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ITEM 7.01           Regulation FD Disclosure.
 
On June 27, 2012, Synta Pharmaceuticals Corp. (“Synta”) announced results from a planned interim analysis of the GALAXY trial, a randomized Phase 2b/3
study designed to evaluate the efficacy and safety of Synta’s lead Hsp90 inhibitor, ganetespib, in combination with standard-of-care docetaxel vs. docetaxel
alone as second-line treatment for advanced non-small cell lung cancer, and held a conference call to present the results.  A copy of the presentation used on
the conference call is furnished as Exhibit 99.1 to this Current Report on Form 8-K, and 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 under such Section 18, nor shall it be deemed
incorporated by reference in any filing 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.
 
ITEM 8.01                                   Other Events.
 
On June 27, 2012, Synta issued a press release announcing results from the planned interim analysis of the GALAXY trial described above.  A copy of the
press release is filed as Exhibit 99.2 to this Current Report on Form 8-K and is incorporated herein by reference.
 
ITEM 9.01           Financial Statements and Exhibits.
 
(d)           Exhibits.
 
Exhibit
Number Description
   
99.1 GALAXY Trial Interim Results Presentation, dated June 27, 2012
   
99.2 Press Release, dated June 27, 2012
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SIGNATURES

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

undersigned hereunto duly authorized.
 
 

SYNTA PHARMACEUTICALS CORP.
  
  
  
Dated: June 28, 2012 /s/ Keith S. Ehrlich

Keith S. Ehrlich
Vice President, Finance and Administration
Chief Financial Officer

 
3



 
EXHIBIT INDEX

 
Exhibit No.

 

Description
   
99.1 GALAXY Trial Interim Results Presentation, dated June 27, 2012
   
99.2 Press Release, dated June 27, 2012

 
4



Exhibit 99.1
 

S y n ta P h arm aceu ticals (N A S D A Q : S N T A ) G A L A X Y  T rial In terim  R esu lts Ju n e 2 7  2 0 1 2  C o n feren ce C all

 



F o rw ard -lo o k in g  statem en ts T h is p resen tatio n  m ay  co n tain  fo rw ard -lo o k in g  statem en ts. T h ese statem en ts reflect o u r cu rren t v iew s

w ith  resp ect to  fu tu re ev en ts an d  actu al resu lts co u ld  d iffer m aterially  fro m  th o se p ro jected  in  th e fo rw ard -lo o k in g  statem en ts. F acto rs th at

co u ld  cau se actu al resu lts to  d iffer are d iscu ssed  in  S y n ta’s 2 0 1 1  A n n u al R ep o rt o n  F o rm  1 0 -K  an d  in  o u r rep o rts

o n  F o rm  1 0 -Q  an d  F o rm  8 -K . T h ese rep o rts are av ailab le o n  o u r w eb site at w w w .sy n tap h arm a.co m  in  th e "In v esto rs

—S E C  F ilin g s" sectio n . S y n ta u n d ertak es n o  o b lig atio n  to  p u b licly  u p d ate fo rw ard -lo o k in g  statem en ts,

w h eth er b ecau se o f n ew  in fo rm atio n , fu tu re ev en ts o r o th erw ise, ex cep t as req u ired  b y  law . G an etesp ib  is an  in v estig atio n al

p ro d u ct an d  h as n o t y et b een  ap p ro v ed  fo r an y  u se.

 



H ig h lig h ts G an etesp ib : lead in g  H sp 9 0  in h ib ito r in  in d u stry  F irst to  o v erco m e class to x icity  ch allen g es A ctiv e as

m o n o th erap y  in  certain  targ eted  p atien t p o p u latio n s P o sitiv e resu lts fro m  in terim  G A L A X Y  an aly sis G an etesp ib  +

d o cetax el v s. d o cetax el, 2 n d  lin e N S C L C  2 .5 -3 x  P F S  im p ro v em en t in  p ts w ith  elev ated  L D H , p ts w ith

m u tan t K R A S  P F S  an d  O S  im p ro v em en ts in  ad en o carcin o m a p atien ts N o  su b stan tial in crease in  to x icity  to

d o cetax el, ex cep t G r 1 /2  d iarrh ea A im in g  fo r reg u lato ry  ad v ice Q 3  to  d iscu ss P h ase 3  p lan s S y n ta o w n s 1 0 0 %

w o rld w id e rig h ts to  g an etesp ib

 



A ctiv ated  clien t; cell su rv iv al, p ro liferatio n  H sp 9 0  b in d s to  clien t G an etesp ib  p rev en ts H sp 9 0  b in d in g  to  clien t In activ e clien t,

d eg rad ed  th ro u g h  p ro teaso m e A L K , A K T , B C R -A B L , B R A F , C D K 4 , C H K 1 , E G F R ,

F L T 3 , H E R 2 , H IF 1 a, K IT , ME T , P D G F R a, C R A F , S R C , V E G F R , A R , E R  . . . C h ap ero n es

stab ilize clien t p ro tein s; ch ap ero n e in h ib ito rs lead  to  clien t p ro tein  d eg rad atio n

 



H sp 9 0 i: sin g le targ et, sim u ltan eo u s in h ib itio n  o f m u ltip le o n co g en ic p ath w ay s H S P 9 0  X  A L K  A K T

B C R -A B L  F L T 3  R A F  c-K IT  c-ME T  E G F R  H E R 2  V E G F R  P D G F R  H IF -1 α  O th ers

X  X  X  X  X  X  X  X  X  X  X  X  G an etesp ib  X  H sp 9 0  clien ts: m an y  k ey  can cer d riv ers

 



D ev elo p m en t o f H sp 9 0 i: liv er d o se-lim itin g  to x icity  o f 1 st-g en  an sam y cin s n o t seen  w ith  g an etesp ib  W. Y in g  et al

Mo lec C an c T h erap  2 0 1 2 ; 1 1  p . 4 7 5  1 7 -A A G  H y d ro q u in o n e salt fo rm  1 7 -A A G  1 7 -

D MA G  IP I-5 0 4  G an etesp ib  1 st-g en  A n sam y cin s A b sen ce o f b en zo q u in o n e m o iety , liv er D L T s 1 0 -

1 0 0 x  m o re p o ten t b en zo q u in o n e m o iety

 



C o m m o n  o cu lar to x icity  rep o rted  w ith  o th er H sp 9 0 i n o t seen  w ith  g an etesp ib  H sp 9 0 i (2 n d -g en )

O b serv ed  o cu lar to x icity  (at MT D ) G an etesp ib  S y n ta < 3 % *  A U Y -9 2 2  N o v artis 8 9 %  (7 0  m g /m 2

q w ) A T 1 3 3 8 7  A stex  > 5 0 %  (1 2 0  m g /m 2  b iw ) S N X -5 4 2 2  P fizer T erm in ated , ex cessiv e o cu lar to x

S o u rce: A U Y , A T - A S C O  Ju n  2 0 1 0 ; S N X - In fan te et. al., P o s #  3 7 5 , A A C R -E O R T C -N C I

N o v  2 0 1 0  *  m ild , rev ersib le v isu al im p airm en t sy m p to m s

 



Z h o u  et al, “A sso ciatin g  retin al d ru g  ex p o su re an d  reten tio n  w ith  th e o cu lar to x icity  p ro files o f H sp 9 0  in h ib ito rs”

A S C O  Ju n e 2 0 1 2  A b st. # 3 0 8 6  R etin al d am ag e asso ciated  w ith  accu m u latio n  o f H sp 9 0 i in  ey e; n o t seen

w ith  g an etesp ib  1 7 -D MA G , A U Y -9 2 2 , S N X -5 4 2 2 , A T -1 3 3 8 7 , . . . F req u en t o cu lar to x  1 7 -

A A G , g an etesp ib  L ittle/n o  o cu lar to x  H y d ro p h ilic, g reater accu m u latio n  in  retin a O N L  IN L  O N L  IN L  O N L

IN L  IN L  O N L  A U Y -9 2 2  1 7 -D MA G  1 7 -A A G  G an etesp ib  O N L : o u ter n u clear lay er, elev ated  H sp 9 0

H y d ro p h o b ic; red u ced  accu m u latio n  in  retin a C lin ical o b serv atio n s H sp 9 0  in h ib ito rs R etin a, ro d en t m o d el

C o m p o u n d  p ro p erty

 



R atio n ale fo r g an etesp ib  co m b in atio n  th erap y  H sp 9 0  clien ts in v o lv ed  in  cellu lar reco v ery  an d  rep air m ech an ism s:

H sp 9 0  in h ib ito rs sen sitize cells to  an ti-can cer d ru g s / rad iatio n  H sp 9 0  in h ib ito rs d em o n strate sy n erg y  w ith  ch em o , targ eted

ag en ts an d  rad iatio n  in  p reclin ical m o d els*  R atio n ale fo r G  +  D  in  N S C L C : G  sin g le-ag en t activ ity  in  N S C L C :

N o n -o v erlap p in g  to x icities S y n erg istic m ech an ism s *  A d d itio n al in fo rm atio n : w w w .sy n tap h arm a.co m

 



G A L A X Y  T rial: “O p eratio n ally  ad ap tiv e” d esig n  B io m ark er-d efin ed  p o p u latio n  R eg u lato ry  in p u t P h ase

2 b  - “L earn ” N = 2 4 0  d o cetax el +  g an etesp ib  d o cetax el P h ase 3  - “C o n firm ” N ~ 5 0 0  d o cetax el +  g an etesp ib

d o cetax el D o cetax el 7 5  m g /m 2  d 1  (3 -w eek  cy cle) G an etesp ib  1 5 0  m g /m 2  d 1 ,1 5  (3 -w eek  cy cle) G lo b al trial: 1 3

co u n tries, ~ 6 0  cen ters P h ase 2 b /3 , N S C L C , S tag e IIIB /IV , 2 n d  lin e C o -p rim ary  en d p o in ts, P h ase 2 b  stag e:

P F S  in  p atien ts w ith  m u tan t K R A S  P F S  in  p atien ts w ith  elev ated  b aselin e seru m  L D H  O n e p ro to co l: tw o  stag es

 



P atien ts stratified  to  b alan ce k ey  p ro g n o stic facto rs b etw een  arm s 1 . H isto lo g y  2 . E C O G  P erfo rm an ce S tatu s 3 . B aselin e seru m

L D H  4 . S m o k in g  statu s 5 . T im e sin ce d iag n o sis o f ad v an ced  N S C L C  L D H  m easu red  in  in d ep en d en t,

cen tral lab  (p re-sp ecified  co -p rim ary  en d p o in t)

 



C o -p rim ary  p atien t p o p u latio n s fo r P h ase 2 b  stag e: elev ated  L D H , m u tan t K R A S  E lev ated  L D H  ~ 3 0 % ,

m u tan t K R A S  ~ 1 5 -3 0 %  o f all ad en o  B o th  are p ro g n o stic v ariab les fo r p o o r clin ical o u tco m es1  P atien ts p ro g ress faster

an d  d ie so o n er C h em o th erap y  w o rk s less w ell S cien tific an d  clin ical ratio n ale su g g est p o ssib le en h an ced  g an etesp ib  activ ity  in  th ese

p o p u latio n s –  i.e., p red ictiv e v ariab les fo r G  activ ity , in  ad d itio n  to  p ro g n o stic 1 . E lev ated  L D H : S ch n eid er, A d v an

C lin  C h em  4 2 :1 -4 1  (2 0 0 6 ); A lb ain  et al., J C lin  O n co l 9 :1 6 1 8 -1 6 2 6  (1 9 9 1 ); S u h  an d

A h n , E u r J C an cer 4 3 :1 0 5 1  (2 0 0 7 ). Mu t K R A S : Jo h n so n , A S C O  2 0 1 0  A b str 7 5 4 1 ;

S o cin sk i, C lin ical L u n g  C an cer 2 0 1 0

 



Wh y  elev ated  L D H ? S tu d y  N  E n d p t N o rm al L D H  H ig h  L D H  P h ase 2  carb o p latin  +  p aclitax el + /-

b ev acizu m ab  1 st lin e m elan o m a (B E A M)1  2 1 4  O S  H R = 1 .2 5  [0 .7 3 -2 .1 3 ] H R = 0 .5 3  [0 .3 2 -

0 .8 8 ] P h ase 3  g em citab in e erlo tin ib  + /- b ev acizu m ab  1 st lin e p an creatic2  6 0 7  O S  H R = 0 .9 8  [0 .7 8 -1 .2 4 ]

H R = 0 .5 9  [0 .4 3 -0 .8 2 ] P h ase 3  d o cetax el +  p red n iso n e + /- b ev acizu m ab  1 st lin e p ro state3  1 0 5 0  O S

H R = 1 .0 2  p = 0 .8 7  H R = 0 .8 0  p = 0 .0 2 9  P h ase 3  tem siro lim u s v s IN F -α  in  ad v an ced  R C C

(A R C C  trial)4  4 0 4  O S  H R = 0 .9 0  p = 0 .5 1 3 8  H R = 0 .5 6  p = 0 .0 0 1 7  N o t sig n ifican t 1 .

K im  et al., J C lin  O n co l 3 0 :3 4 -4 1  (2 0 1 2 ) 2 . V an  C u tsem  et al, J C lin  O n co l 2 7 :2 2 3 1 -2 2 3 7  (2 0 0 9 )

S ig n ifican t “O x y g en -sen sitiv e ag en ts” (V E G F , m T O R  in h ib ito rs) S ee also  v atalan ib  (C O N F IR M-1 ,2 ): H ech t et al.,

2 9 :1 9 9 7  JC O  (2 0 1 1 ); v an  C u tsem  et al., 2 9 :2 0 0 4  JC O  (2 0 1 1 ) 3 . K elly  et al, J C lin  O n co l

3 0 :1 5 3 4  (2 0 1 2 ) 4 . A rm stro n g  et al., A S C O  2 0 1 0 , A b str 3 2 4

 



Wh y  elev ated  L D H ? L D H -A  is a m ark er o f h y p o x ia, reg u lated  b y  H y p o x ia In d u ced  F acto r-1 α  (H IF -

1 α )2  H IF -1 α  also  d riv es m etab o lic, an g io g en esis, cell su rv iv al p ath w ay s targ eted  b y  “o x y g en -sen sitiv e” ag en ts (e.g .,

V E G F , V E G F R , m T O R ; lo w  o x y g en  n eed  n ew  b lo o d  v essels) 2  In h ib itio n  o f h y p o x ia

p ath w ay s en h an ces tax an e, ch em o  activ ity 3  G an etesp ib  in h ib its H IF -1 α  d eep  in to  h y p o x ic reg io n s o f

tu m o rs4  %  T issu e H IF 1 α  P o sitiv e g an etesp ib  v eh icle H 1 9 7 5  N S C L C  m o d el D istan ce to  n earest b lo o d  v essel

(μ ) H IF -1 α  in creases as o x y g en  d ecreases G an etesp ib  in h ib its H IF -1 α  ex p ressio n  1 . A lb ain , et al., J C lin  O n co l 9 :1 6 1 8 -

1 6 2 6  (1 9 9 1 ), D an n er et al., A n tican  R es 3 0 :1 3 4 7 -1 3 5 2  (2 0 1 0 ) 2 . K o u k o u rak is et al., B r J C an cer

8 9 :8 7 7 -8 8 5  (2 0 0 3 ); A zu m a et al P h arm aco g en o m ics 8 :1 7 0 5 -1 3  (2 0 0 7 ) 3 . Z h o u  et al Mo l

C an cer 9 :3 3  (2 0 1 0 ) 4 . F o ley  et al., “A A C R  A p ril 2 0 1 0  # 2 6 3 8 ; Y in g  et al., Mo l C an c T h erap  Jan

2 0 1 2 ; Mah aseth  et al, A A C R  2 0 1 2  A b st # 2 3 2 6  L D H  is p ro g n o stic in  lu n g  an d  m an y  can cers.1  In

ad d itio n :

 



 “Warb u rg  effect in  ch em o sen sitiv ity : T arg etin g  L D H -A  resen sitizes T ax o l-resistan t can cer cells to  T ax o l” Z h o u  et al Mo l C a 2 0 1 0 ; 9

p 3 3  “S eru m  lactate d eh y d ro g en ase lev els an d  g ly co ly sis sig n ifican tly  co rrelate w ith  tu m o r V E G F A  an d  V E G F R

ex p ressio n  in  m etastatic C R C  p atien ts.” A zu m a et al, P h arm aco g en o m ics 8 :1 7 0 5 -1 3  (2 0 0 7 ) “L actate d eh y d ro g en ase-5

(L D H -5 ) o v erex p ressio n  in  n o n -sm all-cell lu n g  can cer tissu es is lin k ed  to  tu m o u r h y p o x ia, an g io g en ic facto r

p ro d u ctio n  an d  p o o r p ro g n o sis," K o u k o u rak is et al, B r J C an cer 8 9 :8 7 7 -8 8 5  (2 0 0 3 )

 



Wh y  m u tan t K R A S ? A cq u av iv a, P ro ia et al., “T arg etin g  K R A S  m u tan t N S C L C  w ith  th e H sp 9 0

in h ib ito r g an etesp ib ”, A A C R -IA S L C , S an  D ieg o  Jan  2 0 1 2  (m an u scrip t su b m itted ) G an etesp ib  th ree-w ay

im p act o n  R A S  sig n alin g : d eg rad es recep to r, P I3 K /A K T  p ath w ay , an d  R A F /ME K  p ath w ay

In h ib itio n  o f R A S  sig n alin g  p ath w ay  p ro tein s b y  g an etesp ib  in  m u tan t K R A S  N S C L C  cell lin es

 



A v erag e tu m o r v o lu m e (m m 3 ) D ay s after tu m o r im p lan tatio n  A 5 4 9  N S C L C  x en o g rafts G an etesp ib  an d

d o cetax el sh o w  sy n erg y  in  m u tan t K R A S  N S C L C  m o d els A cq u av iv a, P ro ia et al., “T arg etin g  K R A S

m u tan t N S C L C  w ith  th e H sp 9 0  in h ib ito r g an etesp ib ”, A A C R -IA S L C , S an  D ieg o  Jan  2 0 1 2

(m an u scrip t su b m itted )

 



C lin ical activ ity  o b serv ed  w ith  g an etesp ib  m o n o th erap y : m u tan t K R A S , A L K +  p atien ts P h ase 2  N S C L C  trial

g an etesp ib  m o n o th erap y  (A S C O  2 0 1 1 ) B est %  ch an g e fro m  b aselin e, targ et lesio n s. C rizo tin ib -n aïv e A L K + ;

m u t K R A S  p atien ts A L K  +  Mu t K R A S  + +  P R  +  S D  >  1 6  w k s 6 /8  (7 5 % ) A L K +  p ts,

8 /1 3  (6 2 % ) m u t K R A S  p ts sh o w  tu m o r sh rin k ag e; 4 /8  (5 0 % ) O R R  an d  7 /8  (8 8 % ) D isease

C o n tro l in  A L K +  p atien ts; d u rab le resp o n ses (av erag e 1 2 m o  R x ; 1  o n g o in g ) K . Wo n g , G . S h ap iro ,

M.A . S o cin sk i et al, A S C O  2 0 1 1  (m an u scrip t su b m itted )

 



G A L A X Y  P h ase 2 b  in terim  an aly sis P lan n ed  w h en  ≈ 5 0 %  p ts en ro lled , o n e p o st-b aselin e fo llo w -u p  scan  A t

tim e o f an aly sis: 1 1 4  ad en o carcin o m a, 6 9  n o n -ad en o  P atien ts w ell b alan ced  fo r all k ey  p ro g n o stic facto rs E n ro llm en t in

n o n -ad en o  term in ated ; lack  o f activ ity  A ll resu lts rep o rted : ad en o  o n ly  N = 3 1  elev ated  L D H  p atien ts; N = 2 0  m u tan t

K R A S  p atien ts K ey  safety  fin d in g s In creased  d iarrh ea in  G + D  arm , p red o m in an tly  g rad e 1 ,2  O th er A E s: co m p arab le

b etw een  tw o  arm s N o  ev id en ce o f serio u s liv er o r co m m o n  o cu lar to x icities seen  w ith  o th er H sp 9 0 i

 



G A L A X Y  A d v erse E v en t p ro file D  (N = 5 9 ) D + G  (N = 5 5 ) %  p ts w /at least o n e A E  A ll g rad es 6 4 %  8 2 %

G rad e 3  o r 4  3 2  3 6  %  p ts w  A E s lead in g  to  treatm en t d isco n tin u atio n  6 .8  9 .1  %  p ts w  A E s w ith  o u tco m e

o f d eath  5 .1  5 .5  Mo st co m m o n  A E s, all g rad es N eu tro p en ia A ll g rad es 4 8  4 4  G rad e 3  o r 4  2 9  3 3  F atig u e

A ll g rad es 1 9  2 6  G rad e 3  o r 4  3  0  D iarrh ea A ll g rad es 1 0  4 0  G rad e 3  o r 4  0  2

 



G A L A X Y  in terim  resu lts P rim ary  en d p o in t p o p u latio n s E lev ated  L D H  Mu tan t K R A S  D  (N = 1 5 )

G + D  (N = 1 6 ) D  (N = 1 1 ) G + D  (N = 9 ) Med ian  P F S  1 .4  m o  4 .2  m o  1 .6  m o  4 .2  m o  #

P F S  ev en ts (% ) 1 2  (8 0 ) 8  (5 0 ) 5  (4 6 ) 3  (3 3 ) O R R  (% ) 0  (0 ) 2  (1 3 ) 1  (9 ) 2  (2 2 ) #  d eath s (% ) 6  (4 0 ) 4

(2 5 ) 2  (1 8 ) 1  (1 1 ) A ll resp o n se, p ro g ressio n  en d p o in ts m easu red  p er R E C IS T  1 .1  P F S : p ro g ressio n -free

su rv iv al; O R R : b est resp o n se (C R  o r P R ) #  ev en ts n o t reach ed  m atu rity  fo r sig n ifican ce testin g

 



G A L A X Y  in terim  resu lts P F S , ad en o carcin o m a p atien ts D  (N = 5 9 ) G + D  (N = 5 5 ) Med ian  P F S  2 .9  m o

4 .2  m o  #  P F S  ev en ts (% ) 3 1  (5 3 ) 2 3  (4 2 ) O R R  (% ) 5  (8 ) 8  (1 5 ) #  d eath s (% ) 1 3  (2 2 ) 7  (1 3 ) A ll

ad en o carcin o m a p atien ts A ll resp o n se, p ro g ressio n  en d p o in ts m easu red  p er R E C IS T  1 .1  P F S : p ro g ressio n -free

su rv iv al; O R R : b est resp o n se (C R  o r P R ) #  ev en ts n o t reach ed  m atu rity  fo r sig n ifican ce testin g

 



G A L A X Y  in terim  resu lts O v erall S u rv iv al, ad en o carcin o m a p atien ts G + D  D  D  G + D  . N  5 9  5 5  #  ev en ts 1 3

(2 2 % ) 7  (1 3 % )
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Synta Announces Results from Interim Analysis of the

Randomized Phase 2b/3 GALAXY Trial Evaluating Ganetespib plus Docetaxel
in Second-Line Non-Small Cell Lung Cancer

 
—2.5 to 3-fold improvement in PFS observed in co-primary endpoints: mutant KRAS and elevated LDH patients—

 
—Improvements in PFS, response rate, and survival events observed in all adenocarcinoma patients—

 
—Results support advancing to Phase 3 stage of GALAXY trial in 2H 2012—

 
—Synta to host conference call and webcast today at 5:00 pm EST—

 
LEXINGTON, MA — June 27, 2012 — Synta Pharmaceuticals Corp. (NASDAQ: SNTA) today announced encouraging results from a planned interim
analysis of the GALAXY trial, a randomized Phase 2b/3 study designed to evaluate the efficacy and safety of the Company’s lead Hsp90 inhibitor,
ganetespib, in combination with standard-of-care docetaxel vs. docetaxel alone as second-line treatment for advanced non-small cell lung cancer (NSCLC).
 
The GALAXY trial is based on a two-stage, operationally adaptive design.  The first-stage, randomized, open-label, 240-patient Phase 2b portion of the trial
is designed to enroll Stage IIIB/IV NSCLC patients who have progressed following one prior line of therapy, with the goal of determining biomarkers
predictive of ganetespib activity.  Results will be used to guide choice of patient population for the Phase 3 stage of the trial.
 
Patients in the GALAXY trial are randomized 1:1 to receive ganetespib plus docetaxel or docetaxel alone.  Patients in both arms receive a standard regimen
of docetaxel 75 mg/m  on day 1 of a 21-day cycle; patients in the combination arm receive in addition ganetespib 150 mg/m  on days 1 and 15.  Treatment
continues until disease progression per RECIST 1.1 criteria.
 
The co-primary endpoints of GALAXY are PFS (progression-free survival) in patients with elevated baseline level of serum LDH (lactate dehydrogenase), and
PFS in the mutant KRAS population.  PFS and OS (overall survival) in all adenocarcinoma patients are key secondary endpoints.  Serum LDH levels and
tumor KRAS mutation status are assessed by independent central laboratories.
 
Elevated LDH: Elevated baseline LDH occurs in approximately one quarter to one third of advanced cancer patients in clinical trials and is prognostic of
poor clinical outcomes in many cancer types, including lung cancer.(1)-(3)  While elevated LDH can result from several conditions, in cancer patients
elevated levels of LDH and its isoforms have been associated with tumor hypoxia (lack of oxygen).(4),(5)  Inhibition of hypoxia pathways has been shown to
enhance anti-cancer activity of taxanes and other chemotherapies.(6)  Recent results from trials evaluating
 

2 2



 
agents that target hypoxia-related pathways, including VEGF and mTOR inhibitors, have shown correlation between elevated LDH and improved clinical
activity.(7)-(10)  In laboratory experiments, treatment with ganetespib potently suppresses HIF-1alpha, a critical regulator of hypoxic pathways(11) —
supporting potential application for ganetespib in combination with taxanes in this patient population.
 
KRAS mutation: Activating KRAS mutations, estimated to occur in 15-30% of NSCLC patients, are also associated with poor clinical outcomes and limited
therapeutic options.(12),(13)  Hsp90 is required for the proper function of a number of key signaling proteins in the KRAS pathway, while inhibition of
Hsp90 by ganetespib has shown promising activity in laboratory models of this disease.(14)  Recent results from trials evaluating ganetespib monotherapy in
lung, colon, and gastric cancers have further suggested promising potential in patients with KRAS mutations.
 
Based on a target enrollment of 240 adenocarcinoma patients, GALAXY is 90% powered to detect a PFS improvement from 6 to 12 weeks in elevated LDH
patients and from 5 weeks to 10 weeks in the mutant KRAS patients.  For the key secondary endpoints: in all adenocarcinoma patients, GALAXY is 88%
powered to detect an improvement in PFS from 3 to 4.5 months, and 73% powered to detect an improvement in OS from 6 to 8.5 months.  All powering
assumptions are based on a 1-sided alpha of 0.05.  An interim analysis was planned when approximately 50% of patients had been enrolled and had sufficient
follow up, defined as one post-baseline scan.
 
GALAXY Interim Results
 
At the time of this interim analysis, a total of 114 adenocarcinoma and 69 non-adenocarcinoma patients had been enrolled.  Following a review earlier this
year that determined low likelihood of benefit in the non-adenocarcinoma population, the trial was modified to enroll only adenocarcinoma patients.  Results
reported below are for adenocarcinoma patients only.
 
Activity
 
The table below lists primary and key secondary endpoints relating to the two co-primary patient populations, as well as the all adenocarcinoma population. 
Partial response (PR), stable disease (SD), and progressive disease (PD) are assessed per RECIST 1.1 criteria; N/E indicates not available or evaluated at time
of analysis.  There have been no complete responses (CR) in the trial.
 

Elevated LDH
(N=31)

 

Mutant KRAS
(N=20)

 

All adeno
(N=114)

 

D
(N=15)

G+D
(N=16)

 

D
(N=11)

 

G+D
(N=9)

 

D
(N=59)

G+D
(N=55)

 

Primary endpoint
median PFS 1.4 mo 4.2 mo 1.6 mo

 

4.2 mo
 

2.9 mo 4.2 mo
# events (%) 12 (80) 8 (50) 5 (46)

 

3 (33)
 

31 (53) 23 (42)
Best response

    

PR (%) 0 2 (13) 1 (9)
 

2 (22)
 

5 (8) 8 (15)
SD (%) 6 (40) 7 (44) 5 (46)

 

6 (67)
 

31 (53) 27 (49)
PD (%) 5 (33) 2 (13) 3 (27)

 

0
 

13 (22) 7 (13)
N/E (%) 4 (27) 5 (31) 2 (18)

 

1 (11)
 

10 (17) 13 (24)
Overall survival events

    

# deaths (%) 6 (40) 4 (25) 2 (18)
 

1 (11)
 

13 (22) 7 (13)
 



 
The sample size in each of these populations is small compared to the total planned sizes.  Event rates have not yet achieved maturity for meaningful
significance testing.
 
Safety
 
The adverse event profile was comparable between both arms.  The proportion of adenocarcinoma patients with at least one adverse event (AE) was 64% vs.
82%; with grade 3 or 4 AEs was 32% vs. 36%; with AEs leading to treatment discontinuation was 7% vs. 9%; and with AEs with outcome of death were 5.1%
vs. 5.5%, for D (N=59) vs. G+D (N=55), respectively.  The most common AEs, all grades were neutropenia (48% vs. 44%), diarrhea (10% vs. 40%) and fatigue
(19% vs. 26%), for D vs. G+D, respectively.  Diarrhea and fatigue were predominantly grade 1 and grade 2; the incidence of grade 3 or 4 diarrhea was 0% vs.
2% and grade 3 or 4 fatigue was 3% vs. 0% in D vs. G+D, respectively.  The most common grade 3 or 4 AEs were neutropenia (29% vs. 33%), leukopenia (5%
vs. 4%), and nausea (3% vs. 4%).
 
Trials with some other Hsp90 inhibitors have reported a high incidence of ocular toxicities.  In the GALAXY trial to date, there has been one report of ocular-
related adverse event (grade 2, blurred vision, transient) in the G+D arm (2%) vs. no reports in the D arm.
 
GALAXY Trial Next Steps
 
Enrollment completion of the Phase 2b stage and transition to the Phase 3 stage are expected later this year.  An additional interim analysis of the Phase 2b
portion of the trial, presentation of results at a medical meeting, and a more detailed announcement of plans for the Phase 3 stage of this trial are also
anticipated for later this year.
 
“Ganetespib was designed by our scientists almost ten years ago to improve the potency and safety seen with other Hsp90 compounds, and be the first
compound to realize the full potential of chaperone inhibition for treating cancer,” said Safi R. Bahcall, Ph.D., President and CEO of Synta.  “The complex
biology and broad potential of this new therapeutic class present both an opportunity and a challenge: how can we identify as efficiently as possible which
patients, defined by underlying disease biology, are most likely to benefit?   In response, our team designed an innovative trial — a highly-powered, Phase
2b ‘learning’ stage followed, in an operationally continuous manner, by a Phase 3 ‘confirming’ stage.  We believe that the encouraging results reported today
support the therapeutic potential of ganetespib, and the operationally adaptive approach allows us to advance quickly to the next step.  We are hopeful that
additional development will lead to a new treatment option for patients with this devastating disease.”
 
“We are encouraged by both the safety profile and the signals of activity seen in the interim results announced today,” said Vojo Vukovic, M.D., Ph.D., Chief
Medical Officer of Synta.  “The results show that ganetespib can overcome the liver and common ocular safety concerns seen with other Hsp90 inhibitors, can
be added to docetaxel without substantial toxicity, and has
 



 
potential to enhance the activity of this standard of care treatment.  We are excited to advance this program to the next stage of development.”
 
Conference Call
 
Synta management will be hosting a conference call today at 5:00 p.m. (ET) to discuss this announcement.  The call can be accessed by dialing (877) 407-
8035 or (201) 689-8035 prior to start.  A slide presentation will be referenced on the call, which can be found on the Synta homepage at
www.syntapharma.com.  The live, listen-only webcast of the conference call can be accessed by visiting the “Investors” section of the Synta Pharmaceuticals
website, prior to the event.
 
For those unable to join the live conference call, a replay will be available approximately two hours after the completion of the call, and can be accessed by
dialing (877) 660-6853 or (201) 612-7415, and by referring to both account number 286 and conference ID 396810.  A replay of the webcast will be archived
on the Company’s website for two weeks following the call.
 
About Ganetespib
 
Ganetespib is a potent inhibitor of heat shock protein 90 (Hsp90) that is structurally unrelated to first-generation, ansamycin-related Hsp90 inhibitors.  In
preclinical experiments, ganetespib has shown activity in multiple tumor models both as a single agent and in combination with certain widely used cancer
agents.  Company-sponsored clinical trials with ganetespib include 1) the GALAXY Phase 2b/3 trial evaluating ganetespib in combination with docetaxel as
second-line treatment of non-small cell lung cancer (NSCLC), 2) the CHIARA Phase 2 trial evaluating ganetespib monotherapy in ALK+ NSCLC, and 3) the
ENCHANT Phase 2 trial evaluating ganetespib as first-line treatment for HER2+ and triple-negative metastatic breast cancer.  In addition, ganetespib is being
evaluated in investigator-sponsored trials including lung, breast, prostate, gastric, pancreatic, and colorectal cancers as well as ocular melanoma, acute
myeloid leukemia and multiple myeloma.  Information on these trials can be found at www.clinicaltrials.gov.
 
About the GALAXY Trial™
 
The GALAXY (Ganetespib Assessment in Lung cAncer with docetaXel) trial is a randomized Phase 2b/3 trial comparing the combination of ganetespib and
docetaxel versus docetaxel alone in patients with Stage IIIB/IV NSCLC who have received one prior systemic therapy.  More information about the GALAXY
trial can be found at www.clinicaltrials.gov (NCT01348126).
 
About Hsp90
 
Hsp90 is a molecular chaperone required for the proper folding and activation of many cancer-promoting proteins, and is recognized as a key facilitator of
cancer cell growth and survival.  Many of the “client proteins” of Hsp90 — such as ALK, AKT, BCR-ABL, BRAF, KIT, MET, EGFR, FLT3, HER2, HIF-
1alpha, PDGFRA, VEGFR are the targets of clinically validated cancer drugs.  In preclinical studies, inhibiting Hsp90 causes the degradation of multiple
client proteins and leads to cancer cell death.
 



 
About Synta Pharmaceuticals
 
Synta Pharmaceuticals Corp. is a biopharmaceutical company focused on discovering, developing, and commercializing small molecule drugs to extend and
enhance the lives of patients with severe medical conditions, including cancer and chronic inflammatory diseases.  Synta has a unique chemical compound
library, an integrated discovery engine, and a diverse pipeline of clinical- and preclinical-stage drug candidates with distinct mechanisms of action and novel
chemical structures.  All Synta drug candidates were invented by Synta scientists using our compound library and discovery capabilities.  For more
information, please visit www.syntapharma.com.
 
Safe Harbor Statement
 
This media release contains forward-looking statements about Synta Pharmaceuticals Corp.  Such forward-looking statements can be identified by the use of
forward-looking terminology such as “will”, “would”, “should”, “expects”, “anticipates”, “intends”, “plans”, “believes”, “may”, “estimates”, “predicts”,
“projects”, or similar expressions intended to identify forward-looking statements.  Such statements, including statements relating to the timing,
developments and progress of our GALAXY trial and our clinical development plans for ganetespib, reflect our current views with respect to future events
and are based on assumptions and subject to risks and uncertainties that could cause actual results to differ materially from those expressed or implied by
such forward-looking statements.  Those risks and uncertainties include whether the results from the interim analysis of the Phase 2b portion of the GALAXY
trial will be consistent with future data from the Phase 2b portion and the Phase 3 stage of the trial; whether the results at the conclusion of the Phase 2b
portion of the trial will demonstrate safety and statistically significant efficacy; challenges with respect to patient enrollment or other delays in our clinical
development plans; as well as other risks and uncertainties described in the “Risk Factors” section of our Form 10-K for the year ended December 31, 2011, as
filed with the Securities and Exchange Commission, including those under the heading “Risks Related to the Development and Regulatory Approval of our
Drug Candidates.”  Synta undertakes no obligation to publicly update forward-looking statements, whether because of new information, future events or
otherwise, except as required by law.
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