
Ethics and Evidence-Based 
Healthcare 

Jeremy	
  Howick	
  



Before	
  you	
  leave	
  the	
  room,	
  you	
  
will	
  

•  …	
  learn	
  basic	
  principles	
  of	
  
medical	
  ethics	
  

•  …	
  apply	
  the	
  basics	
  to	
  construct	
  
your	
  own	
  arguments	
  and	
  
cri:cally	
  appraise	
  others	
  

•  …	
  to	
  “think	
  evidence,	
  think	
  
ethics”,	
  “think	
  ethics,	
  think	
  
evidence”	
  





How	
  do	
  you	
  verify	
  the	
  following:	
  

1.  “a	
  blood	
  transfusion	
  will	
  save	
  the	
  pa:ent”	
  

2.  “you	
  should	
  force	
  the	
  Jehovah’s	
  Witness	
  to	
  
have	
  a	
  blood	
  transfusion	
  although	
  they	
  do	
  
not	
  wish	
  to	
  have	
  one”	
  



What	
  is	
  ethics?	
  
Descrip(ve	
  versus	
  norma(ve	
  claims	
  

Descrip0ve	
  

“randomized	
  
trials	
  do	
  rule	
  
out	
  more	
  bias	
  

than	
  other	
  
types	
  of	
  

evidence”	
  

Norma0ve	
  

“you	
  should	
  
base	
  your	
  
decisions	
  on	
  
randomized	
  
trials”	
  



Transfusions	
  can	
  save	
  your	
  life,	
  but	
  
what	
  should	
  you	
  do?	
  

What	
  should	
  a	
  Jehovah’s	
  Witness	
  
do?	
  

“Abstain	
  from	
  ...	
  
fornica:on	
  and	
  from	
  
what	
  is	
  strangled	
  and	
  
from	
  blood”	
  Acts	
  
15:19-­‐21	
  



Cri<cal	
  thinking	
  =	
  ques<on	
  the	
  
assump<ons	
  upon	
  which	
  the	
  

conclusion	
  rests	
  

1.  State	
  your	
  posi:on	
  
2.  State	
  the	
  we	
  should	
  

believe	
  your	
  posi:on	
  

(1.	
  conclusion)	
  
(2.	
  premises)	
  



Cri<cal	
  thinking	
  =	
  ques<on	
  the	
  
assump<ons	
  upon	
  which	
  the	
  

conclusion	
  rests	
  (and	
  the	
  inference	
  
from	
  the	
  premises	
  to	
  the	
  

conclusion	
  
conclusion	
  

Assump:ons	
  
(premises)	
  

?	
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Is	
  it	
  ethical	
  for	
  experts	
  to	
  override	
  evidence	
  
because	
  their	
  pa<ents	
  are	
  special?	
  



Is	
  it	
  ethical	
  to	
  base	
  decisions	
  on	
  
observa<onal	
  studies?	
  



The story of 
ECMO 

•  Extra-corporeal 
membraneous oxygenation. 

•  With the new technique 
80% of babies survived 
(with ‘standard care’, 80% 
died). 

•  They “felt compelled to 
conduct a … randomized 
study”. 

•  Yet they “anticipated that 
most …control patients 
would die” 



 The story of ECMO 

First trial 

•  Protocol: “Randomized play the winner” 

•  Result: 11 babies assigned ECMO and lived 

•  1 baby assigned standard treatment and died 

 

Second trial 

•  Protocol: orthodox randomisation with p<0.05 

•  with stopping rule – stop after 4 deaths in either arm 

•  RESULT: 9 babies assigned to ECMO, all survived 

•  10 babies assigned to standard treatment, 4 died 



The story of ECMO 

•  (Pocock) “.. a decision was taken to halt randomization 
when the data disclosed four deaths among ten infants 
receiving conventional medical treatment compared with 
none among nine infants having ECMO (p= 0.054)… 

•  … However, with only 19 patients this does not represent 
strong evidence of the superiority of ECMO and provides 
little scope for making reliable judgments on the benefits 
of this treatment for universal use in such newborn 
infants in the future.” 

•  Thus a third trial was recommended and performed. 

 



Equipoise	
  

•  A	
  physician	
  may	
  offer	
  enrollment	
  to	
  a	
  
randomized	
  trial	
  only	
  when	
  there	
  is	
  equipoise.	
  

•  Equipoise	
  is	
  (roughly)	
  uncertainty	
  about	
  the	
  
rela:ve	
  benefits	
  and	
  harms	
  of	
  the	
  treatment.	
  



Effect	
  size	
  

Combined	
  effect	
  
of	
  bias	
  

Resolving	
  the	
  issue	
  of	
  whether	
  
randomized	
  trials	
  are	
  ethical:	
  it	
  

depends	
  on	
  the	
  evidence!	
  



Recap	
  

•  If	
  you	
  don’t	
  base	
  your	
  decisions	
  on	
  	
  best	
  
evidence	
  you	
  are	
  ac:ng	
  unethically.	
  

•  One	
  more	
  example	
  that	
  is	
  slightly	
  more	
  
complicated…	
  



Clinician	
  

Researcher	
  

Is	
  it	
  ethical	
  to	
  conduct	
  ‘placebo’	
  
controlled	
  trials	
  when	
  there	
  is	
  an	
  

established	
  therapy?	
  



Background: PCTs and ACTs 

•  A ‘placebo’ controlled trial, or PCT, 
compares the experimental treatment with 
a ‘placebo’. 

 

 

•  An ‘active’ controlled trial, or ACT, 
compares the experimental treatment with 
an established treatment. 



Statements about the superiority 
of PCTs 

Declaration of Helsinki: 
a placebo controlled trial may be ethically acceptable even 

if proven therapy is available, under the following 
circumstances: 
–  Where for compelling and scientifically sound 

methodological reasons its use is necessary to 
determine the efficacy or safety of a prophylactic, 
diagnostic, or therapeutic method … (WMA 2001`, 
emphasis added). 

 
Where are the reasons? 



Reasons	
  

1.  ACTs	
  do	
  not	
  provide	
  evidence	
  that	
  the	
  new	
  
interven:on	
  is	
  superior	
  to	
  ‘placebo’.	
  

2.  ACTs	
  do	
  not	
  provide	
  a	
  measure	
  of	
  ‘absolute	
  
effect	
  size’.	
  

3.  ACTs	
  require	
  a	
  larger	
  sample	
  size.	
  





Exercise	
  

•  Give	
  an	
  example	
  of	
  an	
  ethical	
  issue	
  arising	
  in	
  
your	
  research	
  or	
  prac:ce.	
  

•  Which	
  of	
  the	
  four	
  principles	
  applies	
  /	
  can	
  help	
  
you	
  resolve	
  the	
  issue?	
  



Next	
  steps…	
  

•  MII,	
  Research	
  Ethics	
  
•  History	
  and	
  Philosophy	
  
of	
  EBHC	
  
(www.conted.ox.ac.uk/
B900-­‐77)	
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Thank	
  you!	
  

jeremy.howick@phc.ox.ac.uk	
  


