
Medicxi

• Index Ventures life science (“LS”) team spun out to form Medicxi Ventures in February 2016

• 4 partners and 15 executives together since 2004

• €326M invested in 67 heathcare companies to since 2000

• Backed by global pharmaceutical companies (“Pharma”)

• Offices in Geneva, London, Cambridge (UK), Jersey



Clasical Investing Model: 

Preclinical Early Clinical

Ph1 / 2a

Late Clinical

Ph 2b / 3

COMPANY’s VALUE
(m EUR) 50 150 500

Clasic
Investing Model

3-4 molecules
Capital in: 
150m EUR

Probability success 15%

Probability success  50% Probability success 25%

Cost per asset  20M Cost per asset  >50M

Cost >70M

Risk & Reward
Drug Development

500 IPO / trade sale exit
2-3 x return

T=0



Asset Centric Investing Model:
Milestone-based, one molecule at a time

Preclinical Early Clinical

Ph1 / 2a

Late Clinical

Ph 2b / 3

COMPANY’s VALUE
(m EUR) 

T=0

50 150 500

New AC  
Investing Model

1-2 molecules
Capital in: 
20m EUR

Probability success 15%

Probability success  50% Probability success 25%

Cost 20m Cost 50m

Cost 70m

Risk & Reward
Drug Development

150
Trade sale exit
5-7 x return



IV1 IV2 IV3 IV4 IV5 / IG1/IL6

Selected historical (Index Ventures) investments



Next	  generation	  cancer	  immunotherapy	  
meets	  metabolomics

A	  UMCU	  spin-‐off	  company



Gadeta at	  a	  glance
• Developing proprietary Cellular	  Immunotherapy Platform	  to target	  hematological and
solid tumors
§ Founded by Prof	  Jurgen	  Kuball from the	  Utrecht	  Medical Center	  Utrecht	  and Dr Mark	  de	  Boer,	  
Venture	  Partner	  at	  Medicxi Ventures	  

• TEGs:	  T cells Engineered with Gamma	  delta	  (γδ) T-‐cell receptors
§ Unique	  approaches	  with clear advantages over	  existing technologies

§ Using	  current knowledge and manufacturing	  of	  αβ T	  cells
§ Combined with unique γδ T-‐cell receptors
§ Targeting novel and unique cancer cell targets

§ First	  program to enter	  clinic in	  Q1-‐2017

• Series	  A	  financing (EUR	  7M)	  closed in	  January 2016
§ Medicxi Ventures
§ Baxalta Ventures
§ UMCU	  Holding,	  founders and management



Gadeta mission

Visit	  www.gadeta.nl for	  video	  animation

Cure	  more	  people	  with	  cancer



γδ T-‐cells

γδ T-‐cell	  share	  many	  features	  with	  
NK	  cells	  and	  bridge	  the	  gap	  between	  
innate	  and	  adaptive	  immunity

survived	  >	  500	  M	  years	  of	  evolutionairy pressure



Functional	  evidence	  of	  cancer	  immune	  surveillance	  by	  γδT cells



In	  humans:	  The	  “favorable”	  	  prognostic	  landscape	  
….	  is	  dominated	  by	  γδT	  cells

γδT	  cells
(favorable)



– Homing	  properties	  of	  γδT-‐cells might	  be	  different

– Proliferation	  deficiency	  of	  conventional	  γδT-‐cells	  in	  
many	  cancer	  patients	  is	  observed

– γδT-‐cells	  are	  sensitive	  to	  cancer	  cell	  expressed	  
check	  point	  inhibitors

– Diversity	  of	  γδT-‐cells	  in	  NK-‐receptors	  &	  γδ-‐TCRs	  is	  
unfortunately	  widely	  underestimated

– Frequently	  γδT-‐cells	  are	  absent	  in	  advanced	  stage	  
cancer	  patients

Why	  did	  clinical	  trials	  with	  γδT-‐cells	  fail	  so	  far?



Key	  success	  factors	  of	  Gadeta

• Appreciating	  pitfalls	  and	  the	  unique	  strength	  of	  γδT	  cells	  during	  
cancer	  immune	  surveillance	  for	  our	  therapeutic	  strategy	  

• Learning	  lessons	  from	  clinical	  trials	  with	  unmodified	  γδT	  cells	  

TEGs



Optimized	  tumor specific	  
proprietary	  gdT-‐cell	  

receptors

GMP	  grade	  
lentiviral	  

gene	  transfer

Proprietary	  	  
GMP-‐grade	  enrichment	  

of	  
engineered	  immune	  cells	  

in	  a	  closed	  system

Carrier	  cells	  with	  high	  
proliferation	  and	  

killing	  activity:	  abT-‐
cells

Metabolic	  Targeting	  
of	  the	  cancer	  (stem)	  

cells	  

T Cells	  Engineered	  To	  Express	  a	  Defined	  Gamma	  Delta	  TCR

TEGs



Gadeta TEGs:	  γδ TCRs in	  αβ	  T-‐cells

• γδ TCR	  have	  interesting	  specificities
§ Sensing	  metabolic	  dis-‐regulation	  in	  cancer	  cells
§ Highly	  tumor-‐reactive	  receptors	  with	  the	  potential	  to	  target	  the	  cancer	  stem	  
cells

• Overcoming	  limitations	  of	   γδ T-‐cells	  
§ Overcome	  tolerance	  induction	  of	  γδ T-‐cells	  
§ Taking	  advantage	  of	  one	  defined	  innate	  receptor	  with	  strong	  anti-‐tumor-‐
reactivity



TEG	  Pipeline

Compound Target Indication Research Pre-‐clinical Phase	  1 Phase	  2

TEG-‐1001 CD277 Hematologic cancers

TEG-‐1002 CD277 Solid tumors

TEG-‐2001 CD277 Solid tumors

TEG-‐3001 Undisclosed

TEG-‐4001 Undisclosed



Daily	  practice:	  detecting	  cancer	  cells	  based	  on	  their	  metabolic	  state	  with	  PET	  CT

Cancer	  is	  a	  metabolic	  disease

Utilizing	  a	  highly	  tumor	  reactive	  
γ9δ2TCR	  for	  metabolic	  cancer	  
targeting

TEG-‐1001



TEG-‐1001	  can	  sense	  metabolic	  state	  of	  cancer	  cells

IPP	  accumulation	  and	  RhoB	  GTPase	  activation	  (due	  to	  altered	  cell	  
metabolism)	  result	  in	  a	  conformation	  change	  of	  BTN3A1	  (CD277)	  



• Gadeta:	  Cancer	  Immunotherapy	  meets	  Metabolomics

• TEGs	  (αβT	  cells	  engineered	  with	  γδTCRs)	  allow	  an	  efficient	  targeting	  
of	  cancer	  as	  metabolic	  disease

• Strong	  IP	  position

• Building	  strong	  pipeline
– First	  clinical	  trial	  with	  TEG-‐1001	  in	  Q2/2017	  in	  hematological	  malignancies
– Second	  clinical	  trial	  with	  TEG-‐1002	  in	  solid	  cancer	  in	  planning
– Broadening	  the	  pipeline	  with	  other	  γδTCR lead	  structures

Conclusion



Contact:	  	  	   Mark	  de	  Boer	  (acting CEO)
mark@gadeta.nl


