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been platform companies.” Plus, whereas many 
startups have only preclinical data, initial results 
from a clinical trial at Sloan-Kettering suggest 
that Juno’s T cell therapy works in humans. At 
the American Society of Hematology meeting in 
New Orleans last month, researchers reported 
that 15 out of 17 people with acute lymphoblastic 
leukemia responded favorably to the therapy.

Although not every company that looks 
for Series A money has human data, many 
of today’s biotech startups tend to have more 
advanced data than they used to. That’s been 
possible thanks in large part to an increasing 
focus on translational research at universities 
and their spinoffs. “All the stars are aligned,” 
says Kenneth Kaitin, director of the Tufts Center 
for the Study of Drug Development in Boston. 
“Academic institutions, small companies 

and large companies are feeding into a new 
pharmaceutical landscape that is encouraging 
investment in early-stage research—and Juno is 
a recipient of that trend.”

Large initial investments might alleviate some 
of stress that comes with funding a budding 
biotech, but the numbers suggest that cash 
can’t buy success. A report in the November 
issue of the journal START-UP that looked at 
163 biopharma Series A financings between 
2002 and 2007 found no correlation between 
the early amounts raised and the value of the 
startups when they went public or were acquired 
by other companies. Edwards’s January 2013 
analysis came to a similar conclusion. 

According to Lerner, however, there might 
be a less obvious advantage to these large initial 
rounds: driving away competition. “If you’re 

thinking about doing a competing startup and 
there’s a company that’s being formed in your 
area which gets a $100 million initial financing 
round, you might be less willing to jump into 
that space,” he says.

Whether Juno’s large pool of cash will help 
the company beat its competitors remains 
to be seen. Carl June, of the University of 
Pennsylvania in Philadelphia, is also working on 
T cell immunotherapies to treat cancer. In 2012, 
Novartis, the Swiss drugmaker, acquired the 
rights to June’s therapy and pledged $20 million 
to help build a research center to develop the 
therapy on his university’s campus. The race is 
on now for which group will be first to market. 
Either way, in the match between Juno and June, 
it’s patients with cancer who will win.

Cassandra Willyard

The Innovative Medicines Initiative (IMI) launched in 2008 as part 
of a massive European push to foster public-private partnerships 
in biomedicine. Over its six years of existence, the €2 billion ($2.7 
billion) joint venture between the EU and the European Federation 
of Pharmaceutical Industries and Associations has collaborated with 
43 companies and worked with scientists from 31 participating 
countries. Nine IMI-backed medicinal products have gone into a total 
of 90 clinical trials. Close to 600 peer-reviewed research papers have 

Infectious disease leads in first phase of Europe's IMI effort
come out of the effort.
 Now, the IMI is coming to the end of its first phase. Last month, 
the Brussels-based institution announced its eleventh and final call 
for proposals within the initial budget allocation. The next phase of 
the initiative—what’s known as IMI 2—is hoped to launch this spring 
and last another ten years. Here, Nature Medicine takes a look at 
where the IMI's money has been allocated to date and highlight the 
industry partners who have supplied funds in three areas.
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Redesigning the Development Pathway 

Informa/on	
  
Sources	
  

•  Publicly	
  available	
  
documents	
  (reg,	
  HTA)	
  

•  Stakeholder	
  interviews	
  
•  Company	
  
commentaries	
  &	
  
presenta6ons	
  

•  Original	
  company	
  
source	
  documents	
  

Workshop	
  1	
  
(360°	
  review)	
  

Outputs	
  

•  Discussion	
  summary	
  /	
  
minutes	
  

•  Key	
  scien6fic	
  
ques6ons	
  (sources	
  of	
  
bias	
  and	
  uncertainty	
  
in	
  RE)	
  

•  Alterna6ve	
  
development	
  design	
  
op6ons	
  using	
  real-­‐
world	
  evidence	
  

Workshop	
  2	
  
Outputs	
  

•  Discussion	
  
summary	
  /	
  minutes	
  

•  Stakeholder	
  insight	
  
&	
  reac6ons	
  to	
  
poten6al	
  op6ons	
  

•  Scenario	
  summary	
  
•  Contribute	
  to	
  
decision	
  framework	
  

•  Publica6ons	
  

Summaries 

Com
pany	
  Governance	
  

Simulations 
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WP1 Case Studies 

Mul6ple	
  
Sclerosis	
  

Rheumatoid	
  
Arthri6s	
  

Non-­‐small	
  
cell	
  lung	
  
cancer	
  

COPD	
  

Metasta6c	
  
melanoma	
  

Highligh6ng	
  aspects	
  of	
  real-­‐world	
  
data	
  in	
  pharmaceu6cal	
  R&D	
  	
  
and	
  evidence	
  synthesis	
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GetReal Case Studies: 
Building a Supportive Environment 

•  A	
  unique	
  pan-­‐stakeholder	
  workshop	
  environment	
  with	
  a	
  
focus	
  on	
  the	
  use	
  of	
  RWE	
  in	
  medicine	
  development	
  and	
  the	
  
subsequent	
  assessment	
  

•  Provides	
  a	
  ‘safe	
  harbour’	
  environment	
  
–  Stakeholder	
  engagement	
  
–  Removing	
  silos	
  

•  Iden6fying	
  and	
  tes6ng	
  acceptability	
  of	
  robust	
  RWE	
  solu6ons	
  	
  
–  Alterna6ve	
  evidence	
  plans	
  
–  Alterna6ve	
  evidence	
  synthesis	
  
–  Tes6ng	
  acceptability	
  by	
  stakeholders	
  
–  Exploring	
  usability	
  for	
  decision	
  making	
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Effec6veness	
  Research:	
  	
  
Naviga6ng	
  Real-­‐world	
  Approaches	
  

Rob	
  Thwaites	
  
Towards	
  a	
  real-­‐world	
  evidence	
  framework	
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Generating effectiveness 
evidence: the GetReal Framework 

•  HTA	
  agencies	
  and	
  payers	
  have	
  proliferated	
  and	
  become	
  
more	
  sophis6cated,	
  requiring	
  addi6onal	
  evidence	
  

•  With	
  the	
  effec6veness	
  challenges,	
  IMI	
  GetReal	
  is	
  
exploring	
  alterna6ve	
  evidence	
  genera6on	
  pathways	
  

•  IMI	
  GetReal	
  is	
  producing	
  approaches	
  to	
  address	
  the	
  
effec6veness	
  challenges	
  and	
  a	
  framework	
  to	
  help	
  guide	
  
these	
  aspects	
  of	
  medicine	
  development	
  strategy	
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Pre-­‐Clin	
  

Evidence development 
pathways - today 

POC	
  	
  
P2a	
  

Dose	
  Range	
  
P2b	
  

Confirmatory	
  
P3	
  

MA	
  
Submission	
  

Submit	
  
HTA/Reimbursement	
  

Post-­‐launch	
  
Commitment	
  (P4)	
  

Post-­‐launch	
  
Uptake/Review	
  

A.	
  Standard	
  pathway	
  for	
  drug	
  development	
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Formal	
  engagement	
  between	
  stakeholders	
  

Poten6al	
  use/genera6on	
  of	
  RWD	
  

Pre-­‐Clin	
  

Evidence development 
pathways - today 

POC	
  	
  
P2a	
  

Dose	
  Range	
  
P2b	
  

Confirmatory	
  
P3	
  

MA	
  
Submission	
  

Submit	
  
HTA/Reimbursement	
  

Post-­‐launch	
  
Commitment	
  (P4)	
  

Post-­‐launch	
  
Uptake/Review	
  

?	
  Scien6
fic	
  

Advice	
  <
P2b	
   ?	
  Scien6

fic	
  

Advice	
  <
P3	
  

A.	
  Standard	
  pathway	
  for	
  drug	
  development	
  	
  

Synthesi
s	
  meta-­‐analy

sis,	
  

modelling.
	
  Burden	
  

of	
  

disease	
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Effectiveness challenges 
becoming more common 

•  Phase	
  III	
  trials	
  too	
  short	
  to	
  capture	
  
relevant	
  effects,	
  need	
  to	
  use	
  models:	
  	
  
Considerable	
  uncertainty	
  in	
  RWE	
  
predic/ons	
  

•  RWE	
  likely	
  to	
  be	
  influenced	
  by	
  factors	
  
(adherence	
  etc.)	
  not	
  captured	
  in	
  
Phase	
  III,	
  model-­‐based	
  es6mates	
  
unreliable:	
  	
  
RWE	
  biased?	
  	
  	
  

•  Phase	
  III	
  pa6ent	
  popula6on	
  poor	
  fit	
  
for	
  local	
  popula6on/general	
  care	
  
received	
  may	
  not	
  reflect	
  care	
  in	
  HTA	
  
country:	
  	
  	
  
RWE	
  biased?	
  

•  Phase	
  III	
  pa6ent	
  popula6on	
  too	
  
broad/poor	
  fit	
  to	
  care	
  pathway	
  (?
targe6ng	
  of	
  therapy):	
  	
  

Uncertainty	
  in	
  RWE	
  for	
  target	
  sub-­‐
popula/ons	
  	
  

•  Phase	
  III	
  comparator	
  not	
  appropriate	
  
for	
  local	
  HTA:	
  indirect	
  meta-­‐analysis	
  
(for	
  RWE)	
  not	
  robust:	
  	
  

No	
  credible	
  RWE	
  es/mate	
  	
  

•  Phase	
  III	
  trial	
  event	
  rates	
  for	
  
comparator	
  not	
  in	
  line	
  with	
  available	
  
RW	
  evidence	
  for	
  comparator:	
  	
  

RWE	
  biased?	
  

GetReal	
  GA	
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  Slide	
  22	
  
Manchester	
  11Feb16	
  



The	
  research	
  leading	
  to	
  these	
  results	
  has	
  received	
  support	
  from	
  the	
  Innova6ve	
  Medicines	
  Ini6a6ve	
  Joint	
  Undertaking	
  under	
  grant	
  
agreement	
  no	
  [115546],	
  resources	
  of	
  which	
  are	
  composed	
  of	
  financial	
  contribu6on	
  from	
  the	
  European	
  Union’s	
  Seventh	
  Framework	
  
Programme	
  (FP7/2007-­‐2013)	
  and	
  EFPIA	
  companies’	
  in	
  kind	
  contribu6on.	
  
www.imi.europa.eu	
  

Formal	
  engagement	
  between	
  stakeholders	
  

Poten6al	
  use/genera6on	
  of	
  RWD	
  

Pre-­‐Clin	
  

Evidence development 
pathways – GetReal example 

POC	
  	
  
P2a	
  

Dose	
  Range	
  
P2b	
  

Submit	
  
HTA/Reimbursement	
  

Post-­‐launch	
  
Uptake/Review	
  

Synthesi
s	
  meta-­‐analy

sis,	
  

modelling.
	
  Burden	
  

of	
  

disease	
  

?	
  Scien6
fic	
  

Advice	
  <
P2b	
   ?	
  Scien6

fic	
  

Advice	
  <
P3	
  

B.	
  Alterna/ve	
  drug	
  development	
  pathway:	
  early	
  PCT	
  example	
  

Confirmatory	
  
P3	
  

MA	
  
Submission	
  

Post-­‐launch	
  
Commitment	
  (P4)	
  

Pragma/c	
  
P3b	
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Towards a RWE Framework 

RWE	
  	
  
Background	
  

RWE	
  	
  
Sources	
  

RWE	
  	
  
Analy/cal	
  
Approaches	
  

RWE	
  	
  
Study	
  	
  
Designs	
  

Example	
  

You	
  are	
  coming	
  up	
  to	
  Phase	
  3	
  and	
  
planning	
  the	
  evidence	
  genera6on	
  
programme:	
  

• Is	
  there	
  a	
  need	
  to	
  generate	
  evidence	
  of	
  
effec6veness	
  ?	
  

• Are	
  there	
  drivers	
  of	
  effec6veness	
  that	
  
might	
  be	
  “missed”	
  in	
  RCTs?	
  

• How	
  do	
  we	
  get	
  informa6on	
  on	
  rela6ve	
  
effec6veness?	
  

• Will	
  evidence	
  from	
  this	
  work	
  be	
  relevant	
  
and	
  acceptable	
  to	
  physicians	
  and	
  HTA	
  
bodies?	
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  The	
  GetReal	
  RWE	
  Framework	
  

	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  
	
  

Online	
  plaoorm	
  designed	
  to:	
  

•  help	
  guide	
  medicine	
  development	
  
strategy:	
  development	
  of	
  evidence	
  of	
  
rela6ve	
  effec6veness	
  

•  provide	
  insight	
  into	
  op6ons	
  for	
  study	
  
designs	
  and	
  analy6cal	
  approaches	
  using	
  
RWD	
  

•  guide	
  users	
  towards	
  more	
  detailed	
  
material	
  and	
  case	
  studies	
  reported	
  by	
  
each	
  GetReal	
  WP	
  

•  direct	
  users	
  to	
  authorita6ve	
  external	
  
guidance	
  and	
  sources	
  

Framework will be the guide 
to the approaches in GetReal 
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Generating effectiveness 
evidence: the GetReal Framework 

•  HTA	
  agencies	
  and	
  payers	
  have	
  proliferated	
  and	
  become	
  
more	
  sophis6cated,	
  requiring	
  addi6onal	
  evidence	
  

•  With	
  the	
  effec6veness	
  challenges,	
  IMI	
  GetReal	
  is	
  
exploring	
  alterna6ve	
  evidence	
  genera6on	
  pathways	
  

•  IMI	
  GetReal	
  is	
  producing	
  approaches	
  to	
  address	
  the	
  
effec6veness	
  challenges	
  and	
  a	
  framework	
  to	
  help	
  guide	
  
these	
  aspects	
  of	
  medicine	
  development	
  strategy	
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Save	
  the	
  date!	
  

•  LIVE	
  BROADCAST:	
  18	
  April	
  2016	
  –	
  15.00-­‐16.00	
  CET:	
  
GetReal	
  –	
  Introduc6on	
  to	
  the	
  concept	
  of	
  drivers	
  of	
  
effec6veness	
  

•  WEBINAR:	
  10	
  May	
  2016	
  –	
  16.00-­‐17.30	
  CET:	
  	
  
GetReal	
  -­‐	
  Synthesis	
  and	
  integra6on	
  of	
  real-­‐world	
  evidence	
  
in	
  network	
  meta-­‐analyses	
  and	
  outcome	
  predic6on	
  

•  CONFERENCE:	
  17	
  June	
  2016	
  -­‐	
  London:	
  	
  
GetReal	
  Pu`ng	
  Real	
  World	
  Healthcare	
  Data	
  to	
  Work	
  
(Upon	
  invita6on	
  only)	
  

•  www.imi-­‐getreal.eu	
  or	
  vitaltransforma/on.com 	
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