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Other Events

On October 27, 2016, ProQR Therapeutics N.V. (the “Company”) held an investor presentation, which was accompanied by a slide presentation. A copy of
the slide presentation is attached hereto as Exhibit 99.1 and is incorporated herein by reference.

The information in Exhibit 99.1 (which is furnished only) of this Report of Foreign Private Issuer on Form 6-K shall not be deemed to be “filed” for purposes
of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that section, and shall not be
incorporated by reference into any registration statement or other document filed under the Securities Act of 1933, as amended, or the Exchange Act, except
as shall be expressly set forth by specific reference in such filing.
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99.1   Slide Presentation, dated October 27, 2016.



SIGNATURES
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Exhibit 99.1
 

P ro Q R ®  A N A L Y S T  &  IN V E S T O R  E V E N T  N A C F C  2 0 1 6 , O rlan d o , F lo rid a D ate: P resen ters: O cto b er 2 7 th , 2 0 1 6  D an iel d e B o er, N o reen  H en ig  an d  JP  C lan cy



A g en d a O v erv iew  an d  in tro d u ctio n  b y  D an iel d e B o er T h e relev an ce o f th e N asal P o ten tial D ifferen ce test in  C F  b y  JP  C lan cy , M.D . R esu lts o f th e Q R -0 1 0  N P D  stu d y  b y  N o reen  H en ig , M.D . P ip elin e an d  p ath  ah ead  b y  D an iel d e B o er Q & A  sessio n  w ith  JP  C lan cy , M.D ., N o reen  H en ig , M.D ., S m ital S h ah  an d  D an iel d e B o er P ro Q R  T h erap eu tics 2



F o rw ard  lo o k in g  statem en ts T h is p resen tatio n  co n tain s fo rw ard -lo o k in g  statem en ts th at in v o lv e su b stan tial risk s an d  u n certain ties. 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 , in clu d in g  b u t n o t lim ited  to , statem en ts reg ard in g  o u r strateg y , fu tu re o p eratio n s, fu tu re p re-clin ical an d  clin ical trial p lan s an d  related  tim in g  o f trials an d  resu lts, research  an d  d ev elo p m en t, fu tu re fin an cial p o sitio n , fu tu re rev en u es, p ro jected  co sts, p ro sp ects, th erap eu tic p o ten tial o f o u r p ro d u cts, p lan s an d  o b jectiv es o f m an ag em en t, are fo rw ard -lo o k in g  statem en ts. T h e w o rd s “aim ,” “an ticip ate,” “b eliev e,” “estim ate,” “ex p ect,” “in ten d ,” “m ay ,” “p lan ,” “p red ict,” “p ro ject,” “targ et,” “p o ten tial,” “w ill,” “w o u ld ,” “co u ld ,” “sh o u ld ,” “co n tin u e,” an d  sim ilar ex p ressio n s are in ten d ed  to  id en tify  fo rw ard -lo o k in g  statem en ts, alth o u g h  n o t all fo rw ard -lo o k in g  statem en ts co n tain  th ese id en tify in g  w o rd s. F o rw ard -lo o k in g  statem en ts rep resen t o u r m an ag em en t’s b eliefs 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 . We m ay  n o t actu ally  ach iev e th e p lan s, in ten tio n s o r ex p ectatio n s d isclo sed  in  o u r fo rw ard -lo o k in g  statem en ts, an d  y o u  sh o u ld  n o t p lace u n d u e relian ce o n  o u r fo rw ard -lo o k in g  statem en ts. A ctu al resu lts o r ev en ts co u ld  d iffer m aterially  fro m  th e p lan s, in ten tio n s an d  ex p ectatio n s d isclo sed  in  th e fo rw ard -lo o k in g  statem en ts w e m ak e. T h e fo rw ard -lo o k in g  statem en ts co n tain ed  in  th is p resen tatio n  reflect o u r cu rren t v iew s w ith  resp ect to  fu tu re ev en ts, an d  w e assu m e n o  o b lig atio n  to  u p d ate an y  fo rw ard -lo o k in g  statem en ts ex cep t as req u ired  b y  ap p licab le law . T h ese fo rw ard -lo o k in g  statem en ts are su b ject to  a n u m b er o f risk s, u n certain ties an d  assu m p tio n s, in clu d in g  th o se th at m ay  b e d escrib ed  in  g reater d etail in  th e an n u al rep o rt filed  o n  F o rm  2 0 -F  fo r th e y ear en d ed  D ecem b er 3 1 , 2 0 1 5  th at w e h av e filed  w ith  th e U .S . S ecu rities an d  E x ch an g e C o m m issio n  (th e “S E C ”) an d  an y  su b seq u en t filin g s w e h av e m ad e w ith  th e S E C . We h av e in clu d ed  im p o rtan t facto rs in  th e cau tio n ary  statem en ts in clu d ed  in  th at an n u al rep o rt, p articu larly  in  th e R isk  F acto rs sectio n , an d  su b seq u en t filin g s w ith  th e S E C  th at w e b eliev e co u ld  cau se actu al resu lts o r ev en ts to  d iffer m aterially  fro m  th e fo rw ard -lo o k in g  statem en ts th at w e m ak e. P ro Q R  T h erap eu tics 3



P ro Q R ’s C F  jo u rn ey  F ro m  an  id ea to  clin ical p ro o f o f co n cep t in  4  y ears L eid en , T h e N eth erlan d s &  P alo  A lto , C A  2 0 1 2  2 0 1 3  2 0 1 4  2 0 1 5  2 0 1 6  F o u n d in g  o f P ro Q R  aro u n d  an  id ea to  im p act C F  u sin g  R N A  rep air S aliv a secretio n  assay  in  h o m o zy g o u s D F 5 0 8  m o u se m o d el sh o w ed  n ear w ild  ty p e fu n ctio n al resto ratio n  D eliv ery  fu rth er d e-risk ed  th ro u g h  co m p ellin g  in  v itro  an d  in  v iv o  d ata in  C F  lik e m u cu s S tro n g  fu n ctio n al N P D  d ata in  h o m o zy g o u s D F 5 0 8  m o u se m o d el –  u p  to  8 0 %  resto ratio n  S tart o f tw o  g lo b al clin ical stu d ies o f Q R -0 1 0  in  8 0  C F  p atien ts P o sitiv e clin ical p ro o f o f co n cep t fo r Q R -0 1 0  w ith  stro n g  N P D  resp o n se in  h o m o zy g o u s D F 5 0 8  p atien ts P ro Q R  T h erap eu tics 4



C F T R  is h y d ratin g  m u cu s in  n o rm al lu n g  cell C F T R  C h lo rid e R N A  D N A  C F T R  in  n o rm al lu n g  cell: • In  h ealth y  p eo p le C F T R  p ro tein  is fo rm ed  • C F T R  p ro tein  acts as a ch lo rid e ch an n el • D u e to  ch lo rid e tran sp o rt th e ex tracellu lar m u cu s is h y d rated  P ro Q R  T h erap eu tics 5



A b sen ce o f C F T R  is lead in g  to  d eh y d ratio n  o f m u cu s C F T R  C h lo rid e R N A  D N A  C F T R  in  C F  lu n g  cell: • In  C F  p atien ts n o  fu n ctio n al C F T R  p ro tein  is fo rm ed  • In  ab sen ce o f C F T R  ch lo rid e can  n o t flo w  o u t o f th e cell • D u e to  th e lack  o f ch lo rid e tran sp o rt th e ex tracellu lar m u cu s d eh y d rates P ro Q R  T h erap eu tics 6



C F T R  an d  E N aC  ch an n els in  n o rm al lu n g  cell E N aC  C F T R  D o w n  reg u lato r S o d iu m  C h lo rid e In  h ealth y  p eo p le: • C F T R  an d  E N aC  co o p erate to  reg u late C h lo rid e an d  S o d iu m  b alan ce • C F T R  is a d o w n  reg u lato r o f E N aC  ch an n el activ ity  P ro Q R  T h erap eu tics 7



C F T R  an d  E N aC  ch an n els in  C F  lu n g  cell E N aC  C F T R  D o w n  reg u lato r S o d iu m  C h lo rid e In  C F  p atien ts: • In  ab sen ce o f C F T R  p ro tein  E N aC  is u n reg u lated  an d  th u s h y p eractiv e • T h is co n trib u tes to  th e C F  p h en o ty p e P ro Q R  T h erap eu tics 8



E N aC  C F T R  D o w n  reg u lato r C o n firm atio n : D o w n reg u latio n  o f E N aC  (Max  B asal P D ) C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) n o rm alized  at 0  C l tim ep o in t 2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l u n its =  tim e in  m in u tes C F  p atien t WT  N P D  is th e o n ly  d irect in  v iv o  m easu rem en t o f C F T R  activ ity : • R esto ratio n  o f C F T R  activ ity  is th e p rim ary  m easu rem en t C F T R  activ ity  is m easu red  o n  th e rig h t • D o w n reg u latio n  o f E N aC  is in d irect effect o f C F T R  E N aC  activ ity  as m easu red  b y  so d iu m  tran sp o rt is m easu red  o n  th e left (Max  B asal P D ) P rim ary : Im p ro v em en t in  ch lo rid e tran sp o rt P ro Q R  T h erap eu tics 9



C F T R  resto ratio n  co n firm ed  b y  E N aC  n o rm alizatio n  

B asal P D  (E N aC )

C h an g e fro m  b aselin e 

9 .2 m V  

P = 0 .0 3 7 1  

C F T R  activ ity  is co n firm ed  b y  n o rm alizatio n  o f E N aC  activ ity  

T o tal C h lo rid e T ran sp o rt (C F T R ) ch an g e fro m  b aselin e -4 .1 m V  

P = 0 .0 3 8 9  

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

n o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l 

u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 1 0



P u ttin g  Q R -0 1 0  N P D  resu lts in  p ersp ectiv e 

T o tal C h lo rid e T ran sp o rt 

N o n -C y stic 

-6 .6  m V  

F ib ro sis N P D  

T D N  C en ter o f C F T R  d etectio n  

-4 .1  m V  

H o m o zy g o u s 

5 0 %  

F 5 0 8  +  Q R -0 1 0  

S erm et-G au d elu s et al, 

o f C F  p atien ts 

N A C F C , 2 0 1 6  

-3 .5  m V  

G 5 5 1  D  

5 %  

+  K aly d eco  (1 5 0  m g ) 

A ccu rso  et al N E JM, 2 0 1 0  

o f C F  p atien ts 

C F  p atien ts w ith  

-2  m V  

m ild er p h en o ty p e 

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

C lassical C F  w ith  sev ere 

p h en o ty p e lik e F 5 0 8  

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

+  2 .1 6  m V  

H o m o zy g o u s F 5 0 8  

fro m  p laceb o  

+  L u m acafto r (2 0 0 m g ) 

In terp retatio n s are ad ap ted  fro m  p u b licatio n s 

C lan cy  et al, T h o rax  2 0 1 2  

T reatm en t p erio d  fo r all m en tio n  th erap ies is 2 8  d ay s 

P ro Q R  T h erap eu tics 1 1



T h e relev an ce o f th e N asal P o ten tial 

D ifferen ce test in  C F  

B y  JP  C lan cy , MD  

P ro fesso r o f P ed iatrics, R esearch  D irecto r P u lm o n ary  Med icin e

C in cin n ati C h ild ren ’s H o sp ital 

P ro Q R  T h erap eu tics 1 2



N P D  is th e o n ly  d irect m easu rem en t o f C F T R  fu n ctio n  

N P D  is o n ly  d irect m easu rem en t o f b o th  so d iu m  an d  ch lo rid e ch an n el fu n ctio n  

C F T R  d o w n reg u latio n  o f E N aC  is w ell u n d ersto o d  

A  resp o n se o n  b o th  ch lo rid e tran sp o rt an d  ch an g e in  b asal P D  p ro v id es v alid atio n  o f a fu n ctio n in g  C F T R  

N asal ep ith eliu m  w ell rep resen ts (in  h isto lo g y  an d  io n  tran sp o rt) th e lu n g  ep ith eliu m  

C F  

C aC C  

A T P  

Iso p ro teren o l 

n o  ch lo rid e 

A m ilo rid e 

B aselin e 

A  

co n tro l 

C F T R  

B  

P ro Q R  T h erap eu tics 1 3



N P D  m eth o d s an d  in terp retatio n  is stan d ard ized  

N IH -P A  A u th o r Man u scrip t N IH - 

N A T IO N A L  IN S T IT U T E S  O F  H E A L T H  

N IH  P u b lic A ccess 

A u th o r Man u scrip t 

Meth o d s Mo l B io l. A u th o r m an u scrip t; av ailab le in  P MC  2 0 1 3  S ep tem b er 0 3 . 

P u b lish ed  in  fin al ed ited  fo rm  as: 

Meth o d s Mo l B io l. 2 0 1 1  ; 7 4 1 : 6 9 -8 6 . d o i:1 0 .1 0 0 7 /9 7 8 -1 -6 1 7 7 9 -1 1 7 -8 _ 6 . 

N asal P o ten tial D ifferen ce Measu rem en ts to  A ssess C F T R  Io n  C h an n el A ctiv ity  

S tev en  M. R o w e, 

D ep artm en ts o f Med icin e, P ed iatrics, an d  P h y sio lo g y  an d  B io p h y sics MC L M, U n iv ersity  o f A lab am a, 3 5 2 9 4 -0 0 0 6 , B irm in g h am , A L , U S A  

Jean -P au l C lan cy , an d  

D ep artm en ts o f Med icin e, P ed iatrics, an d  P h y sio lo g y  an d  B io p h y sics MC L M, U n iv ersity  o f A lab am a, 3 5 2 9 4 -0 0 0 6 , B irm in g h am , A L , U S A  

Mich ael Wilsch an sk i 

R esp irato ry  Med icin e an d  C y stic F ib ro sis C en ter, S h aare Z ed ek  Med ical C en ter, 9 1 0 3 1 , Jeru salem , Israel 

S tev en  M. R o w e: sm ro w e@u ab .ed u ; Jean -P au l C lan cy : jo h n .clan cy @cch m c.o rg  

O P E N  A C C E S S  F reely  av ailab le o n lin e P L O S  O N E  

O p tim izin g  N asal P o ten tial D ifferen ce A n aly sis fo r C F T R  Mo d u lato r D ev elo p m en t: A ssessm en t o f Iv acafto r in  C F  S u b jects w ith  th e G 5 5 1 D -C F T R  Mu tatio n  

S tev en  M. R o w e1 , B o  L iu 1 , A u b rey  H ill1 , H eath er H ath o rn e1 , Mo rty  C o h en 2 a, Jo h n  R . B eam er2 b , 

F ran k  J. A ccu rso 3 , Q u n m in g  D o n g 4 , C lau d ia L . O rd o n ez4 c, A n n e J. S to n e4 , E ric R . O lso n 4 , 

Jo h n  P . C lan cy 5 * , fo r th e V X 0 6 -7 7 0 -1 0 1  S tu d y  G ro u p  

P ro Q R  T h erap eu tics 1 4



R elev an ce o f N P D  fo r th e lo w er airw ay  

D etectio n  o f C y stic F ib ro sis T ran sm em b ran e C o n d u ctan ce R eg u lato r A ctiv ity  in  E arly -P h ase C lin ical T rials 

S tev en  M. R o w e1 ,2 ,3 ,4 , F ran k  A ccu rso 5 , an d  Jo h n  P . C lan cy 3 ,4  

1 D ep artm en t o f Med icin e, 2 D ep artm en t o f P h y sio lo g y  an d  B io p h y sics, 3 D ep artm en t o f P ed iatrics, an d  4 C y stic F ib ro sis R esearch  C en ter, 

U n iv ersity  o f A lab am a at B irm in g h am , B irm in g h am , A lab am a; an d  5 D ep artm en t o f P ed iatrics, U n iv ersity  o f C o lo rad o , D en v er, C o lo rad o  

“T h e n asal ep ith eliu m  is a faith fu l rep resen tatio n  o f th e h isto lo g ic an d  io n  tran sp o rt featu res o f th e p u lm o n ary  ep ith eliu m , su p p o rtin g  its u se as a b io m ark er fo r th e lo w er airw ay .” 

R o w e, A ccu rso , C lan cy . P A T S  2 0 0 7  

P ro Q R  T h erap eu tics 1 5



C F T R -d ep en d en t IS C  

B ro n ch ial C u rren t (A /cm 2  ) 

4  0  

3  0  

2  0  

1  0  0  -1  0  

p  <  0  .0  0  5  

R 2 : 0  . 6  4  2  

5  1  0  1  5  2  0  

N asal C u rren t (A /cm 2  ) 

G o o d  co rrelatio n  b etw een  b ro n ch ial cu rren t an d  N asal cu rren t 

1 5 5  

C H A R A C T E R IZ A T IO N  O F  B R U S H E D  H U MA N  U P P E R  A N D  L O WE R  A E C S  T O  D E T E C T  A N D  Q U A N T IF Y  C F T R  F U N C T IO N  

F ilb ran d t, E .; O stm an n , A .J.; B rew in g to n , J.; S treck er, L .; 

C lan cy , J.P . P u lm o n ary  Med icin e, C in cin n ati C h ild ren ’s H o sp ital 

Med ical C en ter, C in cin n ati, O H , U S A  

G o o d  co rrelatio n  in  k ey  m easu res 

C in cin n ati C h ild ren ’s 

ch an g in g  th e o u tco m e to g eth er



R esu lts Q R -0 1 0  

N asal P o ten tial D ifferen ce stu d y  

B y  N o reen  R . H en ig , MD  

P ro Q R  T h erap eu tics 1 7



Q R -0 1 0  fo r F 5 0 8  cy stic fib ro sis 

C F T R  

Q R -0 1 0  

S in g le stran d ed  3 3 -m er R N A  

o lig o n u cleo tid e 

P = S  an d  2 ’O m e ch em ically  m o d ified  

fo r stab ility  an d  u p tak e 

D esig n ed  to  targ et F 5 0 8  m u tatio n  

F o rm u lated  in  salin e so lu tio n  

In h aled  d eliv ery  fo r efficien t lu n g  

d eliv ery  an d  sy stem ic u p tak e 

D eliv ered  b y  P A R I eflo w  N eb u lizer 

Q R -0 1 0  

F 5 0 8  

G  A  A  

3 ’ U U U C U U U U A U A G U A A C C A C A A A G G A U A C U A  

5 ’ A U U A A A G A A A A U A U C A U U G G U G U U U C C U A U G A U G A A  

P ro Q R  T h erap eu tics 1 8



P re-clin ical d ata su p p o rts Q R -0 1 0  can  resto re C F T R  fu n ctio n  

G L P  T o x  

2 8  d ay s in  m ice 

N o  D L T  u p  to  h ig h  d o se (3 0 m g /k g ) fo r 2 8  d ay s in  m o n k ey s 

In h aled  A d m in istratio n  to  th e L u n g  

In  v itro  C F  m u cu s p en etratio n  

S im ilar b io d istrib u tio n  b etw een  w ild -ty p e an d  m ice w ith  C F  lu n g  p h en o ty p e 

F u n ctio n al R esto ratio n  o f C F T R  R esp o n se 

T w o  in  v itro  m o d els: 

MQ A E  

U ssin g  C h am b er 

U p  to  8 0 %  resto ratio n  o f w ild -ty p e C F T R  resp o n se in  tw o  in d ep en d en t 

F 5 0 8  m o u se assay s: 

S aliv a S ecretio n  assay  

N asal P o ten tial D ifferen ce assay  

Mo d e o f actio n  research  o n g o in g  

Mo u se 

N asal P o ten tial d ifferen ce (m v ) 

1 0  0  -1 0  -2 0  -3 0  

am ilo rid e zero  ch lo rid e iso p reteren o l 

T im e (m in ) 

P ro Q R  T h erap eu tics



Q R -0 1 0  

P Q -0 1 0 -0 0 2  P ro o f o f C o n cep t stu d y  

S creen in g  B aselin e D ay  1 5  D ay  2 6  (E O T ) E n d  o f S tu d y  

N P D  N P D  &  N asal S am p le N P D  N P D  &  N asal S am p le N P D  

1 4  D ay  S C R E E N IN G  2 8  D ay  T R E A T ME N T  P E R IO D  2 1  D ay  F O L L O W-U P  

=  D o se A d m in istered  

D esig n  

8  F 5 0 8  h o m o zy g o u s an d  8  co m p o u n d  h etero zy g o u s p atien ts F 5 0 8  C F  p atien ts > 1 8 y r 

Mu ltip le d o se d esig n : 1 2  d o ses (3  p er w eek  x  4  w eek s) 

In tran asal ad m in istratio n  

5  N P D  referen ce sites in  E U  (C T N ) an d  N o rth  A m erica (T D N ) 

E n d p o in ts 

C F T R -m ed iated  to tal ch lo rid e tran sp o rt (p rim ary ) 

S o d iu m  tran sp o rt m easu red  b y  B asal P D  

S afety , S N O T -2 2  an d  N E R S  assessm en t 

S w eat ch lo rid e test 

P ro Q R  T h erap eu tics 2 0



N P D  cen ters o f ex cellen ce 

S tev e R o w e, MD  –  C en tral, b lin d ed  read er 

S tu art E lb o rn , MD  –  C h airm an , A d ap tiv e D esig n  R ev iew  C o m m ittee 

Marcu s Mall, MD  –  A D R C  m em b er 

Marty  S o lo m o n , MD  –  U n iv ersity  o f A lab am a 

D av id  N ich o ls, MD  an d  Jerry  N ick , MD  –  N atio n al Jew ish  Med ical &  R esearch  

C en ter 

JP  C lan cy , MD  –  U n iv ersity  o f C in cin n ati 

Isab elle S erm et, MD  –  IN S E R M U  1 1 5 1 , H ô p ital N eck er – E n fan ts Malad e 

C h ristian e d e B o eck , MD  –  K U L  

S tan d ard  O p eratin g  P ro ced u res o f C F F -T D N  an d  E C F S -C T N  

P ro Q R  T h erap eu tics 2 1



N P D : Max im ize p o ten tial as a u sefu l en d p o in t 

D esig n  

C o n tro ls 

In clu sio n  criteria 

Well-d efin ed  an aly sis 

an d  m eth o d s 

E n d p o in ts (ch lo rid e 

resp o n se an d  

co n firm ato ry  b asal P D ) 

E x ecu tio n  

C en ters o f ex cellen ce 

S tan d ard ized  m eth o d s 

(S O P ) 

C en tral su p p lies 

Min im izin g  o p erato r 

v ariab ility  

In d ep en d en t 

an aly sis 

B lin d ed  cen tral 

in d ep en d en t N P D  

read er 

V alid atio n  b y  

in d ep en d en t d ata 

rev iew  co m m ittee 

P ro Q R  T h erap eu tics 2 2



D em o g rap h ics 

H o m o zy g o u s H etero zy g o u s C o h o rt 

C o h o rt (C o h o rt 1 ) (C o h o rt 2 ) 

C h aracteristic S afety  P o p u latio n  S afety  P o p u latio n  

(N = 1 0 ) (N = 8 ) 

A g e (y ears) 

Mean  (S D ) 2 5 .8 0 (6 .7 ) 3 6 .0 (1 5 .8 ) 

Min , Max  1 9 , 3 6  1 8 , 6 3  

S ex , n  (% ) 

Male 6 (6 0 % ) 4 (5 0 .0 % ) 

F em ale 4 (4 0 % ) 4 (5 0 .0 % ) 

R ace, n  (% ) C au casian  1 0 (1 0 0 % ) 8 (1 0 0 .0 % ) 

B MI (k g /m 2 ) 

Mean  (S D ) 2 2 .8 (2 .8 ) 2 3 .1 (3 .3 ) 

Min , Max  1 9 .8 , 2 8 .2  1 9 .8 , 2 8 .4  

P red icted  F E V 1  (% ) 

Mean  (S D ) 7 4 .2 (1 7 .4 ) 7 4 .9 (1 6 .9 ) 

Min , Max  4 5 .2 , 1 0 8 .8  5 2 .3 , 9 8 .1  

S w eat C h lo rid e (m m o l/L ) 

Mean  (S D ) 9 8 .7 (1 5 .0 ) 1 0 3 .9 (1 8 .0 ) 

Min , Max  7 8 .0 , 1 1 7 .5  8 6 .0 , 1 3 4 ,0  

B aselin e C F T R -Med iated  T o tal C h lo rid e T ran sp o rt (m V ) 

Mean  (S D ) -1 .2 (5 .8 ) -2 .4 (5 .9 ) 

Min , Max  -1 1 .1 , 6 .4  -1 3 .9 , 6 .3  

B aselin e S N O T -2 2  T o tal S co re 

Mean  (S D ) 1 4 .9 (5 .9 ) 1 9 .1 (1 7 .7 ) 

Min , Max  8 .0 , 2 4 .0  5 .0 , 5 9 .0  

K ey  tak eaw ay s: 

A d u lt su b jects w ith  classic 

F 5 0 8  p h en o ty p e 

P ro Q R  T h erap eu tics 2 3



P relim in ary  safety  &  to lerab ility  d ata 

P o o led  C o h o rts 

T reatm en t-E m erg en t A d v erse E v en ts O ccu rrin g  in  > 1 0 %  S u b jects b y  P referred  T erm  

S afety  P o p u latio n  (P o o led  C o h o rts); N = 1 8  

N  (% ) 

S u b jects w ith  S erio u s A d v erse E v en ts 0 (0 ) 

S u b jects w ith  at least o n e T E A E  1 5 (8 3 .3 ) 

G astro in testin al d iso rd ers 

N au sea 3 (1 6 .7 ) 

G en eral d iso rd ers an d  ad m in istratio n  site co n d itio n s 

F atig u e 4 (2 2 .2 ) 

P y rex ia 4 (2 2 .2 ) 

N erv o u s S y stem  D iso rd ers 

H ead ach e 2 (1 1 .1 ) 

R esp irato ry , th o racic an d  m ed iastin al d iso rd ers 

C o u g h  4 (2 2 .2 ) 

E p istax is 2 (1 1 .1 ) 

R esp irato ry  T ract C o n g estio n  2 (1 1 .1 ) 

R h in o rrh o ea 3 (1 6 .7 ) 

S in u s C o n g estio n  2 (1 1 .1 ) 

N asal C o n g estio n  2 (1 1 .1 ) 

P articip atio n : 

N o  d isco n tin u atio n s 

1 7  o f 1 8  p atien ts receiv ed  

all 1 2  d o ses 

1  p atien t receiv ed  1 1  

d o ses 

K ey  tak eaw ay s: 

N o  S A E s o b serv ed  in  

treatm en t an d  fo llo w  u p  

p erio d s 

A E  p ro file co n sisten t w ith  

w h at is ex p ected  in  C F  

p o p u latio n  

P ro Q R  T h erap eu tics 2 4



Q R -0 1 0  m eets p rim ary  en d p o in t in  h o m o zy g o u s p atien ts 

Measu red  b y  C F T R  m ed iated  to tal ch lo rid e tran sp o rt 

C h an g e fro m  B aselin e 

C F T R -Med iated  T o tal C h lo rid e T ran sp o rt 

(m V ) Mean  + /- S E M 

T reatm en t F o llo w -u p  

C h lo rid e tran sp o rt im p ro v em en t 

-3 .0  m V  p = 0 .0 7 9 7  

-4 .1  m V  p = 0 .0 3 8 9  

-3 .7  m V  p = 0 .0 7 2 1  

2  0  -2  -4  -6  -8  

B aselin e D ay  1 5  D ay  2 6 (E o T ) D ay  4 7  

K ey  tak eaw ay s: 

S tro n g  resp o n se in  C F T R  

m ed iated  ch lo rid e 

tran sp o rt 

S tatistically  sig n ifican t 

resp o n se p er-p ro to co l 

su b jects 

D u rab le resp o n se 2 1  d ay s 

p o st treatm en t 

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

n o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l 

u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 2 5



A ll m eth o d s sh o w  C F T R  resp o n se in  h o m o zy g o u s p atien ts 

D ifferen t m eth o d s to  d eterm in es C F T R  resp o n se 

ev alu ab le p o p u latio n  (N = 7 ) 

C h an g e fro m  B aselin e 

C F T R -Med iated  T o tal C h lo rid e T ran sp o rt 

(m V ) Mean  + /- S E M 

-1 0  -8  -6  -4  -2  0  2  

T reatm en t F o llo w -u p  

A  L  R  MP  L P  

A  L  R  MP  L P  

A  L  R  MP  L P  

D ay  1 5  D ay  2 6 (E o T ) D ay  4 7  

A v erag e N o strils (A ) 

L eft N o stril (L ) R ig h t N o stril (R ) 

Mo st P o larized  N o stril C arried  F o rw ard  (MP ) 

L east P o larized  N o stril P er T im ep o in t (L P ) 

K ey  tak eaw ay s: 

Irresp ectiv e o f th e ch o sen  m eth o d  o f an aly sis an  im p ro v em en t is o b serv ed  

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

n o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l 

u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 2 6



B asal P D  ch an g e co n firm s C F T R  activ ity  

S o d iu m  tran sp o rt m easu red  b y  B asal P D  

Max  B asal P D  (m v ) 

C h an g e fro m  B aselin e 

Mean  + /- S E M 

1 5  1 0  5  0  -5  

T reatm en t F o llo w -u p  

S o d iu m  tran sp o rt im p ro v em en t 

=  -2 .9  m V  p = 0 .8 6 1 5  

=  + 9 .2  m V  p = 0 .0 3 7 1  

=  + 2 .2 m v  p  = 0 .2 2 1 4  

B aselin e D ay  1 5  D ay  2 6  (E o T ) D ay  4 7  

A v erag e N o strils (A ) 

Mo st P o larized  N o strils C arried  F o rw ard  (MP ) 

L eft N o strils (L ) 

L east P o larized  N o strils P er T im ep o in t (L P ) 

R ig h t N o strils (R ) 

K ey  tak eaw ay s: 

Max  B asal P D  is d irect m easu rem en t o f E N aC  activ ity  as m easu red  b y  so d iu m  tran sp o rt 

B asal P D  co n firm s fu n ctio n al d ata fo r C F T R  activ ity  

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

N o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l 

u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 2 7



A ll m eth o d s sh o w  B asal P D  resp o n se 

D ifferen t m eth o d s to  d eterm in es B asal P D  resp o n se 

ev alu ab le p o p u latio n  (N = 7 ) 

C h an g e fro m  B aselin e 

Max  B asal P D  (m v ) 

Mean  + /- S E M 

T reatm en t F o llo w -u p  

A  L  R  MP  L P  

A  L  R  MP  L P  

A  L  R  MP  L P  

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

D ay  1 5  D ay  2 6  (E o T ) D ay  4 7  

K ey  tak eaw ay s: 

Irresp ectiv e o f th e ch o sen  m eth o d  o f an aly sis an  im p ro v em en t is o b serv ed  

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

N o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l 

u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 2 8



H etero zy g o u s C F T R  resp o n se 

C h an g e fro m  B aselin e C F T R -Med iated  T o tal C h lo rid e T ran sp o rt 

(m v ) Mean  + /- S E M 

8  6  4  0  2  0  -2  

T reatm en t F o llo w -u p  

C h lo rid e tran sp o rt im p ro v em en t 

= 2 .4 m v  p = N S  

= 2 .2 m V  p = N S  

= 3 .0 m v  p = N S  

B aselin e D ay  1 5  D ay  2 6  (E o T ) D ay  4 7  

F u n ctio n al C lass 

S u b ject n u m b ers 

Mu tatio n  

L eg acy  N o m en clatu re 

1 0 1 2 0 2  

p .G ln 4 9 3  [sto p ] 

Q 4 9 3 X  

1 0 1 2 0 4  

c.4 8 9 + 1  G > T  [sp licin g ] 

6 2 1 + 1  G > A  

2 0 3 2 0 3  

p .T y r1 0 9 2  [sto p ] 

Y 1 0 9 2 X  

7 0 1 2 0 3  

c.1 5 8 5 -1  G > A  [sp licin g ] 

1 7 1 7 -1  G > A  

1 0 2 2 0 2  

p .A sn 1 3 0 3 L y s 

N 1 3 0 3 K  

1 0 3 2 0 5  

p .Ile3 3 6 L y s 

I3 3 6 K  

7 0 1 2 0 4  

p .G ly 6 2 8 A rg  

G 6 2 8 R  

V  

1 0 3 2 0 8  

c.2 6 5 7 + 5  G > A  [sp licin g ] 

2 7 8 9 + 5  G > A  

K ey  tak eaw ay s: 

F u rth er p re-clin ical research  n ecessary  b efo re stu d y in g  m o re p atien ts 

Im p act o f seco n d  allele n eed s to  b e in v estig ated  

8  d ifferen t seco n d  m u tatio n s 

R esp o n d er an aly sis is o n g o in g  

C F T R  m ed iated  to tal ch lo rid e tran sp o rt (m v ) 

N o rm alized  at 0  C l tim ep o in t 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

rin g er’s am ilo rid e zero  ch lo rid e iso p ro teren o l u n its =  tim e in  m in u tes 

C F  p atien t 

WT  

P ro Q R  T h erap eu tics 2 9



P Q -0 1 0 -0 0 2 : N P D  p ro o f o f co n cep t stu d y  

C o n clu sio n s 

Q R -0 1 0  im p ro v es C F T R  fu n ctio n  in  su b jects w ith  C F  d u e to  rF 5 0 8  m u tatio n  

T im ep o in t 

C F T R  – m ed iated  T o tal C h lo rid e R esp o n se [Mean  ±  S E M, m V ] 

p -v alu e 

D ay  1 5  - 3 .0  ±  1 .9  0 .0 7 9 7  

D ay  2 6  (E O T ) - 4 .1  ±  1 .9  0 .0 3 8 9  

D ay  4 7  - 3 .7  ±  2 .2  0 .0 7 2 1  

A  tren d  fo r d u rab ility  o f effect w as o b serv ed  2 1  d ay s after last d o se (d ay  4 7 ) 

Q R -0 1 0  im p ro v em en t in  C F T R  fu n ctio n  is also  su p p o rted  a p o sitiv e so d iu m  tran sp o rt sig n al (m ax  b asal P D ) 

Q R -0 1 0  ch an g es in  n asal p o ten tial is co m p arab le to  d ata p u b lish ed  fo r iv acafto r (G 5 5 1 D ) an d  su p erio r to  d ata p u b lish ed  o n  lu m acafto r alo n e (rF 5 0 8 ) 

F irst clin ical d ata d e-risk s d ev elo p m en t o f Q R -0 1 0  b y  co n firm in g  p re-clin ical fin d in g s 

P ro Q R  T h erap eu tics 3 0



P u ttin g  Q R -0 1 0  N P D  resu lts in  p ersp ectiv e 

T o tal C h lo rid e T ran sp o rt 

N o n -C y stic F ib ro sis N P D  T D N  C en ter o f C F T R  d etectio n  

-6 .6  m V  

-4 .1  m V  H o m o zy g o u s rF 5 0 8  +  Q R -0 1 0  S erm et-G au d elu s et al, N A C F C , 2 0 1 6  

5 0 %  

o f C F  p atien ts 

-3 .5  m V  G 5 5 1 D  +  K aly d eco  (1 5 0  m g ) A ccu rso  et al N E JM, 2 0 1 0  

5 %  o f C F  p atien ts 

-2  m V  C F  p atien ts w ith  m ild er p h en o ty p e 

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

C lassical C F  w ith  sev ere p h en o ty p e lik e rF 5 0 8  

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

+ 2 .1 6  m V  fro m  p laceb o  

H o m o zy g o u s rF 5 0 8  

+  L u m acafto r (2 0 0 m g ) 

C lan cy  et al, T h o rax  2 0 1 2  

In terp retatio n s are ad ap ted  fro m  p u b licatio n s 

T reatm en t p erio d  fo r all m en tio n  th erap ies is 2 8  d ay s 

P ro Q R  T h erap eu tics 
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P u ttin g  Q R -0 1 0  N P D  resu lts in  p ersp ectiv e 

K ey  tak eaw ay s: 

Q R -0 1 0  im p ro v es C F T R  fu n ctio n  in  rF 5 0 8  h o m o zy g o u s p atien ts 

Im p ro v ed  to tal ch lo rid e resp o n se w h ich  sh o w s d irect activ ity  

Im p ro v ed  m ax  b asal P D  w h ich  sh o w s d o w n -reg u latio n  o f so d iu m  ch an n els 

S in g le ag en t, in n o v ativ e ap p ro ach  fo r rF 5 0 8  p atien ts 

V alid ates p re-clin ical d ata 

N o n -C y stic 

-6 .6  m V  F ib ro sis N P D  

T D N  C en ter o f C F T R  d etectio n  

-4 .1  m V  H o m o zy g o u s rF 5 0 8  +  Q R -0 1 0  

S erm et-G au d elu s et al, N A C F C , 2 0 1 6  

5 0 %  o f C F  p atien ts 

-3 .5  m V  G 5 5 1 D  +  K aly d eco  (1 5 0  m g ) 

A ccu rso  et al N E JM, 2 0 1 0  

5 %  o f C F  p atien ts 

-2  m V  

C F  p atien ts w ith  m ild er p h en o ty p e 

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

C lassical C F  w ith  sev ere p h en o ty p e lik e rF 5 0 8  

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

+ 2 .1 6  m V  fro m  p laceb o  

H o m o zy g o u s rF 5 0 8  

+  L u m acafto r (2 0 0 m g ) 

C lan cy  et al, T h o rax  2 0 1 2  

In terp retatio n s are ad ap ted  fro m  p u b licatio n s 

T reatm en t p erio d  fo r all m en tio n  th erap ies is 2 8  d ay s 

P ro Q R  T h erap eu tics 
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T ran slatin g  N P D  to  th e lu n g  

S tab ility  

Q R -0 1 0  is stab le in  p resen ce o f C F  lu n g  b acteria 

B rin k s et al. E C F S , 2 0 1 6  

Q R -0 1 0  is stab le in  C F  m u cu s an d  d o esn ’t d eg rad e 

B rin k s et al. N A C F C , 2 0 1 5  

Q R -0 1 0  is stab le in  p resen ce o f in h aled  C F  co -m ed icatio n s 

B rin k s et al. N A C F C , 2 0 1 5  

U p tak e 

B eta-E N aC  m o u se w ith  C F  lu n g  p h en o ty p e sh o w s u p tak e an d  b io  d istrib u tio n  sim ilar to  WT  

B rin k s et al N A C F C , 2 0 1 4  

S ig n ifican t u p tak e in  lu n g  ep ith elial cells an d  p lasm a in  WT  ro d en ts an d  m o n k ey s 

U n p u b lish ed  P ro Q R  D ata 

Q R -0 1 0  is d etected  in  b lo o d  after in tran asal ad m in istratio n  in  Q R -0 1 0  N P D  stu d y  

D iffu sio n  

Q R -0 1 0  p en etrates p seu d o m o n as b io film  in  v itro  

U n p u b lish ed  P ro Q R  D ata 

Mu cu s rep els Q R -0 1 0  d u e to  n eg ativ e ch arg e 

P erez- V ilar, JB C , 1 9 9 9  

C F  m u cu s co n tain s D N A , Q R -0 1 0  h as lo w  b in d in g  affin ity  to  D N A  

U n p u b lish ed  P ro Q R  D ata 

Q R -0 1 0  p en etrates rap id ly  th ro u g h  C F -lik e m u cu s in  v itro  an d  C F  m u cu s ex  v iv o  

B rin k s et al. N A C F C , 2 0 1 5  

N eb u lizer 

P A R I eF lo w  is co m m o n ly  u sed  b y  C F  p atien ts fo r n eb u lizatio n  o f in h aled  ag en ts 

U n p u b lish ed  P ro Q R  d ata 

Q R -0 1 0  in  so lu tio n  is n eb u lized  in  d esired  3 -5  MMA D  p article size 

U n p u b lish ed  P ro Q R  d ata 

Q R -0 1 0  is stab le after n eb u lizatio n  b y  a P A R I eF lo w  n eb u lizer 

U n p u b lish ed  P ro Q R  d ata 

P ro Q R  T h erap eu tics 
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P h ase 1 b  u p d ate 

S in g le A scen d in g  D o se 1  d o se 

C o h o rt 1  6 .2 5  m g  

D MC  rev iew  

C o h o rt 2  1 2 .5  m g  

D MC  rev iew  

C o h o rt 3  2 5  m g  

D MC  rev iew  

C o h o rt 4  5 0  m g  

D MC  rev iew  

8  p atien ts p er co h o rt, ran d o m ized  3 :1 , d o u b le b lin d ed , p laceb o  co n tro lled  

Mu ltip le A scen d in g  D o se 3  d o sin g s/w eek  x  4  w eek s 

C o h o rt 5  6 .2 5  m g  

D MC  rev iew  

C o h o rt 6  1 2 .5  m g  

D MC  rev iew  

C o h o rt 7  2 5  m g  

D MC  rev iew  

C o h o rt 8  5 0  m g  

D MC  rev iew  

P h ase 2  S tu d ies 

6 4  h o m o zy g o u s rF 5 0 8  C F  p atien ts (> 1 8 y rs) 

In h alatio n  th ro u g h  P A R I eF lo w  n eb u lizer 

P articip atin g  sites: 2 0  sites in  E U  (C T N ) an d  N o rth  A m erica (T D N ) 

E n d p o in ts: 

S afety , to lerab ility  an d  p h arm aco k in etics 

E x p lo rato ry  efficacy  (F E V 1 , C F Q -R , w eig h t g ain , sw eat ch lo rid e) 

P ro Q R  T h erap eu tics 
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T reatm en t-em erg en t ad v erse ev en ts - S A D  

6 .2 5  m g  N  =  8  

1 2 .5  m g  N  =  8  

2 5  m g  N  =  1 2  

5 0  m g  N  =  8  

S A D  T o tal N  =  3 6  

S u b jects w ith  at least o n e T E A E  4  (5 0 .0 ) 3  (3 7 .5 ) 7  (5 8 .3 ) 5  (6 2 .5 ) 1 9  (5 2 .8 ) 

G astro in testin al d iso rd ers 

2  (5 0 .0 ) 0  1  (8 .3 ) 3  (3 7 .5 ) 6  (1 6 .7 ) 

A b d o m in al P ain  

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

A b d o m in al P ain  U p p er 

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

D ry  Mo u th  

2  (2 5 .0 ) 0  1  (8 .3 ) 0  3  (8 .3 ) 

H y p o asth aesia O ral 

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

T o n g u e D isco lo u ratio n  

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

G en eral d iso rd ers an d  ad m in istratio n  site 

0  0  1  (8 .3 ) 1  (1 2 .5 ) 2  (5 .6 ) 

co n d itio n s 

0  0  1  (8 .3 ) 0  1  (2 .8 ) 

C h est d isco m fo rt 

0  0  1  (8 .3 ) 0  1  (2 .8 ) 

C h est p ain  

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

F eelin g  jittery  

In ju ry , p o iso n in g  an d  p ro ced u ral co m p licatio n s 

0  0  1  (8 .3 ) 0  1 (2 .8 ) 

S u n b u rn  

0  0  1  (8 .3 ) 0  1 (2 .8 ) 

Metab o lism  an d  n u tritio n  d iso rd ers 

0  0  1  (8 .3 ) 0  1  (2 .8 ) 

H y p erg ly caem ia 

0  0  1  (8 .3 ) 0  1  (2 .8 ) 

Mu scu lo sk eletal an d  co n n ectiv e tissu e d iso rd ers 

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

Mu scu lo sk eletal stiffn ess 

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

N eck  p ain  

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

K ey  tak eaw ay s: 

L o w  n u m b ers o f treatm en t em erg in g  A E ’s 

In d ep en d en t D S MC  

N o  safety  co n cern s 

P ro Q R  T h erap eu tics 
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T reatm en t-em erg en t ad v erse ev en ts - S A D  

6 .2 5  m g  N  =  8  

1 2 .5  m g  N  =  8  

2 5  m g  N  =  1 2  

5 0  m g  N  =  8  

S A D  T o tal N  =  3 6  

N erv o u s sy stem  d iso rd ers 

3  (3 7 .5 ) 1  (1 2 .5 ) 2  (1 6 .7 ) 2  (2 5 .0 ) 8  (2 2 .2 ) 

D izzin ess 

0  0  0  2  (2 5 .0 ) 2  (5 .6 ) 

H ead ach e 

2  (2 5 .0 ) 1  (1 2 .5 ) 1  (8 .3 ) 1  (1 2 .5 ) 6  (1 6 .7 ) 

1  (8 .3 ) 

S in u s H ead ach e 

1  (1 2 .5 ) 0  0  0  1  (2 .8 ) 

P sy ch iatric d iso rd ers 

0  1  (1 2 .5 ) 0  0  1 (2 .8 ) 

A g itatio n  

0  1  (1 2 .5 ) 0  0  1 (2 .8 ) 

R ep ro d u ctiv e sy stem  an d  b reast d iso rd ers 

1  (1 2 .5 ) 0  0  0  1 (2 .8 ) 

Men stru atio n  irreg u lar 

1  (1 2 .5 ) 0  0  0  1 (2 .8 ) 

R esp irato ry , th o racic an d  m ed iastin al d iso rd ers 

0  1  (1 2 .5 ) 2  (1 6 .7 ) 2  (2 5 .0 ) 5  (1 3 .9 ) 

C o u g h  

0  1  (1 2 .5 ) 1  (8 .3 ) 1  (1 2 .5 ) 3  (8 .3 ) 

P u lm o n ary  co n g estio n  

0  0  0  2  (2 5 .0 ) 2  (5 .6 ) 

T h ro at irritatio n  

0  0  0  1  (1 2 .5 ) 1  (2 .8 ) 

Wh eezin g  

0  0  1  (8 .3 ) 

0  1  (2 .8 ) 

S k in  an d  su b cu tan eo u s tissu e d iso rd ers 

0  1  (1 2 .5 ) 0  0  1  (2 .8 ) 

P ru ritu s g en eralised  

0  1  (1 2 .5 ) 0  0  1  (2 .8 ) 

K ey  tak eaw ay s: 

L o w  n u m b ers o f treatm en t em erg in g  A E ’s 

In d ep en d en t D S MC  

N o  safety  co n cern s 

P ro Q R  T h erap eu tics 
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P h ase 1 b  u p d ate 

Q R -0 1 0  in  d o ses tested  to  d ate is o b serv ed  to  b e safe an d  w ell to lerated  

4  S in g le d o se co h o rts co m p leted  

8  p atien ts p er co h o rt, ran d o m ized  3 :1  

6 .2 5 , 1 2 .5 , 2 5  an d  5 0  m g  b y  in h alatio n  

A ll co h o rts rev iew ed  b y  in d ep en d en t D S MC  

N o  S A E s rep o rted  

N o  d o se lim itin g  to x icity  id en tified  

Mu ltip le d o se co h o rts 

4  d o se escalatin g  rep eated  d o se co h o rts 

8  p atien ts p er co h o rt, ran d o m ized  3 :1  

1 2  d o ses o f Q R -0 1 0  b y  in h alatio n  

C o h o rt 5  co m p leted  

1 2  d o ses o f Q R -0 1 0  w ere w ell to lerated  

R ev iew ed  b y  D S MC , n o  safety  sig n al, n o  d o se-lim itin g  to x icity  

C o h o rt 6  cu rren tly  en ro llin g  

D ata is b lin d ed  u n til stu d y  is co m p leted  

T o p -lin e d ata is ex p ected  in  m id  2 0 1 7  

P ro Q R  T h erap eu tics 
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Q R -0 1 0  p re-clin ical resu lts tran slated  to  p atien ts 

rF 5 0 8  h o m o zy g o u s Mo u se 

N asal P o ten tial d ifferen ce (m V ) 

1 0  0  -1 0  -2 0  -3 0  

0  5  1 0  

am ilo rid e 

zero  ch lo rid e 

iso p ro teren o l 

T im e (m in ) 

N asal P o ten tial d ifferen ce (m V ) 

2 0  1 0  0  -1 0  -2 0  -3 0  -4 0  

u n its =  tim e in  m in u tes 

rin g er’s 

am ilo rid e 

zero  ch lo rid e 

iso p ro teren o l 

C F  p atien t p re treatm en t 

C F  p atien t en d  o f treatm en t 

WT  

C F  p atien t p re treatm en t 

C F  p atien t en d  o f treatm en t 

WT  

P re-clin ical d ata su p p o rts Q R -0 1 0  can  resto re C F T R  fu n ctio n  in  h o m o zy g o u s C F  m ice 

P re-clin ical P o C  tran slated  in to  p atien ts 

P ro o f o f C o n cep t ach iev ed  in  h o m o zy g o u s C F  p atien ts 

P h ase 1 b  to  read  o u t in  m id -2 0 1 7  

P ro Q R  T h erap eu tics 3 8



P ro Q R  

P ip elin e U p d ate 

B y  D an iel d e B o er 

P ro Q R  T h erap eu tics 3 9



In n o v atio n  

In -h o u se d isco v ery  en g in e

R N A  b ased  R N A  m o d u latio n  to  resto re w ild -ty p e fu n ctio n ality  Well u n d ersto o d  cau sality  G en etic d efect lead in g  to  d isease m an ifestatio n  w ell u n d ersto o d

  
P ro d u ct fo cu sed  H ig h  u n m et n eed s In tellectu al p ro p erty  A g ressiv e p aten tin g  strateg y  B ro ad  IP  p o rtfo lio

  
F easib le d eliv ery  F easib le d eliv ery

ro u te to  targ et o rg an  P ro d u ct selectio n

T h o ro u g h  selectio n  p ro cess b efo re a

can d id ate g o es in  d ev elo p m en t

P ro Q R  T h erap eu tics 4 0



R esearch  an d  d ev elo p m en t p ip elin e 

Q R -3 1 3  

D y stro p h ic E B  ~ 2 ,0 0 0  p atien ts

Q R X -7 0 4  Q R X -0 2 1  Q R X -4 1 1

H u n tin g to n ’s U n d isclo sed  U sh er sy n d ro m e

d isease C F  targ et Q R -1 1 0  Q R -0 1 0

Q R X -5 0 4  Q R X -6 0 4  Q R X -3 2 3

F u ch s (F E C D ) F ried reich ’s D y stro p h ic E B  L C A 1 0  cy stic fib ro sis

atax ia 2 ,0 0 0  p atien ts > 4 9 ,0 0 0  p atien ts

In n o v atio n  P re-clin  d ev elo p m en t P h ase 1  &  clin ical P o C  P iv o tal stu d ies 

P ro Q R  T h erap eu tics 4 1



Q R -1 1 0  fo r L C A 1 0

m R N A  p ro file

m R N A  p ro file resto red  to  w ild -ty p e

R esto ratio n  C E P 2 9 0  p ro tein  lev els

S ig n ifican t in crease in  C E P 2 9 0  p ro tein  lev els

L o cal (in trav itreal)

E y e w ell v alid ated  targ et fo r o lig o ’s

E fficien t d eliv ery  to  o u ter n u clear lay er in  th e retin a

R eg u lato ry

R eg u lato ry  d iscu ssio n s su p p o rtiv e o f d ev elo p m en t p lan

T o x ico lo g y

G L P  to x  in  tw o  sp ecies u p  to  3  m o n th s

P h ase 1 b  

S tart o f a rep eated  d o se first in  h u m an  clin ical trial in  H 1  2 0 1 7

P ro Q R  T h erap eu tics 4 2



Q R -1 1 0  fo r L C A 1 0  

P Q -1 1 0 -0 0 1  P h ase 1 b  clin ical stu d y

C o h o rt 1

L o w  d o se

C o h o rt 2

Med iu m  d o se

C o h o rt 3

H ig h  d o se

4  p atien ts p er co h o rt, O p en -lab el 

A scen d in g  D o ses 

4  d o ses (ev ery  3  m o n th s) 

1 2  h o m o zy g o u s o r co m p o u n d  h etero zy g o u s p .C y s9 9 8 X  L C A 1 0  p atien ts 

A d u lts an d  ch ild ren  (> 6 y rs) in trav itreal in jectio n s in  o n e ey e, o th er ey e serv es as co n tro l 

P articip atin g  sites: m ajo r sites in  E U  an d  U S  

P rim ary  en d p o in ts: 

• S afety , to lerab ility  an d  p h arm aco k in etics 

E x p lo rato ry  efficacy : 

F S T , m o b ility  testin g , v isu al acu ity , O C T , P R O , E R G , n y stag m u s track in g , p u p illo m etry ) 

E x p ected  to  d o se first p atien t in  H 1  2 0 1 7  

E x p ected  to p -lin e d ata in  2 0 1 8

P ro Q R  T h erap eu tics

  
4 3



Q R -3 1 3  fo r D E B

m R N A  p ro file resto ratio n

m R N A  p ro file resto red  to  p ro d u ce activ e p ro tein

R esto ratio n  C 7  p ro tein  fu n ctio n ality

F u n ctio n al p ro tein  resto red  fo rm in g  an ch o rin g  fib rils

L o cal d eliv ery  to  th e sk in

O lig o  in  h y d ro g el fo r ap p licatio n  to  w o u n d s

D eliv ery  to  C 7  p ro d u cin g  fib ro b lasts an d  k eratin o cy tes

T o x ico lo g y

G L P  to x  in  tw o  sp ecies

P h ase 1 b  

P rep aratio n s o n g o in g  S tu d y  to  start in  2 0 1 8

P ro Q R  T h erap eu tics 4 4



R esearch  an d  d ev elo p m en t p ip elin e 

Q R -3 1 3  

D y stro p h ic E B  ~ 2 ,0 0 0  p atien ts

Q R X -7 0 4

  
Q R X -0 2 1

  
Q R X -4 1 1

    
H u n tin g to n ’s

  
U n d isclo sed

  
U sh er sy n d ro m e

    
d isease

  
C F  targ et

    
Q R -1 1 0

  
Q R -0 1 0

Q R X -5 0 4

  
Q R X -6 0 4

  
Q R X -3 2 3

    
F u ch s (F E C D )

  
F ried reich ’s

  
D y stro p h ic E B

  
L C A 1 0

  
cy stic fib ro sis

  
atax ia

    
~ 2 ,0 0 0  p atien ts

  
> 4 9 ,0 0 0  p atien ts

In n o v atio n  P re-clin  d ev elo p m en t P h ase 1  &  clin ical P o C  P iv o tal stu d ies

P ro Q R  T h erap eu tics

  
4 5



P ro Q R  T h erap eu tics - Wh at’s n ex t?

D ata read -o u t Q R -0 1 0  P h ase 1 b

  
R ead o u t clin ical stu d y  Q R -3 1 3

  
C ash  ru n w ay  u n til m id -2 0 1 8

clin ical stu d y  ex p ected  m id  2 0 1 7

  
S tart clin ical stu d y  Q R -3 1 3

  
R ead o u t Q R -1 1 0  stu d y

Q R -0 1 0  clin ical d ata d u rin g  N A C F  co n feren ce 

• N P D  p ro o f o f co n cep t stu d y  d ata 

• P relim in ary  d ata S A D  co h o rts P h ase 1 b  

2 0 1 7  2 0 1 8  

S tart P h ase II 

stu d y  Q R -0 1 0  in  2 0 1 8  

S tart Q R -1 1 0  first in  h u m an  

clin ical trial in  H 1  2 0 1 7

P ro Q R  T h erap eu tics
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P u ttin g  Q R -0 1 0  N P D  resu lts in  p ersp ectiv e 

K ey  tak eaw ay s: 

Q R -0 1 0  im p ro v es C F T R  fu n ctio n  in  F 5 0 8  h o m o zy g o u s p atien ts 

Im p ro v ed  to tal ch lo rid e resp o n se w h ich  sh o w s d irect activ ity  

Im p ro v ed  m ax  b asal P D  w h ich  sh o w s d o w n -reg u latio n  o f so d iu m  ch an n els 

S in g le ag en t, in n o v ativ e ap p ro ach  fo r F 5 0 8  p atien ts 

V alid ates p re-clin ical d ata 

N o n -C y stic 

-6 .6  m V  F ib ro sis N P D  

T D N  C en ter o f C F T R  d etectio n  

-4 .1  m V  H o m o zy g o u s 5 0 %  

F 5 0 8  +  Q R -0 1 0  

S erm et-G au d elu s et al, o f C F  p atien ts 

N A C F C , 2 0 1 6  

-3 .5  m V  G 5 5 1 D  5 %  

+  K aly d eco  (1 5 0  m g ) o f C F  p atien ts 

A ccu rso  et al N E JM, 2 0 1 0  

C F  p atien ts w ith  

-2  m V  m ild er p h en o ty p e 

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

C lassical C F  w ith  sev ere 

p h en o ty p e lik e F 5 0 8  

R o w e et al, Meth o d s Mo l b io l, 2 0 1 1  

+ 2 .1 6  m V  H o m o zy g o u s F 5 0 8  

fro m  p laceb o  +  L u m acafto r (2 0 0 m g ) In terp retatio n s are ad ap ted  fro m  p u b licatio n s 

C lan cy  et al, T h o rax  2 0 1 2  T reatm en t p erio d  fo r all m en tio n  th erap ies is 2 8  d ay s 

P ro Q R  T h erap eu tics 4 7
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