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“Scien'sts	  have	  discovered.....”	  
	  
Just	  being	  published,	  oAen	  the	  consensus	  assumes	  it	  isn’t	  good	  quality!	  

Reliability	  of	  results	  depends	  on	  many	  factors:	  
	  
•  Size	  of	  the	  study	  
•  Size	  of	  the	  effect	  you’re	  trying	  to	  measure	  
•  Study	  bias	  e.g.	  design	  of	  study,	  type	  of	  analysis	  undertaken	  
•  Financial	  incenLves	  
•  Size	  of	  the	  scienLfic	  community	  

And	  as	  m
uch	  as	  it

	  pains	  m
e…	  
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t	  way	  fo
r	  policy	  

change	  



•  TradiLonally,	  systemaLc	  reviews	  have	  focused	  on	  combining	  informaLon	  
from	  mulLple	  clinical	  trials	  

•  Anyone	  can	  undertake	  a	  systemaLc	  review,	  however	  Cochrane	  Reviews,	  
prepared	  by	  the	  Cochrane	  CollaboraLon	  are	  considered	  to	  the	  ‘gold-‐
standard’	  	  

•  Rigorous	  guidelines	  have	  been	  developed	  by	  the	  Cochrane	  CollaboraLon	  
for	  undertaking	  systemaLc	  reviews	  (hUp://handbook.cochrane.org/)	  

•  They	  also	  host	  the	  Cochrane	  Library	  (
hUp://www.thecochranelibrary.com/)	  and	  the	  Cochrane	  Central	  Register	  
of	  Controlled	  Trials	  (CENTRAL)	  

•  Cochrane	  guidelines	  focus	  on	  clinical	  trials	  as	  opposed	  to	  observa/onal	  
studies	  

•  MOOSE	  (Meta-‐analysis	  of	  ObservaLonal	  Studies	  in	  Epidemiology)	  
hUp://jama.jamanetwork.com/arLcle.aspx?arLcleid=192614	  



The	  birth	  of	  a	  ‘cottage’	  industry	  

hUp://www.plosmedicine.org/arLcle/info%3Adoi%2F10.1371%2Fjournal.pmed.1000326	  



How	  to	  begin	  a	  systematic	  review	  
Step	  1:	  Iden'fy	  your	  research	  ques'on,	  the	  outcome	  you	  want	  to	  measure,	  and	  
related	  key	  words	  &	  phrases	  
	  
	  To	  evaluate	  associa/on/interven/ons	  between	  schistosomiasis	  and	  HIV,	  etc.	  
	  
Step	  2:	  Establish	  your	  inclusion	  and	  exclusion	  criteria	  
	  

Cluster-‐randomized	  trials	  and	  non-‐randomized	  controlled	  studies	  comparing	  
therapeu/c	  MDA	  versus	  placebo	  or	  no	  MDA,	  and	  uncontrolled	  before-‐and-‐aDer	  studies	  

comparing	  post-‐MDA	  to	  baseline	  data	  	  
	  
Step	  3:	  Search	  for	  relevant	  studies	  using	  the	  appropriate	  key	  words	  
	  

	  Cochrane	  register	  (CENTRAL),	  PubMed,	  Reference	  lists,	  conference	  
proceedings	  ....	  

	  
Step	  4:	  Screen	  the	  results	  based	  on	  'tles	  and	  abstracts	  
	  
Step	  5:	  Review	  full	  text	  of	  remaining	  studies	  
	  
hUp://onlinelibrary.wiley.com/doi/10.1002/14651858.CD008846.pub2/full	  



Meta-‐analysis	  methodology:	  	  
Interpretation	  of	  results	  

hUp://onlinelibrary.wiley.com/doi/10.1002/14651858.CD000371.pub5/	  



Risk	  of	  bias	  
	  What	  about	  bias	  introduced	  when	  selec'ng	  studies	  to	  include	  in	  the	  analysis?	  



The	  crux	  of	  our	  problem:	  timings	  
	  CONCEPT	  FUNDING	  NOTE:	  	  ASSESSESSING	  AN	  EPIDEMIOLOGICAL	  CONNECTION	  BETWEEN	  INTESTINAL	  
SCHISTOSOMIASIS	  AND	  ENDOMYOCARDIAL	  FIBROSIS	  (EMF)	  IN	  UGANDA	  

A	  direct	  analogy	  with	  FGS	  and	  HIV	  
	  
1.   Poor	  surveillance	  
2.   Limited	  primary	  literature	  
3.   Plausible	  causality	  
4.   Slow	  temporal	  associa'ons	  

Case	  reports	  future	  ‘RCT’	  not	  ethical	  	  

	  

	  



Disadvantages	  of	  undertaking	  	  
meta-‐analyses	  
•  No	  two	  studies	  are	  the	  same,	  hence	  combining	  them	  may	  lead	  to	  
inaccuracies	  

•  Clinical	  heterogeneity:	  differences	  in	  parLcipants,	  intervenLons,	  
outcomes	  

•  Methodological	  heterogeneity:	  differences	  in	  trial	  design	  and	  quality	  

•  Test	  for	  staLsLcal	  heterogeneity	  may	  have	  low	  power	  

•  Although	  both	  published	  and	  unpublished	  studies	  should	  be	  included	  in	  
the	  analysis,	  unpublished	  results	  are	  more	  difficult	  to	  obtain	  

•  Journals	  tend	  to	  favour	  staLsLcally	  significant	  results	  
•  Non-‐significant	  or	  negaLve	  results	  may	  not	  be	  publicised	  	  
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