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Foreground

ï1948
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Outline of the presentation

1. RCTs are «republicans», not «kings»

2. Limitations

ïSometimes you canôt use them

ïSometimes you can, but should not use them

ïSometimes, even if you should and can use them, they do not «work»

3. Conclusions



1. RCTs are «republicans», not «kings»



the question being asked determines the appropriate 
research architecture, strategy, and tactics to be usedτ
not tradition, authority, experts, paradigms, or schools 
of thought.
The issue is which wayof answering the specific 
question before us provides the most valid, useful 
answer. Find the foot fitting the glass slipper



Clinical questions and study designs



Observational research, randomised trials, and 

two views of medical science.

Vandenbroucke, JP. PLoS Med. 2008 Mar 11;5(3):e67



The first trial ever reported

ïOld Testament, Daniel 1:8ï16

8 Daniel decided not to eat the king's food or drink his wine because that would make 

him unclean.[é]

10 but Ashpenaz said to Daniel, "I am afraid of my master, the king. He ordered me to 

give you this food and drink. If you begin to look worse than other young men your 

age, the king will see this. Then he will cut off my head because of you."



The first trial ever reported

ïOld Testament, Daniel 1:8ï16

12 Daniel said to the guard, "Please give us this test for ten days: Don't give us 

anything but vegetables to eat and water to drink.

13 After ten days compare how we look with how the other young men look who eat 

the king's food. See for yourself and then decide how you want to treat us, your 

servants."

14 So the guard agreed to test them for ten days.

15 After ten days they looked healthier and better fed than all the young men who ate 

the king's food.

16 So the guard took away the king's special food and wine, feeding them vegetables 

instead.

P: young men
I: vegetable and water
/Υ ƪƛƴƎΩǎ ŦƻƻŘ ŀƴŘ ǿƛƴŜ
O: looks



What methodological lessons can we learn from this trial?

ïClinically relevant, well-defined, pre-specified, questions

ïChoice of intervention and control group (clinical equipoise)

ïClinically important outcome

ïTesting, but avoiding bias

ïTrial results inform clinical practice

What we can not?

ïConfounding by indication not taken into account



Question 1é



Interactive question

ïResearch question: in BSI by Enterococcus spp, does antibiotic monotherapy

improves 90-day survival when compared with combination?

ïWhen do you prefer RCTs over observational studies in your research practice?

ïIndicate just your PREFERRED reason

1) When I want to eliminate confounding

2) When I want to infer a causal effect

3) When I want to avoid treatment assignment bias

4) When I want to avoid selection bias

5) When I want an «objective» measurement of outcome

9255



Schulz KF, Grimes DA.

Generation of allocation sequences in 

randomised trials: chance, not  choice.

Lancet. 2002 Feb 9;359(9305):515-9

Benefits of randomisation



Randomization to avoid confounding

ïControlling for known and unknown confounders



Randomization to avoid bias

ïbias = prejudice



bias = distortion of true effect



https://catalogofbias.org/blog/







2a. Sometimes you canôt use them

Limitations
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In 1972, Jean Heller of the Associated Press reported on a 40-year-old research 

study that had followed black Alabama sharecroppers, some of whom had 

syphilis. The revelation of deception, withholding of appropriate treatment, and 

other unethical practices exploded into the Tuskegee scandal. Tuskegee led to 

the National Research Act of 1974, which authorized the Department of Health, 

Education, and Welfare (now the Department of Health and Human Services 

[HHS]) to augment government policies for protecting human research subjects

November 4, 2015, at NEJM.org.





Trials are complex

http://www.trialforge.org/pathway/





https://aspe.hhs.gov/system/files/pdf/77166/rpt_erg.pdf

RCTs are expensive



https://msfaccess.org



2b. Sometimes you can, but should not use them

Limitations




