E D  A B D O MIN A L  P A IN  R E S P O N D E R (4 ) 

T en ap an o r 5 0  m g  P laceb o  

1 ) D ecrease o f 3 0 %  m ean  ab d o m in al p ain  fro m  b aselin e in  a g iv en  w eek , fo r �  6  o f 1 2  w eek s 

2 ) In crease o f �  1  C S B M fro m  b aselin e in  a g iv en  w eek , fo r �  6  o f 1 2  w eek s 

3 ) C S B M R esp o n d er &  A b d o m in al P ain  R esp o n d er in  th e sam e w eek , fo r �  6  o f 1 2  w eek s 

4 ) D ecrease o f 3 0 %  m ean  ab d o m in al p ain  fro m  b aselin e in  a g iv en  w eek , fo r �  9  o f 1 2  w eek s, in clu d in g  3  o f th e last 4  w eek s 

5 ) In crease o f �  1  C S B M fro m  b aselin e an d  �  3  C S B M in  a g iv en  w eek , fo r �  9  o f 1 2  w eek s, in clu d in g  3  o f th e last 4  w eek s 

6 ) C S B M R esp o n d er &  A b d o m in al P ain  R esp o n d er in  th e sam e w eek , fo r �  9  o f 1 2  w eek s, in clu d in g  3  o f th e last 4  w eek s 

A R D E L Y X  2 1



T E N A P A N O R  S T R O N G  S A F E T Y  P R O F IL E  IN  IB S -C  IN  P H A S E  2 B  

5 0 m g  tw ice d aily  (B ID ): m ild  to  m o d erate A E s 

T en ap an o r h as little to  n o  sy stem ic av ailab ility  

> 3 0 0 0  p lasm a sam p les an aly sed  (> 9 9 %  B L Q ) 

A E s o b serv ed  d u e to  ex ag g erated  p h arm aco lo g y  

A E  S u m m ary  n  (% ) C  

T en ap an o r 5 0  m g  B ID  (n  =  8 9 ) 

P laceb o  (n  =  9 0 ) 

A n y  A E  4 5  (5 0 .6 ) 3 8  (4 2 .2 ) 

T reatm en t-related  A E s 1 7  (1 9 .1 ) 1 3  (1 4 .4 ) 

D iarrh ea A E s(1 ) 1 0  (1 1 .2 ) 0  (0 .0 ) 

S erio u s A E s 0  (0 .0 ) 1  (1 .1 ) 

A E s lead in g  to  d isco n tin u atio n (2 ) 4  (4 .5 ) 3  (3 .3 ) 

A E : A d v erse E v en t 

(1 ) R ep resen ts at least o n e ep iso d e o f d iarrh ea as rep o rted  b y  p atien ts 

(2 ) Mo st co m m o n  A E s lead in g  to  d isco n tin u atio n : d iarrh ea (n  =  3  [3 .4 % ] p atien ts in  5 0  m g  B ID  g ro u p ) 

A R D E L Y X  2 2



T E N A P A N O R  T 3 MP O  P IV O T A L  T R IA L S  U N D E R WA Y  F O R  IB S -C  

T 3 MP O -1 : 1 2 -Week  T en ap an o r IB S -C  P h ase 3  

R A N D O MIZ A T IO N  

T E N A P A N O R  5 0 MG  B ID  

N  =  ~ 3 0 0 /G R O U P  

P L A C E B O  B ID  

P R IMA R Y  E N D P O IN T  

1 2  WE E K  T R E A T ME N T  P E R IO D  

T E N A P A N O R  5 0  MG  B ID  

P L A C E B O  B ID  

T E N A P A N O R  5 0  MG  B ID  

E N D  O F  T R E A T ME N T  

4  WE E K  R A N D O MIZ E D  WIT H D R A WA L  T R E A T ME N T  P E R IO D  

O P E N  L A B E L  E X T E N S IO N  

P rim ary  E n d p o in t: C o m b in ed  R esp o n d er R ate v s p laceb o  (�  6  o f 1 2  w eek s) 

K ey  S eco n d ary  E n d p o in ts: C S B M &  A b d o m in al P ain  R esp o n d er R ates v s p laceb o  (�  6  o f 1 2  w eek s); C o m b in ed , C S B M &  A b d o m in al P ain  R esp o n d er R ates v s p laceb o  (�  9  o f 1 2  w eek s &  S u stain ed  R esp o n d er R ates) 

S am e d esig n  an d  in clu sio n /ex clu sio n  criteria as P h ase 2 b  

E n ro llm en t co m p lete; d ata m id -2 0 1 7  

T 3 MP O -2 : 6 -Mo n th  T en ap an o r IB S -C  P h ase 3  

R A N D O MIZ A T IO N  

T E N A P A N O R  5 0 MG  B ID  

N  =  ~ 3 0 0 /G R O U P  

P L A C E B O  B ID  

P R IMA R Y  E N D P O IN T  

1 2  WE E K  T R E A T ME N T  P E R IO D  

6  - MO N T H  E N D P O IN T  

O P E N  L A B E L  E X T E N S IO N  

P rim ary  E n d p o in t: C o m b in ed  R esp o n d er R ate v s p laceb o  (�  6  o f 1 2  w eek s) 

K ey  S eco n d ary  E n d p o in ts: C S B M &  A b d o m in al P ain  R esp o n d er R ates v s p laceb o  (�  6  o f 1 2  w eek s); C o m b in ed , C S B M &  A b d o m in al P ain  R esp o n d er R ates v s p laceb o  (�  9  o f 1 2  w eek s &  S u stain ed  R esp o n d er R ates); C o m b in ed , C S B M &  A b d o m in al P ain  R esp o n d er R ates v s p laceb o  (�  1 3  o f 2 6  w eek ) 

S am e d esig n  an d  in clu sio n /ex clu sio n  criteria as P h ase 2 b  

D ata b y  y ear en d  2 0 1 7  

T 3 MP O -3  o p en -lab el safety  stu d y  u n d erw ay ; ex p ected  co m p letio n  b y  en d  o f 2 0 1 7  

A R D E L Y X  2 3



F O C U S E D  C O MME R C IA L  E F F O R T  WIL L  D R IV E  T E N A P A N O R  V A L U E  

L arg e p atien t p o p u latio n  th at tak es tim e to  d iag n o se an d  start treatm en t 

6 0 -7 0 %  o f p atien ts try  self-treatm en t b efo re seein g  a p h y sician 1  

P atien ts an d  p h y sician s u n satisfied  w ith  cu rren t treatm en t o p tio n s1  

P atien ts 

P C P s 

O B /G Y N s 

G es 

1  =  n o t at all satisfied  

1 0  =  co m p letely  satisfied  

1  2  3  4  5  6  7  8  9  1 0  

P h y sician s ag ree o n  n eed  fo r n ew , m o re to lerab le an d  efficacio u s IB S -C  treatm en ts2  

R eal w o rld  efficacy  lev els b etw een  3 0 – 5 0 %  in  p ractice 

Man y  p atien ts w ith  so m e treatm en t su ccess ev en tu ally  fail d u e to  co m p lian ce o r p o ssib le tach y p h y lax is 

C O MME R C IA L  O P P O R T U N IT IE S  

O p tim al d ata p ack ag e 

O p tim ized  sales effo rts targ etin g  to p  p rescrib in g  p h y sician s 

T arg eted  an d  efficien t m ark etin g  in v estm en ts en ab le b ro ad  access 

U n iq u e m ark et in sig h ts fro m  in tern al G I p h y sician  ex p erien ce an d  ex p ert k n o w led g e 

L ab el ex p an sio n  o p p o rtu n ities fo r ad d itio n al in d icatio n s 

E x -U .S . access th ro u g h  strateg ic p artn ersh ip s 

1 . C ad en ce Q u alitativ e S tu d y  o n  IB S -C , A p ril 1 4 , 2 0 1 6  (C o m m issio n ed  R esearch ) 

2 . In v en tiv e H ealth  IB S -C  E x p lo rato ry  R esearch  R ep o rt, A p ril 2 7 , 2 0 1 6 . (C o m m issio n ed  R esearch ) 

A R D E L Y X  2 4



WE L L -P O S IT IO N E D  F O R  

S H O R T - &  L O N G -T E R M 

G R O WT H  

A R D E L Y X  

JP Mo rg an  2 0 1 7  

A n n u al H ealth care C o n feren ce 

N A S D A Q : A R D X



U N IQ U E  A P P R O A C H  T O  D R U G  D IS C O V E R Y  

T ech n o lo g y  d esig n ed  to  em u late h u m an  g u t; o ffers p red ictiv e ab ility  fo r d ru g  lead s an d  m ech an ism s 

In teg rated  k n o w -h o w  an d  p ro p rietary  g u t-restrictio n  ch em istry  

D ev elo p m en t o f sm all m o lecu les w ith  o p tim ized  p h arm aceu tical p ro p erties 

B ro ad  ap p licatio n  to  ev alu ate n ew  targ ets, d ru g s an d  m ech an ism s 

Wo rld -C lass S cien tists 

In -V itro  

E x p ertise 

In -V iv o  an d  T ran slatio n al P h arm aco lo g y  

IN T E G R A T E D  D IS C O V E R Y  P L A T F O R M 

G u t-R estrictio n  C h em istry  

G I In fo rm atics 

P ip elin e o f A ssets 

A R D E L Y X  2 6



P L A T F O R M S U P P O R T S  A R D E L Y X  E V O L U T IO N  A N D  G R O WT H  

P ro v id es early  in sig h ts in to  clin ical v iab ility  

G en erates b ro ad  p ip elin e o f clin ical assets 

B ro ad ly  ap p lies to  d iseases b ey o n d  G I an d  card io ren al, en ab les p artn ersh ip  p o ten tial 

2 0 0 8 -2 0 0 9  

E stab lish ed  lead in g  d isco v ery  an d  d esig n  p latfo rm  fo r g u t-restricted  m o lecu les 

D isco v ered  ten ap an o r 

2 0 1 2  

R ep o rted  p o sitiv e ten ap an o r P h ase 2  resu lts fo r IB S -C  

2 0 1 5  

R ep o rted  p o sitiv e ten ap an o r P h ase 2 b  resu lts fo r H P  

In itiated  T 3 MP O  P h ase 3  p ro g ram  fo r IB S -C  

In itiated  ten ap an o r P h ase 3  p ro g ram  in  H P  

D isco v ered  R D X 0 1 1  an d  R D X 0 2 3  

2 0 0 7  

F o u n d ed  b y  p rem ier v en tu re firm s an d  ch em istry  an d  p o ly m er scien tists 

2 0 1 0 -2 0 1 1  

In itiated  ten ap an o r d ev elo p m en t (IN D  filed  O ct. 2 0 1 0 ) 

E x p an d ed  research  p latfo rm  

2 0 1 4  

R ep o rted  p o sitiv e ten ap an o r P h ase 2 b  resu lts fo r fo r IB S -C  

R ep o rted  p o sitiv e fin d in g s fo r ten ap an o r in  H P  

In itiated  ten ap an o r P h ase 2  stu d y  fo r H P  

D isco v ered  R D X 0 1 3  an d  R D X 7 6 7 5  

S u ccessfu l IP O  

2 0 1 6  

Issu ed  C O M p aten t fo r R D X 7 6 7 5  

R ep o rted  p o sitiv e R D X 7 6 7 5  P D  h y p erk alem ia resu lts 

In itiated  R D X 7 6 7 5  P h ase 3  h y p erk alem ia an d  o n set-o f-actio n  trials 

C o m p leted  en ro llm en t in  T 3 MP O -1  trial 

C o m p leted  en ro llm en t in  P h ase 3  H P  trial 

F iled  T G R 5  ag o n ist IN D  

A R D E L Y X  2 7



F IN A N C IA L L Y  S T R O N G  T O  D R IV E  T O WA R D  V IS IO N  

$  C A S H  A N D  

S E C U R IT IE S  O F  

~ $ 2 0 1 M 

1 2 /3 1 /1 6  

$  P IP E L IN E  

IN V E S T ME N T  

$  N O  D E B T  

O P E R A T IN G  

R U N WA Y  

T H R O U G H  2 Q 1 8  

A R D E L Y X  2 8



A R D E L Y X  D E L IV E R S  F O R  2 0 2 1  

D E L IV E R  2 0 2 1  A R D E L Y X  

In d ep en d en t, fu lly  in teg rated , rev en u e-g en eratin g  b io tech  co m p an y  

P ro fitab le card io ren al b u sin ess u n it; am o n g  to p  2  card io ren al co m p an ies in  b io tech  

D o u b le-d ig it g ro w th  in  G I b u sin ess u n it an d  o n  a p ath  to  b lo ck b u ster statu s; am o n g  to p  3  G I co m p an ies in  b io tech  

A p p ro v al in  4 +  card io ren al an d  G I d iseases 

R o b u st p ip elin e o f 4  P h ase 2  assets w ith  

1  IN D  filin g  p er y ear 

A R D E L Y X  2 9



P A S S IO N A T E L Y  C O MMIT T E D  T O  E N H A N C IN G  C A R E  F O R  P E O P L E  WIT H  G I A N D  C A R D IO R E N A L  D IS E A S E S  

“We d o  it all fo r th e p atien ts. We’re co m m itted  to  th e v isio n  o f th e co m p an y  an d  d eliv erin g  o n  th e p ro m ise o f b rin g in g  b etter treatm en ts to  th e p atien ts w h o  n eed  th em .” 

–  C h iam ak a, A rd ely x  q u ality  assu ran ce team  

“Wh o  is A n d rew ? A n d rew  is a h u sb an d , a fath er. I lo v e to  co o k . I’m  th e first co lleg e g rad u ate in  m y  fam ily . S ev en  y ears ag o , I fo u n d  o u t b o th  k id n ey s d o n ’t w o rk  an d  m y  life h as ch an g ed  d ram atically  fo rev er. I tak e m an y  m ed icatio n s, in clu d in g  o n e to  m an ag e p h o sp h o ru s. C an  y o u  im ag in e ch ew in g  th is th in g  ev ery  sin g le tim e y o u  eat? It’s th e size o f a q u arter an d  v ery  d ry  b u t y o u  m u st d o  it. T h ere is a sig n  in  m y  b ed ro o m  th at say s ‘em b race th e jo u rn ey .’ I lo o k  at it ev ery  d ay  an d  rem em b er to  em b race m y  jo u rn ey . Wh at y o u ’re d o in g , creatin g  th is d ru g , a sm all p ill, w o u ld  b e so  h elp fu l fo r p eo p le lik e m e. S o , if y o u  face ch allen g es, I h o p e y o u  can  rem em b er w h at I’v e said  to d ay  an d  u se th at to  p u sh  y o u  th ro u g h .” 

- A n d rew  G o rd o n , d ialy sis p atien t1  

A R D E L Y X  

1 . A n d rew  G o rd o n  is a d ialy sis p atien t w h o  h as n o t b een  treated  w ith  ten ap an o r. 

2 . S to ck  im ag e; d o es n o t rep resen t actu al p atien t 3 0



B A C K -U P  S L ID E S  

A R D E L Y X  

JP Mo rg an  2 0 1 7  

A n n u al H ealth care C o n feren ce 

N A S D A Q : A R D X



T E N A P A N O R  IB S -C  P H A S E  2 B  C L IN IC A L  T R IA L  

D o se-D ep en d en t C S B M R esp o n se Main tain ed  fo r 1 2  Week s 

ME A N  A V E R A G E  WE E K L Y  C S B Ms 

P laceb o  

T en ap an o r 5  m g  B ID  

T en ap an o r 2 0  m g  B ID  

T en ap an o r 5 0  m g  B ID  

7  

6  

5  

4  

3  

2  

1  

0  

-2  -1  0  1  2  3  4  5  6  7  8  9  1 0  1 1  1 2  1  2  3  4  

WE E K  

S C R E E N IN G  T R E A T ME N T  F O L L O W U P  

A R D E L Y X  

C S B M: C o m p lete S p o n tan eo u s B o w el Mo v em en t 

+ p  <  0 .0 5 , ten ap an o r 2 0  m g  B ID  an d  5 0  m g  B ID  ch an g e fro m  b aselin e v ersu s p laceb o  

* p  <  0 .0 5 , ten ap an o r 5 0  m g  B ID  ch an g e fro m  b aselin e v ersu s p laceb o  
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T E N A P A N O R  IB S -C  P H A S E  2 B  C L IN IC A L  T R IA L  

R esp o n d er R ates (�  6  o f 1 2  treatm en t w eek s) 

P E R C E N T  R E S P O N S E  

7 0  

6 0  

5 0  

4 0  

3 0  

2 0  

1 0  

0  

P < 0 .0 0 1  

5 0 .0 %  

2 6 .4 %  

2 3 .6 %  

C O MB IN E D  R E S P O N D E R (3 ) 

P < 0 .0 0 1  

6 0 .7 %  

2 7 .0 %  

3 3 .7 %  

C S B M R E S P O N D E R (2 ) 

P < 0 .0 2 6  

6 5 .5 %  

1 7 .2 %  

4 8 .3 %  

A B D O MIN A L  P A IN  R E S P O N D E R (1 ) 

T en ap an o r 5 0  m g  P laceb o  

C S B M R esp o n d er R ate (P rim ary  E fficacy  E n d p o in t) &  C o m b in ed  R esp o n d er R ate w ere S tatistically  an d  C lin ically  Mean in g fu l 

(1 ) D ecrease o f 3 0 %  m ean  ab d o m in al p ain  fro m  b aselin e in  a g iv en  w eek , fo r �  6  o f 1 2  w eek s 

(2 ) In crease o f �  1  C S B M fro m  b aselin e in  a g iv en  w eek , fo r �  6  o f 1 2  w eek s 3 3  

(3 ) C S B M R esp o n d er &  A b d o m in al P ain  R esp o n d er in  th e sam e w eek , fo r �  6  o f 1 2  w eek s



T E N A P A N O R  IB S -C  P H A S E  2 B  C L IN IC A L  T R IA L  

R esp o n d er R ates (�  9  o f 1 2  treatm en t w eek s) 

P E R C E N T  R E S P O N S E  

6 0  

5 0  

4 0  

3 0  

2 0  

1 0  

0  

P  =  0 .0 1  

2 0 .2 %  

1 3 .5 %  

6 .7 %  

C O MB IN E D  R E S P O N D E R (3 ) 

P  =  0 .0 0 4  

2 3 .8 %  

1 5 .9 %  

7 .9 %  

C S B M R E S P O N D E R (2 ) 

P  =  0 .0 2 2  

4 8 .8 %  

1 7 .3 %  

3 1 .5 %  

A B D O MIN A L  P A IN  R E S P O N D E R (1 ) 

(1 ) D ecrease o f 3 0 %  m ean  ab d o m in al p ain  fro m  b aselin e in  a g iv en  w eek , fo r �  9  o f 1 2  w eek s 

(2 ) In crease o f �  1  C S B M fro m  b aselin e an d  �  3  C S B M/w eek , fo r �  9  o f 1 2  w eek s 3 4  

(3 ) C S B M R esp o n d er &  A b d o m in al P ain  R esp o n d er in  th e sam e w eek , fo r �  9  o f 1 2  w eek s



T E N A P A N O R  E S R D  1 S T  P H A S E  2 B  C L IN IC A L  T R IA L  

E ffects o f T en ap an o r o n  F G F -2 3  (E x p lo rato ry  A n aly sis) 

V ersu s P laceb o  

T reatm en t P ercen t D ecrease p -v alu e 

1  m g  B ID  2 8 %  0 .0 3 6 6  

3  m g  B ID  4 0 %  0 .0 0 1 1  

1 0  m g  B ID  3 8 %  0 .0 0 1 7  

3 0  m g  B ID  3 2 %  0 .0 0 9 9  

3  m g  Q D  2 7 %  0 .0 4 2 6  

3 0  m g  Q D  4 2 %  0 .0 0 1 3  

P laceb o  N A  N A  

N o te: C h an g e fro m  b aselin e (lo g -tran sfo rm ed  d ata) an aly zed  u sin g  an  A N C O V A  w ith  treatm en t as fix ed  facto r an d  b aselin e (lo g -tran sfo rm ed ) as a co v ariate 

O v erall f-test: p -v alu e =  0 .0 1 1 4  

S ig n ifican t resu lts in  F G F -2 3  red u ctio n  are en co u rag in g  

3 5



T E N A P A N O R  E S R D  1 S T  P H A S E  2 B  C L IN IC A L  T R IA L  

P h o sp h o ru s E ffect D o es N o t C o rrelate w ith  D iarrh ea 

S eru m -p h o sp h o ru s (fro m  b aselin e) 

8  

6  

4  

2  

0  

y  =  -0 .0 0 5 x  - 1 .6 1 9 6  

-2  

-4  

-6  

-8  

0  1  2  3  4  5  6  

D iarrh ea sco re 

0  =  N o  ep iso d es o f d iarrh ea 6  =  D isco n tin u ed  d u e to  d iarrh ea 

3 6



R D X 7 6 7 5  P R E C L IN IC A L  S T U D Y  

P reclin ical E fficacy  D em o n strated  in  Male C D 1  Mice 

F ecal P o tassiu m  

E x cretio n  in  

Male C D 1  Mice 

F E C A L  K  (MG  /2 4  H ) 

2 5  

2 0  

1 5  

1 0  

5  

0  

P  <  0 .0 0 0 1  

P  <  0 .0 0 0 1  

P  =  0 .0 4 5  

P  <  0 .0 0 0 1  

P  =  0 .0 0 0 9  

O N E -WA Y  A N O V A  F O L L O WE D  B Y  T U K E Y  T E S T  

(C O MP A R E S  A L L  P O S S IB L E  P A IR S  O F  ME A N S ) 

V E H IC L E  S P S  C A L C IU M P O L Y S T Y R E N E  S U L F O N A T E  R D X 7 6 7 5  

A L L  A T  8 %  IN  F O O D  

3 7



R D X 7 6 7 5  P H A R MA C O D Y N A MIC  C L IN IC A L  T R IA L  

C lin ically  Mean in g fu l P o tassiu m  B in d in g  

R D X 7 6 7 5  d em o n strated  co m p arab le resu lts to  th o se o b serv ed  w ith  S P S  

R D X 7 6 7 5  w as g en erally  w ell-to lerated  at all d o ses ev alu ated  u p  to  2 7 .6  g /d ay  

N o  u n ex p ected  ch an g es o b serv ed  in  o th er fecal electro ly tes m o n ito red , in clu d in g  fecal m ag n esiu m  lev els, w h ich  rem ain ed  u n ch an g ed  fro m  b aselin e 

T h e sam e to tal d o se ad m in istered  o n ce d aily  p ro d u ced  th e sam e resu lts as w h en  sp lit tw ice o r th ree tim es a d ay  - as m easu red  b y  b o th  u rin ary  an d  fecal ex cretio n  

T H E  E F F E C T S  O F  D A IL Y  A D MIN IS T R A T IO N  O F  R D X 7 6 7 5  O N  F E C A L  P O T A S S IU M E X C R E T IO N  

P O T A S S IU M (MG  /2 4  H R ) 

2 0 0 0  

1 5 0 0  

1 0 0 0  

5 0 0  

0  

1  2  3  4  D A Y  

1 3 .8  g  q d  

6 .9  g  b id  

4 .6  g  tid  

T H E  E F F E C T S  O F  D A IL Y  A D MIN IS T R A T IO N  O F  R D X 7 6 7 5  O N  U R IN E  P O T A S S IU M E X C R E T IO N  

P O T A S S IU M (MG  /2 4  H R ) 

5 0 0  

0  

-5 0 0  

-1 0 0 0  

D A Y  

1  2  3  4  5  

1 3 .8  g  q d  

6 .9  g  b id  

4 .6  g  tid  
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MIN IMA L L Y -S Y S T E MIC  T G R 5  A G O N IS T  R D X 8 9 4 0  

E fficacio u s in  a Mo d el o f In flam m ato ry  B o w el D isease 

Min im ally -sy stem ic R D X 8 9 4 0  can d id ate d em o n strates n o  g allb lad d er effects 

R D X 8 9 4 0  in  co m b o  w ith  a D P P IV i sig n ifican tly  im p ro v es co lo n  len g th  an d  co lo n  cy to k in e lev els (IL -6  lev els sh o w n ) in  an  In flam m ato ry  B o w el D isease (IB D ) m o d el 

G allb lad d er E m p ty in g  A ssay  

G A L L B L A D D E R  WE IG H T  / B O D Y  WE IG H T  (MG  /G ) 

2 .0  

1 .5  

1 .0  

0 .5  

0 .0  

S A L IN E  E G G  Y O L K  (O R A L  C H A L L E N G E ) 

O N E -WA Y  A N O V A  WIT H  H O L M-S ID A K ’S  T E S T ; C O MP A R IS O N S  T O  V E H IC L E  /E G G  Y O L K  

V E H IC L E  (N O  E G G ) 

V E H IC L E  

P O S IT IV E  C O N T R O L  

R D X 8 9 4 0  3 0  MG /K G  

C O L O N  L E N G T H  (C M) 

8  

6  

4  

2  

0  

N O  D S S  D S S  

* * * *  

* * * *  

*  

* * * *  

O N E -WA Y  A N O V A  WIT H  H O L M-S ID A K ’S  T E S T  

V E H IC L E  

V E H IC L E  

D P P IV I 

D P P IV I +  R D X 8 9 4 0  

IL  - 6  (P G  /ML ) 

1 0 0 0 0  

1 0 0 0  

1 0 0  

1 0  

1  

N O  D S S  D S S  

* *  

* *  

L IMIT  O F  D E T E C T IO N  

K R U S K A L  - WA L L IS  WIT H  D U N N ’S  T E S T  

V E H IC L E  

V E H IC L E  

D P P IV I 

D P P IV I +  R D X 8 9 4 0  

R D X 8 9 4 0 : IN D  F iled  in  4 Q  2 0 1 6  
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O R A L  P O T A S S IU M S E C R E T A G O G U E  R D X 0 1 3  

P R O O F  O F  C O N C E P T  IN  P R E C L IN IC A L  MO D E L S  

F E C A L  K +  (MG ) 

2 5  

2 0  

1 5  

1 0  

5  

0  

P  =  0 .0 0 0 3  

O N E -WA Y  A N O V A  F O L L O WE D  B Y  T U K E Y  T E S T  

V E H IC L E  

R D X 0 1 3  (3  MG /K G ) 

R D X 0 1 3  (1 0  MG /K G ) 

R D X 0 1 3  (3 0  MG /K G ) 

G o al: 

A n  o ral p o tassiu m  secretag o g u e th at in creases secretio n  b y  1 0  to  2 0  m m o l, sh o w s eq u iv alen ce o r su p erio rity  to  K +  b in d ers as m o n o th erap y  o r in  co m b in atio n  w ith  K +  b in d ers 

4 0
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