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Item 8.01             Other Events.

 
On May 3, 2016, Synta Pharmaceuticals Corp. (“Synta”) posted an updated version of its corporate presentation on its website at

www.syntapharma.com.  A copy of the corporate presentation is attached hereto as Exhibit 99.1 and incorporated herein by reference in its entirety.
 
Additional Information about the Merger and Where to Find It
 

This Form 8-K does not constitute an offer to sell or the solicitation of an offer to buy any securities or a solicitation of any vote or approval. A
definitive proxy statement and a proxy card will be filed with the SEC and will be mailed to Synta’s stockholders seeking any required stockholder approvals
in connection with the proposed transactions. The proxy statement will contain important information about Synta, Madrigal, the transaction and related
matters.  BEFORE MAKING ANY VOTING OR INVESTMENT DECISION, INVESTORS AND STOCKHOLDERS ARE URGED TO READ THE PROXY
STATEMENT (INCLUDING ANY AMENDMENTS OR SUPPLEMENTS THERETO) AND ANY OTHER RELEVANT DOCUMENTS THAT SYNTA
MAY FILE WITH THE SEC WHEN THEY BECOME AVAILABLE BECAUSE THEY WILL CONTAIN IMPORTANT INFORMATION ABOUT THE
PROPOSED TRANSACTIONS. Stockholders may obtain, free of charge, copies of the definitive proxy statement and any other documents filed by Synta
with the SEC in connection with the proposed transactions at the SEC’s website (http://www.sec.gov), at Synta’s website under the heading “Investors / SEC
Filings”, or by directing a written request to: Synta Pharmaceuticals Corp., 45 Hartwell Avenue, Lexington, MA 02421, Attention: Wendy Rieder, Esq.
 

Synta and its directors and executive officers and Madrigal and its directors and executive officers may be deemed to be participants in the
solicitation of proxies from the stockholders of Synta in connection with the proposed transaction. Information regarding the special interests of these
directors and executive officers in the merger will be included in the proxy statement referred to above. Additional information regarding the directors and
executive officers of Synta is also included in Synta’s Annual Report on Form 10-K, as amended, which was filed with the SEC on March 16, 2016 and
amended on April 29, 2016. This document is available free of charge at the SEC web site (www.sec.gov), at Synta’s website under the heading “Investors /
SEC Filings”, or by directing a written request to Synta as described above.
 
Cautionary Statement Regarding Forward-Looking Statements
 

Any statements made herein relating to future financial or business performance, conditions, plans, prospects, trends, or strategies and other financial
and business matters, including without limitation, the potential closing date of the transaction, the amount of Synta’s net cash at closing, the prospects for
commercializing or selling any drug candidates, are forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995.
In addition, when or if used in this press release, the words “may,” “could,” “should,” “anticipate,” “believe,” “estimate,” “expect,” “intend,” “plan,”
“predict” and similar expressions and their variants, as they relate to Synta, Madrigal or the management of either company, before or after the
aforementioned
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merger, may identify forward-looking statements. Synta cautions that these forward-looking statements are subject to numerous assumptions, risks, and
uncertainties, which change over time. Important factors that may cause actual results to differ materially from the results discussed in the forward-looking
statements or historical experience include risks and uncertainties, including (i) the timing and completion of the Company’s merger with Madrigal,
including its ability to satisfy the closing conditions of the Merger Agreement with Madrigal, including the closing condition that Synta have a minimum
net cash amount of $28.5 million, (ii) the Company’s continued listing on NASDAQ, (iii) the failure by Synta or Madrigal to secure and maintain
relationships with collaborators; (iv) risks relating to clinical trials; (v) risks relating to the commercialization, if any, of Synta’s or Madrigal’s proposed
product candidates (such as marketing, regulatory, product liability, supply, competition, and other risks); (vi) dependence on the efforts of third parties;
(vii) dependence on intellectual property; and (viii) risks that Synta or Madrigal may lack the financial resources and access to capital to fund proposed
operations. Further information on the factors and risks that could affect Synta’s business, financial conditions and results of operations are contained in
Synta’s filings with the U.S. Securities and Exchange Commission, which are available at www.sec.gov. The forward-looking statements represent Synta’s
and Madrigal’s estimate as of the date hereof only, and Synta and Madrigal specifically disclaim any duty or obligation to update forward-looking
statements.
 
Item 9.01                                            Financial statements and Exhibits
 
(d)                                 The following exhibits are furnished with this report:
 

Exhibit Number
 

Description
   
99.1 Corporate Presentation, dated May 3, 2016.
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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.
   
Date: May 3, 2016 /s/ Marc Schneebaum

Marc Schneebaum
Senior Vice President and Chief Financial Officer
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Exhibit Number
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99.1 Corporate Presentation, dated May 3, 2016.
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Exhibit 99.1
T h e N ew  Mad rig al P h arm aceu ticals N A S D A Q : S N T A  | May  2 0 1 6  1

 



F o rw ard -L o o k in g  S tatem en ts A n y  statem en ts m ad e in  th is p resen tatio n  relatin g  to  fu tu re fin an cial o r b u sin ess p erfo rm an ce, co n d itio n s, p lan s, p ro sp ects, tren d s, o r strateg ies an d  o th er fin an cial an d  b u sin ess m atters, in clu d in g  w ith o u t lim itatio n , w h eth er an d  w h en  o u r recen tly  an n o u n ced  m erg er w ith  Mad rig al w ill clo se; th e ab ility  o f th e co m b in ed  co m p an y  to  raise n eed ed  cap ital; th e su ccess o f o u r m erg er w ith  Mad rig al, if co n su m m ated ; th e estim ated  size o f th e m ark et fo r p ro d u ct can d id ates, th e tim in g  an d  su ccess o f th e co m b in ed  co m p an y ’s d ev elo p m en t an d  co m m ercializatio n  o f its an ticip ated  p ro d u ct can d id ates; an d  th e av ailab ility  o f altern ativ e th erap  ies fo r th e co m b in ed  co m p an y ’s targ et m ark et, are fo rw ard -lo o k in g  statem en ts w ith in  th e m ean in g  o f th e P riv ate S ecu rities L itig atio n  R efo rm  A ct o f 1 9 9 5 . In  ad d itio n , w h en  o r if u sed  in  th is p resen tatio n , th e w o rd s “m ay ,” “co u ld ,” “sh o u ld ,” “an ticip ate,” “b eliev e,” “estim ate,” “ex p ect,” “in ten d ,” “p lan ,” “p red ict” an d  sim ilar ex p ressio n s an d  th eir v arian ts, as th ey  relate to  Mad rig al, S y n ta o r th e m an ag em en t o f eith er co m p an y , b efo re o r after th e afo rem en tio n ed  m erg er, m ay  id en tify  fo rw ard -lo o k in g  statem en ts. Mad rig al an d  S y n ta cau tio n  th at th ese fo rw ard -lo o k in g  statem en ts are su b ject to  n u m ero u s assu m p tio n s, risk s, an d  u n certain ties, w h ich  ch an g e o v er tim e. Im p o rtan t facto rs th at m ay  cau se actu al resu lts to  d iffer m aterially  fro m  th e resu lts d iscu ssed  in  th e fo r w ard -lo o k in g  statem en ts o r h isto rical ex p erien ce in clu d e risk s an d  u n certain ties, in clu d in g  th e tim in g  an d  co m p letio n  o f th e m erg e r, in clu d in g  th e p arties’ ab ility  to  satisfy  th e clo sin g  co n d itio n s o f th e Merg er A g reem en t w ith  Mad rig al, in clu d in g  th e clo sin g  co n d itio n  th at S y n ta h av e a m in im u m  n et cash  am o u n t o f $ 2 8 .5  m illio n , S y n ta’s co n tin u ed  listin g  o n  N A S D A Q , th e failu re b y  Mad rig al o r S y n ta to  secu re an d  m ain tain  relatio n sh ip s w ith  co llab o rato rs, risk s relatin g  to  clin ical trials; risk s relatin g  to  th e co m m ercializatio n , if an y , o f Mad rig al o r S y n ta p ro p o sed  p ro d u ct can d id ates (su ch  as m ark etin g , reg u lato ry , p ro d u ct liab ility , su p p ly , co m p etitio n , an d  o th er risk s); d ep en d en ce o n  th e effo rts o f th ird  p arties; d ep en d en ce o n  in tellectu al p ro p erty ; an d  r isk s th at Mad rig al o r S y n ta m ay  lack  th e fin an cial reso u rces an d  access to  cap ital to  fu n d  p ro p o sed  o p eratio n s. F u rth er in fo rm atio n  o n  th e facto rs an d  risk s th at co u ld  affect S y n ta’s b u sin ess, fin an cial co n d itio n s an d  resu lts o f o p eratio n s are co n tain ed  in  S y n ta’s filin g s w ith  th e U .S . S ecu rities an d  E x ch an g e C o m m issio n , w h ich  are av ailab le at w w w .sec.g o v . T h e fo rw ard -lo o k in g  statem en ts rep resen t th e estim ate o f Mad rig al an d  S y n ta as o f th e d ate h ereo f

o n ly , an d  Mad rig al an d  S y n ta sp ecifically  d isclaim  an y  d u ty  o r o b lig atio n  to  u p d ate fo rw ard -lo o k in g  statem en ts. 2

 



A d d itio n al In fo rm atio n  ab o u t th e Merg er an d  Wh ere to  F in d  It T h is p resen tatio n  d o es n o t co n stitu te an  o ffer to  sell o r th e so licitatio n  o f an  o ffer to  b u y  an y  secu rities o r a so licitatio  n  o f an y  v o te o r ap p ro v al. A  d efin itiv e p ro x y  statem en t an d  a p ro x y  card  w ill b e filed  w ith  th e S E C  an d  w ill b e m ailed  to  S y n ta’s sto ck h o ld ers seek in g  an y  req u ired  sto ck h o ld er ap p ro v als in  co n n ectio n  w ith  th e p ro p o sed  tran sactio n s. T h e p ro x y  statem en t w ill co n tain  im p o rtan t in fo rm atio n  ab o u t S y n ta, Mad rig al, th e tran sactio n  an d  related  m atters. B E F O R E  MA K IN G  A N Y  V O T IN G  O R  IN V E S T ME N T  D E C IS IO N , IN V E S T O R S  A N D  S T O C K H O L D E R S  A R E  U R G E D  T O  R E A D  T H E  P R O X Y  S T A T E ME N T  (IN C L U D IN G  A N Y  A ME N D ME N T S  O R  S U P P L E ME N T S  T H E R E T O ) A N D  A N Y  O T H E R  R E L E V A N T  D O C U ME N T S  T H A T  S Y N T A  MA Y  F IL E  WIT H  T H E  S E C  WH E N  T H E Y  B E C O ME  A V A IL A B L E  B E C A U S E  T H E Y  WIL L  C O N T A IN  IMP O R T A N T  IN F O R MA T IO N  A B O U T  T H E  P R O P O S E D  T R A N S A C T IO N S . S to ck h o ld ers m ay  o b tain , free o f ch arg e, co p ies o f th e d efin itiv e p ro x y  statem en t an d  an y  o th er d o cu m en ts filed  b y  S y n ta w ith  th e S E C  in  co n n ectio n  w ith  th e p ro p o sed  tran sactio n s at th e S E C 's w eb site (h ttp ://w w w .sec.g o v ), at S y n ta’s w eb site u n d er th e h ead in g  “In v esto rs / S E C  F ilin g s”, o r b y  d irectin g  a w ritten  req u est to : S y n ta P h arm aceu ticals C o rp ., 4 5  H artw ell A v en u e, L ex in g to n , MA  0 2 4 2 1 , A tten tio n : Wen d y  R ied er, E sq . S y n ta an d  its d irecto rs an d  ex ecu tiv e o fficers an d  Mad rig al an d  its d irecto rs an d  ex ecu tiv e o fficers m ay  b e d eem ed  to  b e p articip an ts in  th e so licitatio n  o f p ro x ies fro m  th e sto ck h o ld ers o f S y n ta in  co n n ectio n  w ith  th e p ro p o sed  tran sactio n . In fo rm atio n  reg ard in g  th e sp ecial in terests o f th ese d irecto rs an d  ex ecu tiv e o fficers in  th e m erg er w ill b e in clu d ed  in  th e p ro x y  statem en t referred  to  ab o v e. A d d itio n al in fo rm atio n  reg ard in g  th e d irecto rs an d  ex ecu tiv e o fficers o f S y n ta is also  in clu d ed  in  S y n ta’s A n n u al R ep o rt o n  F o rm  1 0 -K , as am en d ed , w h ich  w as filed  w ith  th e S E C  o n  March  1 6 , 2 0 1 6 , an d  am en d ed  o n  A p ril 2 9 , 2 0 1 6 . T h is d o cu m en t is av ailab le free o f ch arg e at th e S E C  w eb  site (w w w .sec.g o v ), at S y n ta’s w eb site

u n d er th e h ead in g  “In v esto rs / S E C  F ilin g s”, o r b y  d irectin g  a w ritten  req u est to  S y n ta as d escrib ed  ab o v e. 3

 



T ran sactio n  T erm s • S y n ta to  acq u ire all o u tstan d in g  sh ares o f Mad rig al in  ex ch an g e fo r ap p ro x im ately  2 5 3 .9  m illio n  n ew ly  issu ed  sh ares o f S y n ta co m m o n  sto ck  S y n ta sh areh o ld ers ex p ected  to  o w n  3 6 .0 %  o f th e co m b in ed  co m p an y  an d  Mad rig al sh areh o ld ers ex p ected  to  o w n  6 4 .0 %  U p o n  clo sin g  o f th e tran sactio n , th e co m b in ed  co m p an y  w ill b e k n o w n  as Mad rig al P h arm aceu ticals In v esto r sy n d icate co m m itted  to  in v est u p  to  $ 9  m illio n  in  Mad rig al p rio r to  th e clo sin g  o f th e Merg er A ll S to ck  T ran sactio n  • N am e an d  O w n ersh ip  • • C ash  an d  F u n d in g  –  C o m b in ed  an ticip ated  S y n ta cash  b alan ce an d  p riv ate p lacem en t p ro v id es su fficien t cash  to  fu n d  sev eral clin ical read o u ts A p p ro v al • A p p ro v ed  b y  th e b o ard s o f d irecto rs o f b o th  co m p an ies an d  Mad rig al sh areh o ld ers E x p ected  to  clo se b y  th e en d  o f 3 Q  2 0 1 6 , su b ject to  th e ap p ro v al o f th e sto ck h o ld ers o f S y n ta as w ell as o th er cu sto m ary  clo sin g  co n d itio n s, in clu d in g  satisfactio n  o f S y n ta h av in g  at least $ 2 8 .5  m illio n  in  n et cash  at clo sin g  • C lo se 4

 



T h e N ew  C o m b in ed  C o m p an y : In v estm en t H ig h lig h ts • P h ase 2 -read y  liv er-d irected  th y ro id  h o rm o n e recep to r-ß  ag o n ist (T H R -ß ); efficacy  an d  safety  p ro file v alid ated  b y  p reclin ical an d  clin ical d ata MG L -3 1 9 6 : F irst-in -C lass T H R -ß  A g o n ist • In itial in d icatio n s are N A S H  an d  fam ilial h y p erch o lestero lem ia; p o ssib ility  to  ex p an d  in d icatio n s L arg e &  U n d erserv ed  Mark ets in  N A S H  &  G en etic L ip id  D iso rd ers • Mu ltip le p o ten tial clin ical trial in itiatio n s in  2 0 1 6  an d  d ata read o u ts th ro u g h o u t 2 0 1 7  fo r N A S H , H eF H  &  H o F H  Mu ltip le P o ssib le V alu e-C reatin g  C ataly sts o v er N ex t 1 8  Mo n th s E x p ected  F u n d in g  to  K ey  In flectio n  P o in ts • C o m b in ed  cash  reso u rces su fficien t to  reach  k ey  clin ical in flectio n  p o in ts in  N A S H , H eF H  &  H o F H  • E x p erien ced  m an ag em en t team  w ith  p ro v en  track  reco rd  in  d ru g  d isco v ery , d ev elo p m en t an d  co m m ercializatio n ; ex p ertise in  liv er d iseases S easo n ed  Man ag em en t T eam  5

 



S y n ta-Mad rig al L ead ersh ip  • C o m b in ed  co m p an y  w ill b e led  b y  an  ex p erien ced  m an ag em en t team  w ith  m u ltip le su ccessfu l N D A /E MA s an d  m ark eted  p ro d u cts –  P au l F ried m an , M.D . - C h airm an  an d  C E O  • F o rm er C E O  o f In cy te P h arm aceu ticals; fo rm er P resid en t o f D u P o n t P h arm aceu ticals R esearch  R eb ecca T au b , M.D . - C h ief Med ical O fficer, E x ecu tiv e V ice P resid en t, R & D  • L ed  team s th at d isco v ered  E liq u is an d  MG L -3 1 9 6 , Mad rig al’s lead  co m p o u n d  • R eco g n ized  ex p ert in  liv er reg en eratio n  an d  d iseases o f th e liv er Marc S ch n eeb au m  - C h ief F in an cial O fficer • S V P , C F O  o f S y n ta sin ce 2 0 1 4  –  –  • B o ard  co m p rised  o f sev en  d irecto rs: fiv e fro m  Mad rig al, o n e fro m  S y n ta, an d  o n e m u tu ally  ag reed  u p o n  d esig n ee C o rp o rate h ead q u arters w ill b e lo cated  in  th e P h ilad elp h ia area • 6

 



MG L -3 1 9 6 : B u ild in g  a P latfo rm  in  L ip id  an d  L iv er D iso rd ers 7

 



B u ild in g  a P latfo rm  in  L ip id  an d  L iv er D iso rd ers w ith  MG L -3 1 9 6 , a F irst-in -C lass T h y ro id  H o rm o n e-β  (T H R -β ) A g o n ist L ead  co m p o u n d , MG L -3 1 9 6 , a P h ase 2 -read y  liv er-d irected  th y ro id  h o rm o n e recep to r-β  (T H R -β ) ag o n ist O n ce-d aily  o ral d o sin g  F av o rab le safety  an d  efficacy  p ro file Wo rld -w id e p aten t ex clu siv ity  F irst-in -C lass A p p ro ach  S tream lin ed  C lin ical D ev elo p m en t P lan  in  G en etic L ip id  D iso rd er D irectly  targ ets lip o to x icity  an d  m etab o lic d efects in  N A S H  S tro n g  d isease lin k : T H R -β  recep to r activ ity  is d eficien t in  N A S H  liv ers S u p p o rted  b y  p reclin ical an d  clin ical d ata D ifferen tiatio n : C V  b en efit, MG L -3 1 9 6  L D L  ch o lestero l lo w erin g  u p  to  3 0 %  in  h u m an s S ig n ifican t O p p o rtu n ity  in  N A S H  H etero zy g o u s an d  h o m o zy g o u s fam ilial h y p erch o lestero lem ia (H eF H , H o F H ) A ffect u p  to  1 :2 0 0  an d  1 :2 5 0 ,0 0 0  p atien ts w o rld -w id e MG L -3 1 9 6  d em o n strated  ro b u st efficacy  in  L D L  lo w erin g  C lin ically  v alid ated , m u ltip le co m p lem en tary  lip id  p ath w ay s P o ten tially  fast to  m ark et, early  P h ase 2  fav o rab le safety  an d  efficacy  p ro file 8

 



Mad rig al P ip elin e • T h y ro id  an alo g u e p latfo rm  (MG L -3 1 9 6 , b ack u p , n ew  m o lecu les) • • • • B iliary  d iso rd ers (p ro g ressiv e fam ilial in trah ep atic ch o lestasis-P F IC ) S u b clin ical h y p o th y ro id ism  G en etic d y slip id em ias O rp h an  th y ro id  d iseases, R T H , MC T 8  d eficien cy : n ew  m o lecu le, b rain  p en etran t N atu re R ev . E n d o crin o l. 1 0 , 1 6 4 , 2 0 1 4  9  C o m p o u n d /T arg et D isease S tate P re-C lin ical P h ase 1  P h ase 2  P h ase 3  MG L -3 1 9 6  T h y ro id  H o rm o n e R ecep to r- (T H R -) A g o n ist N A S H  F H  MG L -3 7 4 5  T h y ro id  H o rm o n e –  R ecep to r- (T H R -) A g o n ist (B ack u p ) (S am e as 3 1 9 6 )

 



MG L -3 1 9 6 , a F irst-in -C lass L iv er-D irected  T H R - β  A g o n ist We b eliev e MG L -3 1 9 6  is th e first b o n a fid e T H R -β  selectiv e m o lecu le D isco v ery  o f MG L -3 1 9 6  an d  b ack u p s at R o ch e u tilized  a n o v el fu n ctio n al assay  th at w en t b ey o n d  w h at p rev io u s co m p an ies h ad  d o n e (sim p le recep to r b in d in g  assay ) E arlier co m p o u n d s p u rp o rted  to  b e T H R -β  selectiv e sh o w  n o  fu n ctio n al selectiv ity  an d , lik e th y ro id  h o rm o n e, activ ate th e T H R -α  recep to r eq u ally  w ell as th e β  recep to r β -selectiv ity  an d  liv er targ etin g  are k ey  to  b en eficial m etab o lic actio n s an d  av o id in g  safety  issu es MG L -3 1 9 6 : ex cellen t safety ; u n lik e p rio r th y ro id  recep to r ag o n ist, n o  cartilag e fin d in g s in  ch ro n ic to x ico lo g y  o r A L T  in creases in  h u m an  stu d ies J Med  C h em . 2 0 1 4 ;5 7 (1 0 ):3 9 1 2 -3 9 2 3  T h y ro id  G lan d  L iv er T 4 è T 3  T 4  T 3  N u c T h y ro id  H o rm o n e R ecep to r α  o r β  T S H  T h y ro id  H o rm o n e P ath w ay  T 4  T 4 , p ro h o rm o n e T 3 , activ e h o rm o n e T S H , th y ro id  stim u latin g  h o rm o n e less α  p o ten t  m o re ß  selectiv e α -p o ten cy  (n M) β /α  relativ e to  T 3  K B  G C -1  1 0  -5  0  5  1 0  1 5  2 0  2 5  3 0  3 5  -5 0 0  5 0 0  1 5 0 0  2 5 0 0  3 5 0 0  4 5 0 0  T h y ro id  H o rm o n e (T 3 ) MB 0 7 8 1 1  (G C 1 ) MG L -3 1 9 6  E p ro tiro m e

 



MG L -3 1 9 6 , a F irst-in -C lass L iv er-D irected  T H R - β  A g o n ist MG L -3 1 9 6 ’s d em o n strated  an d  p o ten tial p ro p erties: O n ce d aily  o ral d o sin g *  H ig h  liv er u p tak e; lo w  tissu e p en etratio n  o u tsid e liv er* *  D em o n strated  an d  p o ten tial T H R -β  actio n s an d  b en efits in  th e liv er  In su lin  resistan ce* *    L D L -C ,   T G s, A p o B *  L p (a) * * * , *  N A S H : R ed u ctio n  o f fatty  liv er, in flam m atio n  an d  fib ro sis* *  F av o rab le safety  p ro file in  h u m an , p reclin ical an d  an im al to x ico lo g y  stu d ies N o  su p p ressio n  o f th e cen tral th y ro id  ax is*  N o  T H R -α  effects (h eart rate, b o n e, C N S  effects) * , * *  N o  b o n e o r cartilag e fin d in g s in  lo n g -term  an im al to x ico lo g y  stu d ies* *  N o t m u tag en ic* *  N o  clin ical liv er en zy m e elev atio n s*  * A th ero sclero sis 2 3 0  (2 0 1 3 ) 3 7 3 -3 8 0  * * MG L -3 1 9 6 - p reclin ical stu d ies * * * MG L -3 1 9 6 -P h ase 1  1 1

 



D ifferen tiated  N A S H  O p p o rtu n ity  • WW N A S H  m ark et estim ated  at $ 3 5 b n -$ 4 0 b n  • Wh ile ep id em io lo g y  d ata v aries, ~ 2 -3 %  o f th e U S  p o p u latio n  is th o u g h t to  h av e N A S H , an d  ex p ected  to  g ro w  g iv en  th e h ig h  rate o f g ro w th  o f o b esity  an d  d iab etes N o  F D A  ap p ro v ed  treatm en t o p tio n s • • MG L -3 1 9 6  is a n o v el d ifferen tiated  card io -p ro tectiv e th erap y  • S tro n g  d isease lin k : T H R - recep to r activ ity  is d eficien t in  N A S H  liv ers • S u p p o rted  b y  p reclin ical an d  clin ical d ata • • D ifferen tiatio n : C V  b en efit, MG L -3 1 9 6  L D L  ch o lestero l lo w erin g  u p  to  3 0 %  in  h u m an s C ritical d ifferen tiatio n  in  N A S H , a d isease m o re lik ely  to  lead  to  d eath  b y  card io v ascu lar d isease th an  liv er d isease • T reatin g  N A S H , rath er th an  fib ro sis, is k ey  to  ad d ressin g  th e d isease • R ecen t F D A  g u id an ce in d icates th at reso lu tio n  o f N A S H , w ith o u t red u cin g  fib ro sis, is an  ap p ro v ab le en d p o in t • R eco g n itio n  th at liv er fib ro sis w ill d ecrease w ith  tim e after N A S H  reso lv es (sim ilar to  red u ctio n  o f fib ro sis as th e liv er reg en erates after cu re o f H C V ) 1 2  D efin ed , R eg u lato ry  P ath  U n iq u e &  D ifferen tiated  A p p ro ach  L arg e &  G ro w in g  U n serv ed  Mark et

 



Wh y  MG L -3 1 9 6  fo r N A S H ? We b eliev e th at MG L -3 1 9 6  w ill treat th e u n d erly in g  d isease in  N A S H  p atien ts • MG L -3 1 9 6  h as p leio tro p ic effects ch aracteristic o f an  “id eal” N A S H  d ru g  – P o ten tially  fix es co m p o n en ts o f th e m etab o lic sy n d ro m e, treats in su lin  sen sitiv ity , d y slip id em ia, an d  u n d erly in g  fatty  liv er d isease • H y p o th y ro id ism  at th e lev el o f th e th y ro id  g lan d  is co m m o n  in  N A S H  (2 0 -3 0 % ) an d  liv er-sp ecific h y p o th y ro id ism  is p resen t in  h u m an  N A S H  (E n d o crin o lo g y . 2 0 1 4 ;1 5 5 (1 1 ):4 5 9 1 -4 6 0 1 ) – L iv er sp ecific h y p o th y ro id ism  is cau sed  b y  d eg rad atio n  o f th y ro id  h o rm o n e (in creased  d eio d in ase (D IO ) 3  p ro d u ced  b y  stellate cells) in  th e N A S H  liv er – T reatm en t w ith  MG L -3 1 9 6  in  h u m an  N A S H  m ay  b e a h o rm o n e rep lacem en t th erap y  •Im p o rtan t th at th e rep lacem en t b e sp ecific fo r T H R - •T h y ro id  h o rm o n e treatm en t is g en erally  n o t effectiv e fo r N A S H  b ecau se th y ro id  h o rm o n e: 1 -is d eg rad ed  in  th e N A S H  liv er, an d  2 -cau ses sy stem ic T H R - effects • N A S H  p atien ts w ith  ad v an ced  fib ro sis h av e in creased  C V  risk  an d  p rim arily  d ie o f C V  (n o t liv er) d isease (E k sted t, H ep ato lo g y , 2 0 1 4 ; A n g u lo  et al, G astro en tero lo g y , 2 0 1 5  ) – MG L -3 1 9 6  lo w ers L D L -ch o lestero l an d  m ay  p ro v id e C V  b en efit to  N A S H  p atien ts 1 3

 



T H R - B en efits A cro ss th e S p ectru m  o f E arly  to  A d v an ced  N A S H  E v id en ce fro m  h u m an  an d  an im al d ata fro m  Mad rig al an d  m u ltip le p u b lish ed  stu d ies su p p o rt p leio tro p ic actio n s o f T H R -ß  N A S H  in flam m atio n  an d  fib ro sis N o rm al L iv er F atty  L iv er C irrh o sis ME T A B O L IC  B E N E F IT S  liv er fat &  lip o to x icity  in su lin  sen sitiv ity  L D L  ch o lestero l ath ero sclero sis A N T I-IN F L A MMA T O R Y  A N T I-F IB R O T IC  ap o p to sis, liv er en zy m es reg en eratio n  fib ro sis &  in flam m atio n  L ip id  R es. 2 0 1 4 ;5 5 (1 1 ):2 4 0 8 -2 4 1 5  ; R E D U C E D  N A S H  C O MP L IC A T IO N S  C V  d isease H C C  E ffects o f MG L -3 1 9 6 : H ep ato lo g y . 2 0 0 9 ;4 9 (2 ):4 0 7 -4 1 7 ; F A S E B  J. E n d o crin o lo g y . 2 0 1 4 ;1 5 5 (1 1 ):4 5 9 1 -4 6 0 1 ; P L o S  O n e. 2 0 1 3 ;8 (1 2 ):e7 8 5 3 4  2 0 0 8 ;2 2 (8 ):2 9 8 1 -2 9 8 9 ; T au b  et al,, S o  et al, u n p u b ; T ren d s E n d o crin o l Metab . 2 0 1 4 ;2 5 (1 0 ):5 3 8 -5 4 5 P L o S  O n e. 2 0 1 0 ;5 (1 ):e8 7 1 0  T o x ico l P ath o l. 2 0 0 3 ;3 1 (1 ):1 1 3 -1 2 0 ; J 1 4

 



MG L -3 1 9 6 : P reclin ical D ata S u p p o rt N A S H  an d  L ip id  In d icatio n s • • Im p ro v ed  safety  p ro file relativ e to  T 3  (th y ro id  h o rm o n e) an d  o th er th y ro id  ag o n ists R ed u ced  m ark ers o f N A S H  in  d iab etic an d  o b ese an im als in clu d in g : –  –  –  –  R ed u ctio n  in  fatty  liv er Im p ro v ed  liv er en zy m e lev els D ecreased  in flam m atio n  an d  fib ro sis m ark ers Im p ro v em en t in  N A S H  sco res • • • C h o lestero l, trig ly cerid e lo w erin g  in  a v ariety  o f an im al sp ecies C o m p lem en tary  lip id  lo w erin g  m ech an ism  to  statin s In su lin  sen sitizin g  actio n  co m p arab le to  ro sig litazo n e 1 5

 



MG L -3 1 9 6 : Im p ro v ed  S afety  P ro file R elativ e to  T 3  T 3  B o n e Min eral D en sity  C h o lestero l 3 0 0 .0  0 .0 6  2 5 0 .0  0 .0 5  * *  * * *  * * *  T h y ro id  h o rm o n e (T 3 , th y ro x in e) treatm en t m ay  cau se o steo p o ro sis S ig n ifican tly  red u ced  b o n e m in eral d en sity  w ith  T 3  2 0 0 .0  * * *  0 .0 4  1 5 0 .0  0 .0 3  * * *  * * *  1 0 0 .0  0 .0 2  5 0 .0  0 .0 1  0 .0  0 .0 0  C o n tro l T 3  : 3 0  u g /k g  T 3  : 1 0  u g /k g  T 3  : 1 0 0  u g /k g  p < .0 5 *  p < .0 1 * *  P < .0 0 1 * * *  MG L -3 1 9 6  C h o lestero l B o n e Min eral D en sity  3 0 0 .0  0 .0 6  2 5 0 .0  0 .0 5  2 0 0 .0  * * *  * * *  0 .0 4  1 5 0 .0  0 .0 3  * * *  1 0 0 .0  * * *  0 .0 2  5 0 .0  0 .0 1  0 .0  0 .0 0  C o n tro l MG L -3 1 9 6  1  m g /k g  MG L -3 1 9 6  1 0  m g /k g  MG L -3 1 9 6  .3  m g /k g  MG L -3 1 9 6  3  m g /k g  B MJ 2 0 1 1 ;3 4 2 :d 2 2 3 8  1 6  C h o lestero l (m g /d l± s.d .) C h o lestero l (m g /d l± s.d .) B o n e D en sity  (g /cm * cm ) B o n e D en sity  (g /cm * cm ) 2 4 d  stu d y  in  4 0  w eek  o ld  d iet-in d u ced  o b ese (D IO ) m ice o n  H ig h  F at D iet (H F D ) fo r 3 8  w eek s

 



MG L -3 1 9 6 : H ealth  D ata S u p p o rts Im p ro v em en t in  L iv er lo w er p an els: 2 4 d  stu d y  in  4 0  w k  o ld  D IO  m ice o n  H F D  3 5  w k s L iv er S ize L iv er T rig ly cerid es In su lin  T o leran ce T est 5  7 0  4  *  * * 8 0  * *  3  6 0  *  8 0  2  2 0  1  T im e,0 (m in ) 0  0  * * *  p < 0 .0 0 1  * *  p < 0 .0 1 * p < 0 .0 5  C o n tro l MG L -3 1 9 6  3  m g /k g  C o n tro l MG L -3 1 9 6  .3 m g /k g  MG L -3 1 9 6  1  A L T  3 0 0  2 5 0  2 0 0  1 5 0  1 0 0  5 0  0  * * *  * * *  * * *  * * *  C o n tro l MG L -3 1 9 6  1 m g /k g  MG L -3 1 9 6  1 0 m g /k g  MG L -3 1 9 6  .3 m g /k g  MG L -3 1 9 6  3 m g /k g  N A S H  sco re 1 7  IU /L  L iv er %  B o d y  Weig h t %  T im e 0  G lu co se T rig ly cerid es m g /g  %  T im e 0  G lu co se 1 2 0  1 0 0  4 0  0  0  6 0  5 0  4 0  3 0  2 0  6 0 1 0  (0 .5  U /k g  in su lin ) 1 2 0  1 0 0  *  6 0  *  4 0  2 0  *  * *  * *  1 2  0  MG L -3 1 9 6  .3 m g /k g  MG L -3 1 9 6  1 m g /k g  R o sig litazo n e: 1 0  m g /k g  L iv er F at (H isto lo g y  0  6 0  1 2 0  T im e, (m in ) *  p < 0 .0 5  MG L -3 1 9 6  )MG L -3 1 9 6  3  m g /k g  •R o R seig d litu azco n eed : 1 h 0  em p g /ak g tic trig ly cerid es (> 5 0 % ), n o rm alized  liv er size • In su lin  sen sitiv ity  im p ro v ed  at all d o ses • R ed u ced  liv er en zy m es (A L T , A S T ) • Im p ro v ed  liv er h isto lo g y , red u ced  C o n tro l MG L -3 1 9 6  *  U p p er p an els: 2 4 d  stu d y  in  1 7  w k  o ld  D IO  m ice (p o , q d ) o n  h ig h  fat d iet (H F D ) 1 3  w k s;

 



MG L -3 1 9 6 : R ed u ctio n  o f K ey  N A S H , F ib ro sis P ath w ay  G en es at H u m an  C o m p arab le D ru g  L ev els MG L -3 1 9 6  (m g /k g ) H F D  m o u se m o d el •U p -reg u latio n  o f N A S H  an d  fib ro sis related  tran scrip ts in  H F D  as co m p ared  w ith  lean  m ice co n tro ls E ffects o f MG L -3 1 9 6  in  2 5  w eek  H F D  m o u se m o d el In flam m atio n  MC P -1 /C C L 2  MIP -2 /C X C L 2  MIP -2 ß /C X L C L 3  A 2 0 /T N F aip 3  C R P  A n n ex in  2  S A A 1  F ib ro sis C o llag en  1  G alectin -3  T IMP 1  C o llag en  4 a2  S MA  C o llag en  4 a1  C T G F  K eratin  1 8  C o llag en  3  G alectin -1  H F D  L ean  0 .1  0 .3  1  3  R o si • D o w n reg u latio n  o f k ey  N A S H , in flam m atio n  an d  fib ro sis p ath w ay  g en es •R ed u ced  to  lean  m o u se lev el •H ig h ly  statistically  sig n ifican t R ed u ctio n  o f A L T  Mo re im p ro v em en t th an  ro sig litazo n e • • • R o sig litazo n e h as b een  sh o w n  to  b e m o d estly  efficacio u s in  h u m an  N A S H  (H E P A T O L O G Y  2 0 1 1 ;5 4 :1 6 3 1 -1 6 3 9 ) • D ru g  ex p o su res at .3 -1  m g /k g  in  H F D  m ice are sim ilar to  h u m an  d o se w h ere m ax im u m  lip id  lo w erin g  is o b serv ed  •Max im u m  efficacy  ~  .3 -1  m g /k g  in  2 5  w eek  stu d y  1 2  3  4  5  6  7  B ad  G o o d  T IMP 1  tissu e in h ib ito r m etallo p ro tein ase C T G F  co n n ectiv e tissu e g ro w th  facto r S MA  sm o o th  m u scle actin  S A A  seru m  am y lo id  A  C R P  C -reactiv e p ro tein  “H F D ”, lan e 1  m ean  H F D  g en e ex p ressio n  n o rm alized  to  m ean  L ean ; L an es (2 -7 ) m ean  g en e ex p ressio n  n o rm alized  to  m ean  o f D IO ; “R o si” (ro sig litazo n e, 3  m g /k g , 2 4  w k s) R ed , h ig h er ex p ressio n ; b lu e d ecreased  ex p ressio n  1 8  2 5  w eek  stu d y  in  D IO , lean  co n tro l m ice an d  H F D  m ice treated  w ith  0 .1  to  3  m g /k g  MG L -3 1 9 6  o r R o sig litazo n e (3 m g /k g )

 



MG L -3 1 9 6 : C o m p leted : L o n g -term  D o sin g  in  H u m an s is E n ab led  • S in g le A scen d in g  D o se (S A D ) stu d y  • Mu ltip le A scen d in g  D o se (MA D ) stu d y  –  S ix  d o se co h o rts, 3 6  to tal H V  d o sed  d aily  w ith  MG L -3 1 9 6  (5 , 2 0 , 5 0 , 8 0 , 1 0 0 , o r 2 0 0  m g ) an d  1 2  w ith  p laceb o  fo r 1 4  d ay s •H ealth y  v o lu n teers w ith  slig h tly  elev ated  L D L  ch o lestero l (>  1 1 0  m g /d L ) Well-to lerated , ap p eared  safe at all d o ses tested  N o  effect o n  v ital sig n s, h eart rate, cen tral th y ro id  ax is, o r liv er en zy m es –  –  • P h ase 1  stu d y  d o sin g  MG L -3 1 9 6  w ith  statin s • S eries o f G L P  to x ico lo g y  an d  C MC  stu d ies su p p o rt all in d icatio n s –  –  –  Man u factu rin g  an d  p ro d u ct fo rm u latio n  C h ro n ic to x ico lo g y  p ack ag e P h ase 2 -en ab lin g  A th ero sclero sis 2 3 0  (2 0 1 3 ) 3 7 3 -3 8 0  1 9

 



MG L -3 1 9 6 : R o b u st L D L  an d  T rig ly cerid e L o w erin g  in  1 4  D ay  Mu ltip le D o se P h ase 1  S tu d y  C h an g e in  L ip id s A fter 1 4  D ay s 2 0  1 0  0  C h o l L D L -C  n -H D  -C  T G  -1 0  * *  * * *  -2 0  * *  * *  * *  * * *  * * *  -3 0  * * *  -4 0  -5 0  -6 0  5 m g  2 0 m g  5 0 m g  8 0 m g  1 0 0 m g  2 0 0 m g  *  C h an g e fro m  B aselin e (C F B ) b y  m ean  %  C F B  calcu lated  fo r each  in d iv id u al su b ject 2 4 h  after 1 4 th  d o se; b aselin e v alu e o b tain ed  ju st p rio r to  first d o se; A p o B , ap o lip o p ro tein  B ; C h o l, to tal ch o lestero l; L D L -C , L D L  ch o lestero l d irectly  m easu red ; N o n -H D L -C , n o n -H D L  ch o lestero l; T G , trig ly cerid es (m ed ian  % C F B ) O n ce d aily  o ral treatm en t led  to  h ig h ly  sig n ifican t an d  d o se-d ep en d en t u p  to  ~ 3 0 %  red u ctio n  o f ap o lip o p ro tein  B  (A p o B ), to tal, L D L , n o n -H D L  ch o lestero l; S tro n g  tren d s in  trig ly cerid e red u ctio n  u p  to  6 0 % ; N ear m ax im al effect at 8 0 m g  d o se A th ero sclero sis 2 3 0  (2 0 1 3 ) 3 7 3 -3 8 0  2 0  % C h an g e F ro m  B aselin e MG L -3 1 9 6 , P laceb o  S u b tracted  A p  o B  N o  L  *  *  *  * *  * * *  * *  * * *  * * *  “ * * *  p < 0 .0 0 1  * *  p < 0 .0 1  *  p 0 .0 5  “p 0 .1  “

 



S tro n g  P o sitio n in g  in  N A S H  L an d scap e to lerated  B en efit S m all b en efit D ecrease G reen  =  G o o d  • P leio tro p ic an d  card io -b en eficial actio n s p o sitio n  MG L -3 1 9 6  as p o ten tial b est-in -class N A S H  th erap eu tic • • Metab o lic reg u lato r, red u ces lip o to x icity , th e d riv er o f N A S H  an d  fib ro sis C ard io v ascu lar d isease is th e n u m b er o n e k iller o f N A S H  p atien ts • MG L -3 1 9 6  p o ten tly  red u ces L D L -C  an d  T G s • O p p o rtu n ities fo r d ifferen tiatio n  fro m  o th er N A S H  ag en ts • In tercep t’s O C A  elev ates L D L -C * , p o ten tially  raisin g  th e reg u lato ry  b ar fo r ap p ro v al an d  lim itin g  th e m ark et o p p o rtu n ity  E lafib rin o r d em o n strates m o d est red u ctio n  in  L D L -C * *  A n ti-fib ro tics d o  n o t ad d ress u n d erly in g  cau se o f N A S H  • • • E fficacy  o n  N A S H  an d  card io v ascu lar en d p o in ts p o sitio n  MG L -3 1 9 6  as an  id eal N A S H  d ru g  to  b e u sed  in  co m b in atio n  w ith  an ti-fib ro tic an d /o r an ti-in flam m ato ry  ag en ts * L an cet 3 8 5 :9 5 6 -6 5 ; 2 0 1 5  * * G astro en tero lo g y  F eb  1 1  2 0 1 6 ; p ii:S 0 0 1 6 -5 0 8 5 (1 0 )0 0 1 4 0 -2  2 1  C o m p o u n d  P h ase N A S  S co re F ib ro sis S co re L iv er L ip id s N A S H  P rev en tio n  In su lin  S en sitiv ity  L D L  T G s C V  R isk  S id e E ffects MG L -3 1 9 6  1   C V  B en efit Well-

 



P ro p o sed  P h ase 2  P ro o f-o f-C o n cep t N A S H  P ro to co l * u n d er d iscu ssio n  2 2  S tu d y  S tu d y  D etails D ru g  MG L -3 1 9 6  8 0 , 1 2 0  m g  q d  In clu sio n /E x clu sio n  •N A S H  o n  liv er b io p sy  •In clu d e d iab etics, statin  th erap y  C o m p arato r/A rm s •P laceb o  v s. MG L -3 1 9 6  (2  d o ses) P rim ary  E n d p o in t •R ed u ctio n  o f liv er fat (MR I-P D F F ) at 3  m o  S eco n d ary  E n d p o in ts •B io m ark ers at 1 2 , 2 4  w eek s •L iv er b io p sy  at 6  m o n th s-red u ctio n /reso lu tio n  o f N A S H  in  p atien ts o n  d ru g  D esig n  B lin d ed  1 :1 :1  S tag e P h 2  #  P atien ts 1 0 5  C en ters T B D  T reatm en t d u ratio n  6  m o

 



U n m et N eed s in  F H , a S ev ere G en etic D y slip id em ia • H eF H  an d  H o F H  cau sed  p rim arily  b y  in activ atin g  m u tatio n s in  L D L  recep to r E arly  o n set card io v ascu lar d isease, H o F H  <  ag e 2 0  • • • 1 /2 0 0 -1 /5 0 0  H eF H ; 1 /2 5 0 ,0 0 0 -1 /1 ,0 0 0 ,0 0 0  H o F H  H ig h er freq u en cy  in  certain  g en etically  h o m o g en eo u s p o p u latio n s • D esp ite cu rren t an d  n ew er th erap ies (i.e. P C S K 9  ab ), H o F H  an d  m an y  H eF H  (sev ere H eF H ) n o t ach iev in g  treatm en t g o als S ig n ifican t co m m ercial o p p o rtu n ity  fo r MG L -3 1 9 6  in  H o F H , refracto ry  H eF H  • E u ro p ean  H eart Jo u rn al d o i:1 0 .1 0 9 3 /eu rh eartj/eh u 2 7 4 ; 2 0 1 4  2 3  N o v el T h erap eu tic A p p ro ach es N eed ed  P rev alen ce S ev ere D eb ilitatin g  D y slip id em ia

 



C u rren t C h allen g es in  T reatm en t o f F H  H o F H  • • Mo st p atien ts still n o t reach in g  L D L -C  g o al N ew er ag en ts, L o m itap id e (Ju x tap id , MT P i) an d  Mip o m ersen  (K y n am ro , an ti-A p o B ) m ay  h av e safety  issu es • • B o th  carry  F D A  lab el w arn in g * , h ep ato to x icity  In creased  A L T  an d  h ep atic fat • E lev ated  L p (a) rem ain s an  issu e H eF H  • In  H eF H , P C S K 9  in h ib ito rs p lu s stan d ard  care (statin s, ezetim ib e) so m e H eF H  still n o t ach iev in g  g o al F u rth er treatm en t o p p o rtu n ities in clu d e relativ e statin  in to leran ce in  so m e an d  elev ated  L p (a) • In  F H , w e b eliev e MG L -3 1 9 6  w ill d eliv er ad d itio n al L D L -C  an d  L p (a) lo w erin g  o n  to p  o f co n v en tio n al treatm en t D ru g s. 2 0 1 5 ; 7 5 (1 5 ): 1 7 1 5 – 1 7 2 4  * K y n am ro , Ju x tap id  F D A  lab el, p rescrib in g  in fo rm atio n  2 4  H o F H  L ip id  L o w erin g  T h erap y  L D L  d ecrease C o n v en tio n al S tatin s U p  to  2 8 %  E zetim ib e < 1 0 %  L D L  ap h eresis 2 0 -4 0 %  N ew  T reatm en t O p tio n s L o m itap id e U p  to  5 0 %  Mip o m ersen  2 5 %  P C S K 9  in h  2 3 %

 



MG L -3 1 9 6 : U n iq u e an d  C o m p lem en tary  L ip id  L o w erin g  P ro file C h o lestero l B reak d o w n  E lim in atio n  MG L -3 1 9 6  b o th  L D L  recep to r d ep en d en t an d  in d ep en d en t ch o lestero l lo w erin g  A p o B  L p (a) • T h y ro id  p ath w ay  clin ically  v alid ated  an d  d ifferen tiated  in  F H  –  –  –  –  MG L -3 1 9 6  lo w ers L D L  in  co n cert w ith  statin s in  clin ical, p reclin ical stu d ies In  P h ase 3  trials in  H eF H , earlier T H R  ag o n ist lo w ered  L D L  ch o lestero l an d  L p (a)*  T h y ro id  ag o n ists lo w er ch o lestero l in  L D L  recep to r k n o ck o u t m ice MG L -3 1 9 6  is o n e o f th e o n ly  m ech an ism s th at lo w ers L p (a) •L p (a) is a sev erely  ath ero g en ic p article th at is elev ated  in  F H  an d  n o t w ell-treated  b y  ex istin g  th erap eu tics E n d o crin o lo g y  2 0 1 2  N o v ;1 5 3 (1 1 ):5 1 4 3 -9  * L an cet D iab etes E n d o crin o l2 0 1 4 ; 2 : 4 5 5 – 6 3  2 5

 



P ro p o sed  P h ase 2  H eF H  C lin ical T rial P ro to co l d u ratio n  2 6  S tu d y  S tu d y  D etails D ru g  MG L -3 1 9 6  8 0 ,1 2 0  m g  q d  In clu sio n /E x clu sio n  •F H  o n  lo w , h ig h  d o se statin s, ezetim ib e •S u b g ro u p  m ay  b e o n  P C S K 9 ab  (allo w ab le “n ” u n d er d iscu ssio n  C o m p arato r/A rm s •P laceb o  co n tro lled , b lin d ed  P rim ary  E n d p o in t •L D L  ch o lestero l lo w erin g  S eco n d ary  E n d p o in ts •T G s, L p (a), A p o B  lo w erin g  •S afety  D esig n  1 :1 :1  S tag e P h 2  #  P atien ts 1 0 0  C en ters 2 4  T reatm en t 1 2  w eek s

 



P ro p o sed  P h ase 2 a H o F H  C lin ical T rial P ro to co l 2 7  S tu d y  S tu d y  D etails D ru g  MG L -3 1 9 6  8 0 ,1 2 0  m g  q d  In clu sio n /E x clu sio n  •H o F H  o n  stan d ard  care, m ay  in clu d e P C S K 9 ab , statin s, ezetim ib e C o m p arato r/A rm s •P atien ts is h is o w n  co n tro l •MG L -3 1 9 6  m ay  b e titrated  P rim ary  E n d p o in t •L D L  ch o lestero l lo w erin g  S eco n d ary  E n d p o in t •T G s, L p (a), A p o B  lo w erin g  •S afety  D esig n  O p en  lab el S tag e P h 2  #  P atien ts 6 -8  C en ters 6  T reatm en t d u ratio n  1 2  w eek s

 



P o ten tial N ear an d  L o n g -term  V alu e D riv ers 2 0 1 5  2 0 1 6  2 0 1 7  C lin ical trial in itiatio n s: • P o ten tial D ata R ead o u ts: C o m p leted  MG L -3 1 9 6  lo n g -term  to x ico lo g y  stu d ies • P h 2  in  N A S H : 6 -m o n th  liv er b io p sy  ex ten sio n  stu d y  P h 2  in  H eF H : 1 2 -w eek  clin ical trial P h 2 a in  H o F H : 1 2 -w eek  clin ical trial • P h 2  in terim  safety  &  efficacy  d ata fo r H eF H  trial (late 1 6 /early  1 7 ) P h 2  to p lin e resu lts in  H eF H  P h 2 a to p lin e resu lts in  H o F H  P h  2  to p lin e resu lts in  N A S H  (3 -m o n th s) P h 2  to p lin e resu lts in  N A S H  (liv er b io p sy ) • • • • • MG L -3 1 9 6  d o sed  w ith  statin s in  P h 1  stu d ies (2 0 1 5 -2 Q 2 0 1 6 ) • • 2 8
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