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Disclosures	
  

• Pharma:	
  	
  
•  Inves7gator	
  ini7ated	
  research*:	
  Roche,	
  Anesta,	
  Aspect	
  (2001	
  last	
  support)	
  
•  Speaker	
  (Crew	
  Resources	
  Management,	
  Merck)	
  

•  	
  NICHD:	
  	
  Con7nuously	
  funded	
  since	
  1996	
  
• Past	
  Member	
  of	
  Editorial	
  boards:	
  
•  Anesthesiology	
  
•  Pediatrics	
  
•  Journal	
  of	
  Clinical	
  Anesthesiology	
  
•  Journal	
  of	
  Pediatric	
  Psychology	
  
•  Anesthesiology	
  News	
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The	
  Pharmaceu?cal	
  Industry	
  in	
  the	
  US	
  	
  

•  Big	
  Pharma	
  responsible	
  for	
  over	
  90%	
  of	
  
new	
  chemical	
  en77es	
  approved	
  by	
  FDA	
  	
  

•  Significantly	
  advance	
  our	
  scien7fic	
  
knowledge	
  

•  Increased	
  life	
  span	
  	
  
•  $	
  for	
  treatment	
  of	
  diseases	
  in	
  

developing	
  countries	
  

•  Huge	
  research	
  budgets	
  
•  A	
  high	
  stakes	
  game	
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Spending	
  on	
  Healthcare	
  in	
  the	
  US	
  



5	
   Department	
  of	
  Anesthesiology	
  &	
  Periopera?ve	
  Care|	
  	
  2013	
  

One Hundred Million Dollars 

Ten thousands Dollars 

One Hundred Dollars 
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7	
   US	
  Healthcare	
  costs.	
  Medmutual.com.	
  Acessed	
  02/27/2014	
  



Key	
  Global	
  Markets	
  vs.	
  Popula7on:	
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A	
  Bed?me	
  Story:	
  Awareness	
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•  Frequency	
  of	
  Anesthesia	
  in	
  the	
  US	
  
•  21	
  Million	
  per	
  year	
  in	
  NA	
  

•  Incidence	
  of	
  Awareness	
  
•  1-­‐2	
  per	
  1000?	
  
•  define,	
  measure	
  

•  Outcomes	
  
•  Psychological	
  

•  Immediate	
  
•  Delayed	
  

•  Solu7ons	
  
•  Old	
  -­‐	
  HR,	
  BP	
  
•  New	
  -­‐	
  BIS	
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Depth-­‐of-­‐Anesthesia	
  Monitor:	
  BIS	
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“The	
  global	
  market	
  leader	
  is	
  
the	
  bispectral	
  index	
  system	
  
(BIS,	
  Aspect	
  Medical	
  
Systems),	
  which	
  relies	
  on	
  a	
  
proprietary	
  algorithm	
  for	
  
processing	
  an	
  EEG	
  and	
  alerts	
  
the	
  anesthesiologist	
  if	
  the	
  
depth	
  of	
  anesthesia	
  is	
  
inadequate.”	
  



Hundreds	
  of	
  Aspect	
  Supported	
  Trials!	
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•  Results	
  not	
  reproducible	
  for	
  studies	
  that	
  reported	
  
lower	
  anesthesia	
  awareness	
  with	
  BIS	
  monitoring	
  

•  Awareness	
  occurred	
  even	
  when	
  BIS	
  values	
  within	
  
target	
  ranges	
  

•  Findings	
  do	
  not	
  support	
  rou7ne	
  	
  
BIS	
  monitoring	
  as	
  part	
  of	
  standard	
  	
  
anesthesia	
  prac7ce	
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The	
  Stock	
  Market….	
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Is	
  this	
  a	
  Unique	
  case?	
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Other	
  Studies?	
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Djulbegovic	
  B,	
  et	
  al.	
  The	
  uncertainty	
  principle	
  and	
  industry-­‐sponsored	
  research.	
  
Lancet	
  2000;	
  356:	
  635–38.	
  
(136	
  trials	
  in	
  mul2ple	
  myeloma	
  found	
  that	
  more	
  than	
  75%	
  of	
  IST	
  reported	
  results	
  that	
  
favor the	
  new	
  therapy	
  over	
  standard	
  therapy)	
  
	
  
Davidson	
  RA.	
  Source	
  of	
  funding	
  and	
  outcome	
  of	
  clinical	
  trials.	
  J	
  Gen	
  Intern	
  Med	
  1986;	
  
1:	
  155–58.	
  
(pharmaceu2cal	
  company	
  were	
  about	
  three	
  2mes	
  more	
  likely	
  to	
  report	
  in	
  favor	
  of	
  the	
  
experimental	
  therapy)	
  

Cho	
  MK,	
  Bero	
  LA.	
  The	
  quality	
  of	
  drug	
  studies	
  published	
  in	
  symposium	
  proceedings.	
  
Ann	
  Intern	
  Med	
  1996;	
  124:	
  485–89.	
  
(trials	
  with	
  drug	
  company	
  support	
  were	
  much	
  more	
  likely	
  to	
  report	
  in	
  favour	
  of	
  the	
  
experimental	
  therapy,	
  98%	
  vs	
  79%).	
  

Friedberg	
  et	
  al..	
  Evalua7on	
  of	
  conflict	
  of	
  interest	
  in	
  economic	
  analyses	
  of	
  new	
  
drugs	
  used	
  in	
  oncology.	
  JAMA	
  1999;	
  282:	
  1453-­‐7.	
  
(only	
  5%	
  of	
  industry-­‐supported	
  analyses	
  reported	
  unfavorable	
  conclusions	
  
compared	
  with	
  38%	
  of	
  not-­‐for-­‐profit	
  sponsored	
  studies)	
  



Some	
  study	
  design	
  
issues	
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Absolute Risk Reduction 
(1%) 

$13B 

Relative 
Risk 

Reduction 



Absolute Risk Reduction= (3 – 2) =  1% 

HR = “Hazard Ratio”;  

similar to”Risk Ratio”;  

Relative Risk Reduction: 

1.0 – 0.64 = 0.36 (36%) 

n = 9814 



"What	
  if	
  you	
  put	
  250	
  people	
  in	
  a	
  room	
  and	
  told	
  them	
  they	
  	
  
would	
  each	
  pay	
  $1,000	
  a	
  year	
  	
  for	
  a	
  drug	
  they	
  would	
  have	
  
to	
  take	
  every	
  day,	
  that	
  many	
  would	
  get	
  diarrhea	
  and	
  
muscle	
  pain,	
  and	
  that	
  249	
  would	
  have	
  no	
  benefit?	
  And	
  that	
  
they	
  could	
  do	
  just	
  as	
  well	
  by	
  exercising?	
  How	
  many	
  would	
  
take	
  that?	
  
	
  Dr.	
  Jerome	
  R.	
  Hoffman"





Cochrane is a global independent network 
of health practitioners, researchers, patient 
advocates and others, responding to the 
challenge of making the vast amounts of 
evidence generated through research 
useful for informing decisions about health.  
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The	
  Cochrane	
  Collabora?on	
  

•  We	
  found	
  a	
  high	
  risk	
  of	
  publica7on	
  and	
  repor7ng	
  biases	
  
in	
  the	
  trial	
  programme	
  of	
  oseltamivir.	
  	
  

•  We	
  expect	
  full	
  clinical	
  study	
  reports	
  containing	
  study	
  
protocol,	
  repor7ng	
  analysis	
  plan,	
  sta7s7cal	
  analysis	
  plan	
  
and	
  individual	
  pa7ent	
  data	
  to	
  clarify	
  outstanding	
  issues.	
  
These	
  full	
  clinical	
  study	
  reports	
  are	
  at	
  present	
  
unavailable	
  to	
  us.	
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The	
  UK	
  government	
  
spent	
  around	
  $695	
  
billion	
  dollars—to	
  
stockpile	
  Tamiflu	
  in	
  
case	
  of	
  a	
  flu	
  epidemic,	
  
even	
  though	
  there	
  is	
  
only	
  limited	
  evidence	
  
on	
  how	
  well	
  the	
  drug	
  
works	
  and	
  
disagreement	
  among	
  
experts	
  as	
  to	
  how	
  
helpful	
  it	
  would	
  be	
  in	
  
that	
  situa?on.	
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So	
  how	
  are	
  we	
  going	
  to	
  fix	
  this?	
  

•  Appropriate	
  controls	
  
•  Control	
  dosing	
  issues	
  
•  External	
  validity	
  (age,	
  gender,	
  SES)	
  

•  Surrogate	
  endpoints	
  
•  Short	
  term	
  vs.	
  Long	
  term	
  	
  
•  Clinically	
  relevant	
  

•  The	
  role	
  of	
  academic	
  CROs	
  

•  Tight	
  control	
  of	
  study	
  data,	
  analysis,	
  and	
  interpreta7on	
  by	
  the	
  
commercial	
  sponsor	
  is	
  undesirable	
  

•  TRANSPARENCY	
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Give	
  the	
  Data	
  to	
  the	
  People	
  	
  

“While	
   the	
   U.S.	
   has	
   required	
   the	
   registra?on	
   of	
  
clinical	
  trials	
  since	
  1997,	
  drug	
  makers	
  s?ll	
  have	
  wide	
  
la?tude	
   on	
   deciding	
   what	
   data	
   from	
   those	
   tests	
  
they	
   will	
   disclose	
   to	
   the	
   public.	
   That	
   created	
   an	
  
opportunity	
   to	
   hide	
   failures	
   and	
   lackluster	
   results	
  
that	
  advocacy	
  groups	
  said	
  may	
  have	
  been	
  useful	
  to	
  
ensuring	
  pa?ent	
  safety”.	
  

Bloomberg	
  News,	
  January	
  31,	
  2014	
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Give	
  The	
  People	
  the	
  Data	
  

“While	
   the	
  U.S.	
   has	
   required	
   the	
   registra7on	
  of	
   clinical	
  
trials	
  since	
  1997,	
  drug	
  makers	
  s7ll	
  have	
  wide	
  la7tude	
  on	
  
deciding	
  what	
  data	
  from	
  those	
  tests	
  they	
  will	
  disclose	
  to	
  
the	
  public.	
  That	
  created	
  an	
  opportunity	
   to	
  hide	
   failures	
  
and	
   lackluster	
   results	
   that	
   advocacy	
   groups	
   said	
   may	
  
have	
  been	
  useful	
  to	
  ensuring	
  pa7ent	
  safety”.	
  
Bloomberg	
  News,	
  January	
  31,	
  2014	
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Objec?ves	
  of	
  the	
  YODA	
  Project	
  

The	
  YODA	
  Project	
  is	
  rooted	
  in	
  the	
  view	
  that	
  pa?ents,	
  
providers,	
  and	
  industry	
  will	
  be	
  beher	
  informed	
  when	
  

academic	
  inves?gators	
  are	
  able	
  to	
  facilitate	
  the	
  
independent	
  assessment	
  and	
  dissemina?on	
  of	
  data	
  

relevant	
  to	
  the	
  benefits	
  and	
  harms	
  of	
  industry	
  products.	
  
These	
  assessments	
  will	
  allow	
  physicians	
  and	
  pa?ents	
  to	
  
base	
  their	
  decisions	
  on	
  the	
  most	
  comprehensive	
  and	
  

contemporary	
  evidence	
  available.	
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Change	
  is	
  in	
  the	
  Air…	
  

q Medtronic	
  Inc.	
  was	
  the	
  first	
  medical	
  company	
  to	
  ask	
  
Yale	
  to	
  review	
  a	
  trial	
  of	
  its	
  bone	
  grap	
  product	
  (infuse)	
  	
  

q  GlaxoSmithKline	
  was	
  the	
  first	
  major	
  drug	
  company	
  to	
  
make	
  its	
  trial	
  data	
  available.	
  Glaxo	
  has	
  received	
  16	
  
requests	
  for	
  data,	
  approving	
  12	
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But	
  the	
  spring	
  is	
  not	
  here	
  yet…	
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Myth:  
Industry sponsored research is always valid  

    
    Reality:  

We need more data transparency 


