
Presenta(on	
  	
  	
  September	
  2015	
   1	
  

Crea(ng	
  innova(ve	
  an(bodies	
  for	
  cancer	
  &	
  auto-­‐immune	
  diseases	
  

Petercam	
  Benelux	
  Conference,	
  London	
  
23	
  September	
  2015	
  



Presenta(on	
  	
  	
  September	
  2015	
   2	
  

DISCLAIMER	
  	
  
THIS	
  PRESENTATION	
  IS	
  BEING	
  PROVIDED	
  TO	
  YOU	
  SOLELY	
  FOR	
  YOUR	
  INFORMATION.	
  BY	
  ATTENDING	
  THE	
  MEETING	
  WHERE	
  THIS	
  PRESENTATION	
  IS	
  MADE	
  YOU	
  
AGREE	
  TO	
  BE	
  BOUND	
  BY	
  THE	
  FOLLOWING	
  TERMS	
  AND	
  CONDITIONS.	
  THIS	
  PRESENTATION,	
  WHICH	
  HAS	
  BEEN	
  PREPARED	
  BY	
  ARGEN-­‐X	
  N.V.	
  (THE	
  "COMPANY")	
  MAY	
  
NOT	
  BE	
  REPRODUCED	
  IN	
  ANY	
  FORM,	
  FURTHER	
  DISTRIBUTED	
  OR	
  PASSED	
  ON,	
  DIRECTLY	
  OR	
  INDIRECTLY,	
  TO	
  ANY	
  OTHER	
  PERSON,	
  OR	
  PUBLISHED,	
  IN	
  WHOLE	
  OR	
  IN	
  
PART,	
  FOR	
  ANY	
  PURPOSE.	
  ANY	
  FAILURE	
  TO	
  COMPLY	
  WITH	
  THESE	
  RESTRICTIONS	
  MAY	
  CONSTITUTE	
  A	
  VIOLATION	
  OF	
  APPLICABLE	
  SECURITIES	
  LAWS.	
  

For	
   the	
  purposes	
  of	
   this	
  noIce,	
  “presentaIon”	
  means	
   this	
  document,	
   its	
  contents	
  or	
  any	
  part	
  of	
   it,	
  any	
  quesIon	
  or	
  answer	
  session	
  and	
  any	
  wriSen	
  or	
  oral	
  
material	
  discussed	
  or	
  distributed	
  in	
  connecIon	
  with	
  this	
  presentaIon	
  either	
  before,	
  aVer	
  or	
  during	
  the	
  presentaIon	
  meeIng.	
  	
  	
  

This	
  presentaIon	
  does	
  not,	
  and	
  is	
  not	
  intended	
  to,	
  consItute	
  or	
  form	
  part	
  of,	
  and	
  should	
  not	
  be	
  construed	
  as,	
  an	
  offer	
  to	
  sell,	
  or	
  a	
  solicitaIon	
  of	
  an	
  offer	
  to	
  
purchase,	
  subscribe	
  for	
  or	
  otherwise	
  acquire,	
  any	
  securiIes	
  of	
  the	
  Company,	
  nor	
  shall	
  it	
  or	
  any	
  part	
  of	
  it	
  form	
  the	
  basis	
  of	
  or	
  be	
  relied	
  upon	
  in	
  connecIon	
  with	
  
or	
  act	
  as	
  any	
  inducement	
  to	
  enter	
  into	
  any	
  contract	
  or	
  commitment	
  or	
  investment	
  decision	
  whatsoever.	
  This	
  presentaIon	
  is	
  not	
  an	
  offer	
  of	
  securiIes	
  for	
  sale	
  in	
  
the	
  United	
  States.	
  The	
  securiIes	
  of	
  the	
  Company	
  have	
  not	
  been	
  and	
  will	
  not	
  be	
  registered	
  under	
  the	
  US	
  SecuriIes	
  Act	
  of	
  1933,	
  as	
  amended	
  (the	
  “SecuriIes	
  
Act”)	
  or	
  with	
  any	
  securiIes	
  regulatory	
  authority	
  of	
  any	
  state	
  or	
  other	
  jurisdicIon	
  of	
  the	
  United	
  States	
  and	
  may	
  not	
  be	
  offered	
  or	
  sold	
  in	
  the	
  United	
  States	
  unless	
  
registered	
  under	
  the	
  SecuriIes	
  Act	
  or	
  pursuant	
  to	
  an	
  exempIon	
  from	
  such	
  registraIon.	
  

This	
  presentaIon	
  is	
  made	
  available	
  on	
  the	
  express	
  understanding	
  that	
  it	
  does	
  not	
  contain	
  all	
  informaIon	
  that	
  may	
  be	
  required	
  to	
  evaluate,	
  and	
  will	
  not	
  be	
  used	
  
by	
  the	
  aSendees/recipients	
  in	
  connecIon	
  with,	
  the	
  purchase	
  of	
  or	
  investment	
  in	
  any	
  securiIes	
  of	
  the	
  Company.	
  This	
  presentaIon	
  is	
  accordingly	
  not	
  intended	
  to	
  
form	
  the	
  basis	
  of	
  any	
  investment	
  decision	
  and	
  does	
  not	
  consItute	
  or	
  contain	
  (express	
  or	
  implied)	
  any	
  recommendaIon	
  by	
  the	
  Company	
  or	
  any	
  of	
  its	
  directors,	
  
officers,	
  employees,	
  agents,	
  affiliates	
  or	
  advisers.	
  

Certain	
  informaIon	
  in	
  this	
  presentaIon	
  is	
  based	
  on	
  management	
  esImates.	
  Such	
  esImates	
  have	
  been	
  made	
  in	
  good	
  faith	
  and	
  represent	
  the	
  current	
  beliefs	
  of	
  
applicable	
  members	
  of	
  management.	
  Those	
  management	
  members	
  believe	
  that	
  such	
  esImates	
  are	
  founded	
  on	
  reasonable	
  grounds.	
  However,	
  by	
  their	
  nature,	
  
esImates	
  may	
  not	
  be	
  correct	
  or	
  complete.	
  Accordingly,	
  no	
  representaIon	
  or	
  warranty	
  (express	
  or	
  implied)	
  is	
  given	
  that	
  such	
  esImates	
  are	
  correct	
  or	
  complete.	
  

This	
  presentaIon	
  may	
  include	
  statements	
  that	
  are,	
  or	
  may	
  be	
  deemed	
  to	
  be,	
  "forward-­‐looking	
  statements".	
  These	
  forward-­‐looking	
  statements	
  can	
  be	
  idenIfied	
  
by	
   the	
   use	
   of	
   forward-­‐looking	
   terminology,	
   including	
   the	
   terms	
   "believes",	
   "esImates",	
   "anIcipates",	
   "expects",	
   "intends",	
   "may",	
   "will",	
   or	
   "should",	
   and	
  
include	
   statements	
   the	
   Company	
   makes	
   concerning	
   the	
   intended	
   results	
   of	
   its	
   strategy.	
   By	
   their	
   nature,	
   forward-­‐looking	
   statements	
   involve	
   risks	
   and	
  
uncertainIes	
  and	
  readers	
  are	
  cauIoned	
  that	
  any	
  such	
  forward-­‐looking	
  statements	
  are	
  not	
  guarantees	
  of	
  future	
  performance.	
  The	
  Company’s	
  actual	
  results	
  may	
  
differ	
  materially	
  from	
  those	
  predicted	
  by	
  the	
  forward-­‐looking	
  statements.	
  The	
  Company	
  undertakes	
  no	
  obligaIon	
  to	
  publicly	
  update	
  or	
  revise	
  forward-­‐looking	
  
statements,	
  except	
  as	
  may	
  be	
  required	
  by	
  law.	
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CreaIng	
  value	
  from	
  highly	
  differenIated	
  anIbodies	
  

Focus	
  on	
  cancer	
  &	
  severe	
  autoimmune	
  diseases	
  
•  	
  Highly	
  differenIated	
  products	
  
•  	
  Orphan	
  and	
  large	
  indicaIons	
  

Rich	
  pipeline	
  approaching	
  major	
  value	
  inflec(on	
  points	
  
•  	
  ARGX-­‐110	
  in	
  Ph1/2	
  (oncology):	
  first-­‐in-­‐class;	
  clinical	
  acIvity	
  demonstrated	
  
•  	
  ARGX-­‐111	
  in	
  Ph1	
  (oncology):	
  best-­‐in-­‐class;	
  clinical	
  acIvity	
  demonstrated	
  	
  
•  	
  ARGX-­‐113	
  in	
  preclinical	
  (autoimmune):	
  breakthrough	
  concept	
  for	
  crisis	
  management	
  
•  	
  ARGX-­‐115	
  in	
  preclinical	
  (oncology):	
  novel	
  immune	
  checkpoint	
  

Strategic	
  alliances	
  with	
  premier	
  partners	
  
•  	
  Strategic	
  partnerships	
  fuelled	
  by	
  consistent	
  success	
  
•  	
  Non-­‐diluIve	
  funding	
  and	
  product	
  rights	
  
•  	
  Strong	
  cash	
  posiIon	
  (~€50.5m/$57m	
  June	
  2015)	
  	
  
•  	
  Capital	
  efficient	
  

Powerful	
  technology	
  suite	
  	
  
•  	
  Highly	
  producIve	
  planorm	
  generates	
  mulIple	
  leads	
  
•  	
  SIMPLE	
  AnIbody™:	
  llama	
  immune	
  systems	
  cracks	
  complex/novel	
  targets	
  
•  	
  NHance®,	
  ABDEG™,	
  POTELLIGENT®	
  Fc	
  engineering	
  enables	
  mulIple	
  MoA’s	
  	
  
•  	
  IP	
  protecIon	
  unIl	
  2028-­‐2032	
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Business	
  model	
  maximizing	
  shareholder	
  value	
  

Novel and complex 
targets 

arGEN-X 
 technology suite 

Genera(ng	
  differen(ated	
  an(body	
  product	
  candidates…	
  

…	
  towards	
  Phase	
  II	
  value	
  inflec(on	
  point	
  

Aug 2015 Product portfolio       

ARGX-110: Ph I  

ARGX-111: Ph I 

ARGX-113: CTA submission 

ARGX-115: Preclinical PoC 

End 2017 Product portfolio            

ARGX-110: Ph II  

ARGX-111: Ph II, partnered 

ARGX-113: Ph II auto-immune 

ARGX 115: Ph I oncology 

Strategic pharma alliances  

Va
lu

e  

Platform deals 

Discovery  Preclinical 
development  

Early clinical 
development  Late clinical development  

Preclinical PoC 

Clinical PoC 

Maximally 
differentiated mAbs 

#

IAP*:	
  
UCL,	
  de	
  Duve	
  

*	
  IAP:	
  InnovaIve	
  Access	
  Program	
  

#

#

#

#

Preclinical product deals 

#

#

#

#
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•   SIMPLE	
  AnIbody™:	
  	
  Unlock	
  novel	
  and	
  complex	
  targets	
  
•   NHance®,	
  ABDEG™,	
  POTELLIGENT®:	
  Enhance	
  SIMPLE	
  AnIbody™	
  leads	
  
•   MulIple	
  layers	
  of	
  IP	
  protecIon	
  in	
  place	
  unIl	
  2028-­‐2033	
  (excluding	
  any	
  PTE)	
  

���   Boost	
  cell	
  killing	
  

���   Clear	
  autoanIbody/disease	
  target,	
  
Sweeping	
  concept	
  

���   Extend	
  half-­‐life	
  

Powerful	
  technology	
  suite:	
  mul(ple	
  modes	
  of	
  ac(ons	
  	
  

Highly	
  producIve	
  discovery	
  engine	
  

���   Broad	
  range	
  of	
  leads	
  of	
  
therapeuIc	
  quality	
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ConInuous	
  technology	
  innovaIon	
  –	
  anIbody	
  mediated	
  
target	
  clearance	
  

•   Clinical	
  potenIal	
  for	
  indicaIons:	
  
•   with	
  high	
  circulaIng	
  target	
  concentraIons	
  	
  
•   which	
  require	
  fast	
  target	
  clearance	
  
•   e.g.	
  Inflammatory	
  cytokines	
  (receptors)	
  	
  

NHance®	
  /’ABDEGTM	
  	
  

FcRn	
  modula,on	
  	
  

SIMPLE	
  ANTIBODY™	
  	
  	
  
pH-­‐dependent	
  	
  target	
  binding	
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Recognized	
  promise	
  of	
  proprietary	
  technology	
  suite	
  

The	
  strength	
  of	
  arGEN-­‐X’	
  technology	
  suite	
  is	
  recognized	
  by	
  its	
  partners	
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Rich	
  pipeline	
  approaching	
  major	
  value	
  inflecIon	
  points	
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•  	
  Targets	
  CD70	
  involved	
  in	
  broad	
  range	
  of	
  blood	
  &	
  solid	
  tumors	
  

•  	
  3	
  modes	
  of	
  acIon:	
  	
  
•  SIMPLE	
  AnIbody™	
  :	
  blocks	
  tumor	
  proliferaIon	
  
•  POTELLIGENT®:	
  eliminaIon	
  of	
  tumor	
  cells	
  
•  PrevenIon	
  of	
  tumor	
  immune	
  escape	
  

•  	
  OpIonality	
  in	
  niche	
  and	
  major	
  indicaIons	
  

•  	
  Biological	
  acIvity	
  in	
  3/4	
  TCL	
  	
  paIents	
  in	
  Ph	
  1	
  

•  	
  PFS	
  benefit	
  in	
  RCC,	
  ovarian	
  cancer,	
  mesothelioma,...	
  	
  
•  	
  Outstanding	
  safety	
  profile	
  

•  No	
  dose-­‐limiIng	
  tox,	
  no	
  auto-­‐immune	
  AE’s	
  
•  No	
  impact	
  on	
  total	
  B-­‐	
  and	
  T-­‐cells,	
  IgG,	
  IgM	
  

•  	
  	
  Hematological	
  tumors	
  
•  T-­‐Cell	
  Lymphoma	
  (TCL):	
  Ph	
  Ib	
  	
  safety	
  expasion	
  cohort	
  -­‐	
  4	
  clinics	
  open	
  
•  Leukemia	
  (CML	
  &	
  AML):	
  Preclinical	
  PoC	
  

•  	
  	
  Solid	
  tumors:	
  	
  
•  Nasopharyngeal	
  Carcinoma	
  (NPC)	
  (cfr.	
  EBV):	
  Ph	
  Ib	
  safety	
  expansion	
  
	
  	
  cohort	
  –	
  4	
  paIents	
  enrolled	
  

First-­‐in-­‐class	
  human	
  mAb	
  

Clinical	
  ac(vity	
  &	
  safety	
  demonstrated	
  

Clinical	
  development	
  status	
  	
  

ARGX-­‐110:	
   	
  Pioneering	
  intervenIon	
  in	
  CD70	
  biology	
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sCD27	
  levels	
  	
  
in	
  TCL	
  paIent	
  sera	
  	
  

IHC	
  of	
  CD70	
  expression	
  	
  
in	
  TCL	
  biopsies	
  	
  

•   CD70	
  strongly	
  overexpressed	
  across	
  different	
  TCL	
  types	
  
•   Elevated	
  sCD27	
  levels	
  suggest	
  strong	
  pathway	
  acIvity	
  in	
  TCL	
  

ARGX-­‐110:	
   	
  CD70/sCD27	
  pathway	
  highly	
  relevant	
  in	
  TCL	
  	
  	
  

ProliferaIon	
  &	
  survival	
  

CD70/CD27	
  on	
  
tumor	
  cells	
  



Presenta(on	
  	
  	
  September	
  2015	
   11	
  

%
CD

3+
CD

4-­‐
CD

8-­‐
	
  c
el
ls
	
  

	
  Blood	
  compartment	
  cleared	
  from	
  malignant	
  cells	
  	
  (	
  	
  	
  	
  )	
  

•   78	
  year	
  old	
  woman	
  with	
  CTCL-­‐SS;	
  refractory	
  to	
  mulIple	
  lines	
  of	
  chemotherapy	
  
•   ARGX-­‐110	
  treatment	
  (0.1	
  mg/kg	
  every	
  3	
  weeks):	
  

•   Complete	
  response	
  in	
  blood	
  compartment	
  
•   Stablized	
  disease	
  in	
  skin	
  lesions	
  &	
  lymph	
  nodes	
  

•   EliminaIon	
  of	
  CD70	
  posiIve	
  Sezary	
  cells	
  in	
  2nd	
  CTCL-­‐SS	
  paIent	
  

ARGX-­‐110:	
   	
  Proof	
  of	
  biological	
  acIvity	
  in	
  2	
  paIents	
  with	
  
	
   	
  CTCL	
  Sézary-­‐Syndrome	
  (SS)	
  

	
  Stable	
  disease	
  in	
  skin	
  lesions	
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•   61	
  year-­‐old	
  male	
  	
  AITL	
  paIent	
  showing	
  elevated	
  LDH	
  and	
  reduced	
  Hb	
  levels	
  
•   Refractory	
  to	
  chemotherapy	
  (CHOP	
  +	
  Etoposide	
  /Cyclosporine	
  /BendamusIne	
  -­‐	
  Transplant	
  )	
  	
  

•   AVer	
  2	
  doses	
  of	
  ARGX-­‐110	
  
   LDH	
  normalized	
  to	
  365	
  &	
  Hb	
  increase	
  to	
  7.9	
  without	
  transfusion	
  support	
  

   16%	
  reducIon	
  in	
  tumor	
  size	
  by	
  CT	
  scan	
  

0	
  

1	
  

2	
  

3	
  

4	
  

5	
  

6	
  

7	
  

8	
  

9	
  

0	
  

100	
  

200	
  

300	
  

400	
  

500	
  

600	
  

700	
  

800	
  

900	
  

1	
   2	
   3	
   4	
   5	
   6	
  

Upper	
  Limit	
  of	
  Normal	
  

Cycle	
  1	
  Days	
  1-­‐21	
  (5mg/kg)	
   	
  Hemoglobin	
  (Hb)	
  
(g/dL)	
  

	
  Lactate	
  dehydrogenase	
  
(IU/L)	
  

day 1 day 2 day 4 day 
14 

day 
21 

day 0 

	
  Normalized	
  LDH	
  and	
  increased	
  Hb	
  

Coombs	
  +	
   Coombs	
  -­‐	
  

ARGX-­‐110:	
   	
  Proof	
  of	
  biological	
  acIvity	
  in	
  paIent	
  with	
  
	
   	
   	
  AngioimmunoblasIc	
  T-­‐Cell	
  lymphoma	
  

(AITL)	
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•   Leukemic	
  stem	
  cells	
  (LSCs)	
  resistant	
  to	
  BCR-­‐ABL1	
  inhibitors	
  via	
  CD70	
  overexpression	
  

•   Combo	
  treatment	
  with	
  CD70	
  blocking	
  mAb	
  eliminates	
  LSCs	
  by	
  synergisIc	
  blockade	
  of	
  Wnt	
  signalling	
  pathway	
  

GraVing	
  Whole	
  Bone	
  Marrow	
  cells	
  from	
  treated	
  into	
  new	
  mice	
  	
  
(10d	
  aVer	
  start	
  of	
  treatment)	
  

Im:	
  imaInib;	
  V:	
  vehicle;	
  WBM:	
  whole	
  bone	
  marrow	
  

	
  Cura(ve	
  poten(al	
  of	
  combo	
  treatment	
  ARGX-­‐110/BCR-­‐ABL1	
  

Riether	
  and	
  Schürch	
  et	
  al.,	
  2015,	
  Science	
  TranslaIonal	
  Medicine	
  

ARGX-­‐110/BCR-­‐ABL1	
  inhibitor	
  eliminates	
  leukemic	
  stem	
  
cells	
  in	
  CML	
  model	
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•  	
  	
  Metabolic	
  response	
  (FDG-­‐PET)	
  in	
  Met	
  amplified,	
  end-­‐stage	
  	
  
	
  	
  gastric	
  cancer	
  paIent	
  in	
  Ph1	
  
•  	
  	
  Biological	
  acIvity	
  on	
  bone	
  metastasis	
  and	
  CTCs	
  correlates	
  with	
  	
  
	
  	
  preclinical	
  data	
  

Best-­‐in-­‐class	
  therapeu(c	
  an(body	
  

Proof	
  of	
  biological	
  ac(vity	
  

Clinical	
  development	
  status	
  	
  

•  	
  	
  Targets	
  c-­‐Met	
  driven	
  metastaIs	
  	
  
•  	
  	
  3	
  modes	
  of	
  acIon	
  

•   SIMPLE	
  AnIbody™:	
  blocks	
  tumor	
  proliferaIon	
  
•   POTELLIGENT®:	
  eliminaIon	
  of	
  tumor	
  cells	
  
•   NHance®	
  :	
  increaded	
  Issue	
  penetraIon	
  

•  	
  	
  PotenIal	
  in	
  major	
  c-­‐Met+	
  cancer	
  indicaIons	
  
•  	
  	
  Superior	
  performance	
  to	
  MetMab	
  in	
  preclinical	
  models	
  
•  	
  	
  EliminaIng	
  circulaIng	
  tumor	
  cells	
  and	
  blocking	
  metastasis	
  

•  	
  	
  Ph	
  Ib	
  	
  safety	
  expansion	
  cohort	
  in	
  Met	
  amplified	
  paIents	
  
•  	
  	
  4	
  clinics	
  open	
  

ARGX-­‐111:	
  Superior	
  intervenIon	
  in	
  c-­‐Met	
  biology	
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  Hultberg 2014; Pachmann 2008 

•   ARGX-­‐111	
  has	
  several	
  disInct	
  modes	
  of	
  acIon	
  
•   HGF-­‐dependent	
  blocking	
  
•   HGF-­‐independent	
  blocking	
  
•   Killing	
  MET	
  expressing	
  cells	
  

	
  Different	
  view	
  on	
  c-­‐Met	
  biology	
  

ARGX-­‐111:	
  TargeIng	
  MET	
  posiIve	
  tumors	
  and	
  CTC’s	
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  ClinicalTrials.gov	
  IdenIfier:	
  NCT02055066	
  

���   	
  Advanced	
  cancer	
  popula(on	
  (34	
  pa(ents)	
  
   Progressive,	
  end	
  stage	
  disease	
  

   c-­‐Met+	
  by	
  IHC	
  AND	
  CTCs	
  by	
  Veridex	
  

   Monitor	
  tumor	
  metabolism	
  (PET	
  scan)	
  

���  ARGX-­‐111	
  monotherapy	
  

���  ‘Off	
  study’	
  criteria	
  

   Progressive	
  disease	
  (ir-­‐RECIST)	
  

   Safety	
  

���  Transla(onal	
  biomarkers	
  

���  Efficacy:	
  response	
  and	
  dura(on	
  of	
  therapy	
  

1Q	
  2014	
   2H	
  2016	
  

10	
  

Met	
  amplified	
  cancers	
  

Dose	
  escala(on	
   Adap(ve	
  safety	
  expansion	
  

0.3	
  mg/kg	
  

1	
  mg/kg	
  

10	
  mg/kg	
  

3	
  mg/kg	
  

Details	
  

1H	
  2015	
  

•   ~50%	
  of	
  paIents	
  screened	
  have	
  CTCs	
  
•   Safety	
  observaIons:	
  Infusion	
  related	
  reacIons	
  (class	
  effect)	
  
•   Biological	
  acIvity	
  observed	
  in	
  individual	
  paIent	
  with	
  gastric	
  cancer	
  with	
  bone	
  metastases	
  	
  

ARGX-­‐111:	
  Phase	
  1	
  trial	
  overview 	
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neoadjuvant	
  animal	
  model	
  

adjuvant	
  animal	
  model	
  	
  

Treatment	
  	
  
(4	
  weeks,	
  twice	
  weekly,	
  5mg/kg)	
  

Surgery	
  

Autopsy	
  

Surgery	
  

Treatment	
  	
  
(4	
  weeks,	
  twice	
  weekly,	
  5mg/kg)	
  

Autopsy	
  

Lung	
  metastases	
  

Lung	
  metastases	
  CTC	
  counts	
  

CTC	
  counts	
  

Isotype	
  	
  	
  	
  ARGX-­‐111	
  	
  	
  ARGX-­‐111-­‐Fc	
  dead	
  

Isotype	
  	
  	
  	
  ARGX-­‐111	
  	
  	
  ARGX-­‐111-­‐Fc	
  dead	
   Isotype	
  	
  	
  	
  ARGX-­‐111	
  	
  	
  ARGX-­‐111-­‐Fc	
  dead	
  

Isotype	
  

ARGX-­‐111	
  

ARGX-­‐111	
  Fc	
  dead	
  

ARGX-­‐111:	
   	
  Highly	
  effecIve	
  in	
  preclinical	
  models	
  

•   Blocks	
  tumor	
  spread	
  and	
  eliminates	
  CTCs	
  in	
  metastaIc	
  breast	
  cancer	
  model	
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•   50	
  year	
  old	
  gastric	
  cancer	
  
paIent	
  with	
  bone	
  metastases;	
  
Met	
  amplified	
  	
  

•   MulIple	
  lines	
  of	
  previous	
  
treatment;	
  including	
  surgery	
  
and	
  2	
  lines	
  of	
  triplet	
  
chemotherapy	
  	
  

•   FDG-­‐PET	
  scan	
  observaIon	
  of	
  
biological	
  acIvity	
  (see	
  right)	
  	
  
confirmed	
  on	
  repeat	
  imaging;	
  
CTCs	
  reduced	
  by	
  75%	
  

•   Good	
  performance	
  (clinical)	
  
status	
  maintained	
  throughout	
  
treatment	
  period	
  

Background	
   Biological	
  ac(vity	
  	
  

Baseline	
  	
  PET	
  scan	
  
Improvement	
  aVer	
  

4	
  doses	
   Baseline	
  	
  PET	
  scan	
  
Improvement	
  aVer	
  

4	
  doses	
  

ARGX-­‐111:	
   	
  Proof	
  of	
  biological	
  acIvity	
  in	
  paIent	
  with	
   	
  
	
   	
  gastric	
  cancer	
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GARP:	
  a	
  novel	
  immune	
  checkpoint	
  

GARP:	
  a	
  novel	
  immune	
  checkpoint	
  

•  	
  	
  GARP	
  upregulated	
  specifically	
  on	
  surface	
  of	
  Tregs	
  only	
  
•  	
  	
  GARP	
  presents	
  and	
  acIvates	
  latent	
  TGF-­‐ß1,	
  acIvaIng	
  Tregs	
  and	
  suppressing	
  Teff	
  cells	
  
•  	
  	
  SIMPLE	
  AnIbody™	
  hi�ng	
  unique,	
  patented	
  epitope	
  on	
  GARP	
  

•  	
  	
  GARP	
  blockade	
  sufficient	
  for	
  MoA	
  –	
  no	
  Treg	
  depleIon	
  

•  	
  	
  GraV-­‐versus-­‐host	
  model	
  delivered	
  convincing	
  PoC	
  

Cuende	
  et	
  al.,	
  2015,	
  Science	
  TranslaIonal	
  Medicine	
  

ARGX-­‐115:	
  Towards	
  a	
  next	
  generaIon	
  Yervoy® 	
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In	
  vivo	
  efficacy	
  of	
  an(-­‐GARP-­‐TGFβ	
  	
  SIMPLE	
  An(body™	
  in	
  GVHD	
  model	
  

Cuende	
  et	
  al.,	
  2015,	
  Science	
  TranslaIonal	
  Medicine	
  

ARGX-­‐115:	
  Towards	
  a	
  next	
  generaIon	
  Yervoy®	
   	
   	
  	
  

hPBMC	
  (i.e.	
  CTLs)	
  aSack	
  host	
  cells	
  (GVHD)	
  
hTregs	
  delay	
  GVHD	
  
LHG-­‐10.6	
  blocks	
  Treg-­‐mediated	
  protecIve	
  acIvity	
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First-­‐in-­‐class	
  therapeu(c	
  an(body	
  fragment	
  

Preclinical	
  proof	
  of	
  concept	
  &	
  safety	
  

Clinical	
  development	
  –	
  upcoming	
  milestones	
  

•  	
  Breakthrough	
  management	
  of	
  autoanIbody-­‐induced	
  flares	
  
•  	
  Targets	
  FcRn	
  involved	
  in	
  IgG	
  recycling	
  
•  	
  Uses	
  ABDEG™	
  technology	
  to	
  rapidly	
  clear	
  pathogenic	
  autoanIbodies	
  
•  	
  Applicable	
  to	
  niche	
  and	
  major	
  indicaIons	
  

•  	
  	
  Highly	
  effecIve	
  in	
  preclinical	
  models	
  of	
  RA,	
  MS,	
  MG,	
  Pemphigus,..	
  
•  	
  	
  Safe	
  profile	
  expected	
  (individuals	
  with	
  loss-­‐of-­‐funcIon	
  mututaIons	
  	
  
	
  	
  	
  	
  in	
  FcRn)	
  
•  	
  	
  Phamacology	
  study	
  shows	
  IgM	
  and	
  IgA	
  levels	
  unaffected	
  

•  	
  CTA	
  submiSed	
  
•  	
  Start	
  first	
  healthy	
  volunteer	
  study	
  
•  	
  Single	
  Ascending	
  Dose	
  and	
  MulIple	
  Ascending	
  Dose	
  study	
  	
  

ARGX-­‐113:	
  Generic	
  therapeuIc	
  for	
  auto-­‐immune	
  flares	
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MST	
  

HN	
  

Block	
  IgG	
  recycling	
  Proprietary	
  Fc	
  muta(ons	
   Resul(ng	
  in	
  rapid	
  auto-­‐an(body	
  clearance	
  

Vacaro	
  and	
  Ward,	
  2005,	
  Nature	
  Biotech	
  

ABDEG™	
  

ARGX-­‐113:	
  How	
  it	
  works 	
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Therapeu(c	
  effect	
  –	
  Cynomolgus	
  monkey	
  model	
  

•   Treatments:	
  0.2	
  mg/kg	
  ;	
  2	
  mg/kg;	
  20	
  mg/kg	
  and	
  200	
  mg/kg	
  	
  
•   SaturaIon	
  of	
  PD	
  effect	
  on	
  endogenous	
  IgG	
  levels	
  at	
  doses	
  ≤	
  20	
  mg/kg	
  

•   Repeated	
  dose	
  ARGX-­‐113	
  >	
  single	
  dose	
  

ARGX-­‐113:	
  AnIbody	
  clearance	
  capacity	
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Treatment*	
   Plasmapheresis	
   Immunoadsorp(on	
   IVIG	
  

Decrease	
  in	
  an(body	
  levels	
  (%)	
  aqer	
  treatment	
   62.2	
  ±	
  6.3	
   55.1	
  ±	
  3.2	
   28.9	
  ±	
  3.8	
  

Decrease	
  in	
  disease	
  score	
  (%)	
  aqer	
  treatment	
   60.8	
  ±	
  3.5	
   42.4	
  ±	
  4.2	
   23.8	
  ±	
  3.7	
  

Clinical	
  efficacy	
  rate	
  aqer	
  14	
  days**	
   12/15	
   7/10	
   6/15	
  

Dura(on	
  of	
  hospital	
  stay	
  (days)	
   12.8	
  ±	
  0.28	
   13.5	
  ±	
  0.50	
   16.0	
  ±	
  0.50	
  

*	
  Comparison	
  between	
  3	
  cycles	
  of	
  Plasmapheresis/ImmunoadsorpIon	
  every	
  24h-­‐48h	
  and	
  5	
  cycles	
  of	
  IVIG	
  every	
  24h	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  (Liu	
  et	
  al,	
  2009)	
  
	
  **	
  Clinical	
  effecIve	
  if	
  disease	
  score	
  has	
  improved	
  by	
  >50%	
  14	
  days	
  aVer	
  treatment	
  

Myasthenia	
  gravis	
  autoan(body	
  levels	
  and	
  disease	
  score	
  following	
  therapy	
  

•   Degree	
  autoanIbody	
  reducIon:	
  correlates	
  with	
  clinical	
  improvement	
  &	
  reduced	
  hospital	
  stay	
  
•   Similar	
  observaIons	
  reported	
  for	
  other	
  autoimmune	
  disorders	
  

Clinical	
  raIonale	
  for	
  targeIng	
  autoanIbody	
  clearance	
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Challa	
  et	
  	
  al.	
  mAbs	
  2013 	
   	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  Ward	
  et	
  al.	
  unpublished	
  data	
  

RA	
  model	
  

•   InjecIon	
  of	
  arthritogenic	
  serum	
  causes	
  ankle	
  
swelling	
  in	
  BALB/c	
  mice	
  

•   Single	
  injecIon	
  of	
  ABDEG™	
  (whole	
  IgG1	
  or	
  Fc-­‐
fragment)	
  effecIve	
  in	
  prevenIng	
  disease	
  
progression	
  

•   InjecIon	
  of	
  encephalitogenic	
  pepIde	
  followed	
  by	
  
demyelinaIng	
  mAb	
  (8–18C5)	
  at	
  day	
  15	
  induces	
  
EAE	
  

•   ABDEG™	
  administraIon	
  	
  leads	
  to	
  a	
  rapid	
  
amelioraIon	
  of	
  EAE	
  	
  and	
  inhibits	
  autoanIbody	
  
accumulaIon	
  in	
  CNS	
  (data	
  not	
  shown)	
  

EAE:	
  Experimental	
  Autoimmune	
  Encephalomyeli,s	
  	
  

EAE	
  model	
  

ARGX-­‐113:	
  ABDEG™	
  in	
  vivo	
  PoC	
   	
   	
  	
  

PBS	
  
wt	
  Fc	
  (200µg)	
  
ARGX-­‐113	
  (200µg)	
  

Challa	
  et	
  al.,	
  2013,	
  mAbs	
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ARGX-­‐113	
  can	
  address	
  acute	
  autoimmune	
  flares	
  more	
  effec(vely	
  than	
  IVIG	
  or	
  Plasmapheresis	
  

Indica(ons	
  

ARGX-­‐113:	
  OpIonality	
  in	
  niche	
  and	
  major	
  indicaIons	
   	
  

	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  Prevalence	
  	
  
	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  (per	
  100,000	
  US)	
  

Orphan	
  indica(ons 	
   	
  	
  
•   Skin	
  blistering	
  diseases	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  18	
  
•   Myastenia	
  gravis 	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  20-­‐50	
  
Large	
  indica(ons	
  
•   Lupus 	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  80-­‐100	
  
•   Mul,ple	
  sclerosis 	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  ~90	
  

•   IVIG	
  annual	
  sales	
  exceed	
  $4B	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
(autoimmune	
  diseases	
  approximately	
  50%)	
  

•   Benlysta®	
  sells	
  for	
  $35K	
  per	
  year,	
  IVIg	
  and	
  
plasmapheresis	
  are	
  $79K	
  and	
  $	
  101K	
  per	
  
cycle	
  

•   Xolair®	
  annual	
  sales	
  exceed	
  $800	
  mio	
  

Market	
  poten(al	
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���   Technology	
  Plarorms:	
  SIMPLE	
  An(body™	
  plarorm	
  +	
  one	
  or	
  more	
  Fc	
  engineering	
  plarorm	
  

•   Broad	
  composiIon	
  of	
  maSer	
  and	
  process	
  claims	
  

•   Granted	
  claims	
  in	
  US,	
  UK	
  and	
  Israel	
  

•   Pending	
  claims	
  in	
  US,	
  EU,	
  other	
  major	
  territories	
  

���   Product	
  and	
  methods	
  of	
  use	
  patents:	
  ARGX-­‐110,	
  ARGX-­‐111,	
  ARGX-­‐113,	
  ARGX-­‐109	
  specific	
  

•   Both	
  specific	
  and	
  broad	
  composiIon	
  of	
  maSer	
  claims	
  and	
  method	
  of	
  use	
  claims	
  

•   Granted	
  US	
  claims	
  for	
  ARGX-­‐110,	
  ARGX-­‐111,	
  ARGX-­‐113	
  

•   Pending	
  claims	
  in	
  EU,	
  other	
  major	
  territories	
  

���   Patents	
  currently	
  expected	
  to	
  expire	
  in	
  2028-­‐2033	
  window	
  

•   ARGX-­‐110	
  and	
  ARGX-­‐111	
  core	
  patents	
  eligible	
  for	
  up	
  to	
  five	
  years	
  of	
  Patent	
  Term	
  Extension	
  

���   Under	
  our	
  industrial	
  partnerships,	
  only	
  non-­‐exclusive	
  licenses	
  have	
  been	
  granted	
  to	
  our	
  

technology	
  plarorms	
  

Products	
  protected	
  by	
  mulIple	
  layers	
  of	
  IP	
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Building	
  partnerships	
  for	
  the	
  long	
  term	
  

���   Strategic	
  Alliances	
  	
  

•   Non-­‐exclusive	
  product	
  discovery	
  and	
  development,	
  leveraging	
  enIre	
  technology	
  suite	
  

•   Upfront	
  funding,	
  R&D	
  support,	
  development	
  milestones,	
  royalIes,	
  product	
  reversion	
  rights	
  

���   Collabora(on	
  Agreements	
  	
  

•   Non-­‐exclusive	
  discovery	
  	
  collaboraIons,	
  applying	
  SIMPLE	
  AnIbody™	
  to	
  complex	
  targets	
  

•   Technology	
  access	
  fees,	
  R&D	
  support,	
  milestones,	
  royalIes	
  

���   Innova(ve	
  Access	
  Program	
  

•   Non-­‐exclusive	
  access	
  to	
  anIbody	
  technologies	
  for	
  academic	
  and	
  biotech	
  centers	
  of	
  excellence	
  

•   CreaIve	
  deal	
  structures	
  including	
  opIon	
  to	
  acquire	
  asset,	
  golden	
  share,...	
  

Unnamed Biotech 

•   €19.3	
  million	
  in	
  cumulaIve	
  revenue	
  (2Q15)	
  
•   >€1.4B*	
  potenIal	
  cumulaIve	
  revenues	
  from	
  exisIng	
  partnerships	
  

*	
  Assuming	
  specific	
  development	
  and	
  sales	
  milestones	
  are	
  met	
  for	
  all	
  poten,al	
  discovery	
  targets	
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Well	
  capitalized	
  to	
  execute	
  strategic	
  plan	
  

Shareholder	
  structure	
  
Fully	
  diluted	
  

Opera(ng	
  income,	
  	
  expenses	
  and	
  capital	
  raised	
  since	
  incep(on	
  (MEUR)	
  2Q15	
  (*)	
  Opera(ng	
  income	
  and	
  expenses	
  (MEUR)	
  2Q15	
  
(*)	
  not	
  including	
  deferred	
  revenue	
  and	
  accruals	
  	
  

65.4	
  %	
  

25.8	
  %	
  

8.8	
  %	
  

Historical	
  shareholders	
  
(co-­‐founders	
  and	
  VCs)	
  

Free	
  float	
  

Stock	
  op(ons	
  

50.5	
  

87.8	
  

13.5	
  

51.0	
  

21.7	
  

0	
   10	
   20	
   30	
   40	
   50	
   60	
   70	
   80	
   90	
   100	
  

Cash	
  and	
  cash-­‐equivalants	
  

Capital	
  raised	
  

G&A	
  expenses	
  

R&D	
  expenses	
  

Opera(ng	
  income	
  Opera(ng	
  
income	
  
4.3	
  

G&A	
  	
  
2.3	
  

R&D	
  
9.3	
  

43	
  HC	
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Crea(ng	
  innova(ve	
  an(bodies	
  for	
  cancer	
  &	
  auto-­‐immune	
  diseases	
  

Petercam	
  Benelux	
  Conference,	
  London	
  
23	
  September	
  2015	
  


