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“Children’s mental health 
is possibly 

the biggest single 
area of weakness 
in NHS provision 
at the moment”

2016

FAKE 
NEWS

RANDOMIZED CLINICAL TRIALS

1948

1945

Frequently with a new 
discovery… the pendulum 
at first swings too far… 
Given the right attitude of 
mind, there is more than 
one way we can study 

therapeutic efficacy

Any belief the controlled 
trial is the only way would 
mean not that the 
pendulum had swung too 
far but that it had come off 
its hook 

1965
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Thalidomide

Randomized
Controlled

Trials

Efficacy 
& 

Safety

1962

Spontaneous reporting is “the 
least sophisticated and 
scientifically rigorous . . . 
method of detecting new 
adverse drug reactions

This may be true in the 
dictionary sense of 
sophisticated meaning 
‘adulterated’ . . . but I submit 
spontaneous reporting is 
more ‘worldly-wise, knowing, 
subtle and intellectually 
appealing’ than grandiose, 
expensive RCTs.

1983

Evidence Based Medicine has become synonymous 
with RCTs even though such trials invariably fail to 
tell the physician what he or she wants to know 
which is which drug is best for Mr Jones or Ms 
Smith – not what happens to a non-existent average 
person

Louis Lasagna

In contrast to my role in 
the 1950s which was 
trying to convince people 
to do controlled trials, 
now I find myself telling 
people that it’s not the 
only way to truth.

R.A Fisher, 
Design of 
Experiments.  
Edinburgh: 
1935.

Randomization

Statistical
Significance
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Statistical Significance means 
- You know what you are doing
- You get the same result each time

Statistical Significance means 
- You know what you are doing
- You get the same result each 

time

CONFOUNDING

screening

randomization
drug pbo

Run-in/wash out

Stop 
treatment

Start 
treatment

RANDOMIZED CONTROLLED DISEASE TRIALS

Severe Depression Imipramine Suicidal Acts:

follow-up

screening

randomization
drug pbo

Run-in/wash out

Stop 
treatment

Start 
treatment

RANDOMIZED CONTROLLED DISEASE TRIALS

Mild-Mod Depression SSRI Suicidal Acts:

follow-up
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screening

randomization
drug pbo

Run-in/wash out

Stop 
treatment

Start 
treatment

RANDOMIZED CONTROLLED DISEASE TRIALS

Mild-Mod Depression Imipramine Suicidal Acts:

follow-up

Every Time Drug & Illness 
Produce the same Outcome

Anti-arrhythmics Arrhythmias
Anti-asthmatics Wheezing

Rosiglitazone Diabetes – heart attacks
Byetta – Januvia Diabetes – pancreatitis

Tamiflu Nearly Everything

Antidepressant Libido
Suicide
Benefit

GlaxoSmithKline - 2006

Paroxetine Suicidal Acts 11 v 0 Placebo Suicidal Acts
N = 2943          N = 1671

GlaxoSmithKline - 2006

Paroxetine Suicidal Acts 36 v 35 Placebo Suicidal Acts 
N = 147         N = 147 

Paroxetine Suicidal Acts 11 v 0 Placebo Suicidal Acts
N = 2943          N = 1671

GSK - 2006

Paroxetine Suicidal Acts 47 v 35 Placebo Suicidal Acts 
N = 3090          N = 1818

RR < 0.80

DOES MY CONFOUNDER LOOK BIG
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AMITRIPTYLINE 

1960

GEORGE BEAUMONT

CLOMIPRAMINE

1970s

Selective Serotonin
Reuptake Inhibitors 

SSRIs

1990

Sex - 5% or 50+% 

Post SSRI Sexual Dysfunction
PSSD – 1991 - 2006

Genital Numbing
Loss of Function

Loss of Libido

Post-Finasteride Syndrome
PFS – 2011

Post Retinoid Syndrome
PRSD - 2014

Antidepressants 
& Sex

BMJ May 2019

PETITION

Ridicule

Cure
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You can lead a Bureaucrat to Paper
But you can’t make him think

WALTER RALEIGH
1618

Hearsay
Anecdotes

EMA – June 2019

The plural of anecdote 
is not data

Journals Changed
Guidelines – Benefits

Harms Vanished

RCTs - Gold Standard 
Way to Hide Adverse Event

Up Against Science

1991

Economics is from Mars – Medicine from Venus

Algorithms are from Mars - Magic is from Venus
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AERS v ASRS
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