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Melanoma-‐	  example	  for	  break-‐through	  
innova<on	  in	  a	  high	  unmet	  need	  situa<on	  	  
•  ca	  23	  000	  deaths/	  year	  in	  the	  EU	  
•  ‘young’	  cancer	  
•  historically	  6-‐9	  months	  median	  survival	  once	  metasta<c	  
•  once	  surgery	  impossible,	  very	  limited	  tradi<onal	  treatment	  op<ons:	  

Melanoma	  considered	  resistant	  to	  chemotherapy	  and	  radiotherapy	  
•  rapidly	  evolving	  treatment	  landscape	  with	  game-‐changing	  

innova<ve	  therapies	  (targeted	  therapy,	  immune	  therapy)	  	  

B.	  Ryll	  MD/	  PhD	  	  @Be>naRyll	  

•  survival	  chances	  dependent	  on	  access	  to	  costly	  innova<on	  
•  a	  cure	  will	  depend	  on	  systema<c	  and	  sustained	  innova<on	  
	  



	  Early	  Access,	  the	  risk	  of	  NOT	  
taking	  risks	  and	  who	  is	  right?	  

“Would you jump out of a 
plane if you knew that there 
was a 1 in 10 chance that 
your parachute would not 
open and you would die?” 

 
 

“Well, if that plane was 
heading towards a cliff, 

then yes, I would”.  
 

quote	  from	  a	  pa<ent	  
workshop,	  kindly	  provided	  by	  
M.	  Longley,	  WIHSC	  

MPNE2015	  documentary	  
www.youtube.com/watch?v=VIreDdQG4kc	  
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How does this compare which the survey 
conducted at the EMA (n=73)? 

5 EMA/MPNE pilot study on eliciting patient values - work in progress 



Comparison across subgroups 

6 EMA/MPNE pilot study on eliciting patient values - work in progress 

next control group: 
Melanoma oncologists 



	  We	  are	  living	  in	  the	  real	  world-‐	  the	  
problem	  of	  limited	  external	  validity	  
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In particular in the case of drugs with high effect size (the real break-
throughs we are all hoping for!!) RCTs as the ‘gold standard’ of clinical 
evidence generation actually deliver data of limited external validity, 
insufficient safety data and there is a high risk for unethical trials. 

RCTs- the (not so golden) Standard 

•  ‘RCTs tell us whether a drug works’- but with limited external 
validity: the difference between efficacy and effectiveness 

•  ‘RCTs tell us whether a drug is safe’- a large effect size leads to 
much smaller RCTS- which limits the number of adverse events 
that can be effectively be observed- so limited safety data 

•  high effect size of a drug also leads to unethical, equipoise-
violating trials as the control arm will be known to be inferior 
from the start 

•  costly  
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This is what one of our Melanoma patients said after 
being randomized to DTIC versus PD1: 

Lori’s experience on a clinical trial 
https://www.youtube.com/watch?v=H03vz24JhgM 



Pa<ents	  need	  access	  to	  effec<ve	  drugs-‐	  
cost-‐effec<veness	  

The	  observed	  discrepancy	  between	  effects	  of	  a	  health	  interven<on	  in	  rou<ne	  clinical	  prac<ce	  as	  
compared	  with	  the	  effects	  demonstrated	  in	  randomised	  controlled	  clinical	  trials.	  (Adapted	  from	  
Eichler	  et	  al.,	  2011)	  

what	  pa-ents	  
need:	  	  
cost-‐effec-ve	  
drugs	  

RCTs	  



“Of all the forms of inequality, 
injustice in healthcare is the 
most shocking and inhuman(e).”  
Martin Luther King, Jr 



Thank	  you	  for	  your	  aeen<on	  

hep://www.melanomapa<entnetworkeu.org	  


