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Does my Bias
Look Big In This?
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“Children’s mental health
is possibly
the biggest single
area of weakness
in NHS provision
at the moment”

2016
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RANDOMIZED CLINICAL TRIALS
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BRITISH MEDICAL JOURNAL

LONDON SATURDAY OCTOBER 30 1948

STREFTOMYCIN TREATMENT OF PULMONARY TUBERCULOSIS
A MEDICAL RESEARCH COUNCIL INVESTIGATION

The Tollowing gives (he shortterm eesuls of & conteolied n
The Control Scheme
Determination of whether a patient would be treated by 1948
streptomyein and bed-rest (S case) or by bed-rest alone
(C case) was made by reference to a statistical series based
on random sampling numbers drawn up for each sex at
cach centre by Professor Bradford Hill ; the details of the
series were unknown to any of the investigators or to the 1945
co-ordinator and were contained in a set of sealed
envelopes, each bearing on the outside only the name of
the hospital and a number. After acceptance of a patient
by the panel, and before admission to the streptomycin
centre, the appropriate numbered envelope was opened at
the central office ; the card inside told if the patient was to
be an S or a C and this information was then given
to the medical officer of the centre.
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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




Controlled Trisls Nuisance or Necesity!
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Thalidomide

Randomized
Controlled
Trials

Efficacy
&
Safety

1962

Vol 1o No. . Paer 637651, June. 1030 Brinted i th U 5. 4 — Spontaneous reporting is “the
(Copyright © 1960 by The C. V. Mosby Company) 1 least sophisticated and
scientifically rigorous . ..
method of detecting new
adverse drug reactions
THALIDOMIDE—A NEW NONBARBITURATE T.h|s. may be true in the
SLEEP-INDUCING DRUG dictionary sense of
sophisticated meaning
From the Departments of Medicine (Dicision of Clinical ‘adulterated’ . . . but | submit
Lours Lasagya, M.D. ;i clogy, and. Thera- spontaneous reporting is
BALTIMORE, MD. peutics, Johns Hopkins University School of Medicine “ Idl . k .
o T (Rereived for publication Dec. 9, 1959) more ‘worl y y-wise, knowing,
subtle and intellectually
appealing’ than grandiose,
HALIDOMIDE* is the generic name for N-phthalyl-glutamic acid imide, a expensive RCTs.
compound which has been emploved in Europe for several years as a
sedative-hypnotic. It is chemically related to glutethimide (Doriden), another
sedative-hy pnotic, and to bemegride (Megimide), a convulsant analeptic. 1983

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

Louis Lasagna

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
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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

Statistical Significance means
- You know what you are doing
- You get the same result each time
time
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RANDOMIZED CONTROLLED DISEASE TRIALS RANDOMIZED CONTROLLED DISEASE TRIALS
Severe Depression Imipramine Suicidal Acts: Mild-Mod Depression SSRI Suicidal Acts:
scregning scre.ening
Run-in/wash out Run-in/wash out
i i
randomization randomization
drug ‘J_ —L pbo Start drug -J— —L pbo Start
treatment treatment
Stop Stop
treatment treatment
follow-up follow-up
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RANDOMIZED CONTROLLED DISEASE TRIALS
Mild-Mod Depression Imipramine Suicidal Acts:

screening
Run-in/wash out

v

randomization
ang <) Lo

Start
treatment

Stop
treatment

follow-up

Every Time Drug & lliness
Produce the same Outcome

Anti-arrhythmics
Anti-asthmatics

Arrhythmias
Wheezing

Diabetes — heart attacks
Diabetes — pancreatitis

Rosiglitazone
Byetta — Januvia

Tamiflu Nearly Everything
Antidepressant Libido

Suicide

Benefit
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GlaxoSmithKline - 2006

Table 1. Summary of Events of Suicidal Behavior by Study Population, Treatment Group, and Age

Band* (5)
Group 18-24 year olds 25.64 year olds

PAR PBO OR(95% | PAR PBO OR (95%

cn cn
All Indications 5/5 2409, | 327543 34/5000 0604,
(0.92%) 7.3) (042%) (0.68%) 1.0)

Major 3/230 0/104 Wf(03. | 82713 0/1567 Inf (1.3
Depressive (1:30%) (0.00%) Inf) 0.29%) (0.00%) Inf)
Disorderf

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

GlaxoSmithKline - 2006

Table 1. Summary of Events of Suicidal Behavior by Study Population, Treatment Group, and Age

Band* (5)
Group 18-24 year olds 25-64 year olds
PAR PBO OR (95% PAR PBO OR (95%
Cn Ccn
All Indications 17/77¢ 5/542 24(09. 34/5000 0.6(04.
(2.19%) (0.92%) 7.3) (0.68%) 1.0)
Major 3/230 0/104 Inf (0.3 0/1567 Inf(1.3.
Depressive (1.30%) (0.00%) Inf) (0.00%) Inf)
Disorderf
Intermittent 10/35 26(08, 22/112 0.7 (04,
Brief Depression | (28.57%) 9.4) (19.64%) 1.3)
Paroxetine Suicidal Acts 11 v 0 Placebo Suicidal Acts

N = 2943 N = 1671

Paroxetine Suicidal Acts 36 v 35 Placebo Suicidal Acts
N =147 N =147
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GSK - 2006
Table 1. Summary of Events of Suicidal Behavior by Study Population, Treatment Group, and Age
Band* (5)
Group 18-24 year olds 25-64 year olds
PAR PBO OR (95% PAR PBO OR (95%
cn cn
All Indications 5/542 2.4(09. 34/5000 0.6 (0.4,
(0.92%) 7.3) (0.68%) 1.0)
Major 0/104 Inf (0.3, 8/2713 0/1567 Inf(1.3.
Depressive (0.00%) nf) (0.29%) (0.00%) nf)
Disorderf
Intermittent 5/38 2.6(08. 22112 0.7 (0.4,
Brief Depression (13.61%) 9.4) (19.64%) 13)
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
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1990
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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

Risk
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The plural of anecdote
is not data

Journals Changed
Guidelines — Benefits
Harms Vanished

RCTs - Gold Standard
Way to Hide Adverse Event
Invisible.

Up Against Science

1991 Risk

Economics is from Mars — Medicine from Venus
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Algorithms are from Mars - Magic is from Venus

41
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BRITISH MEDICAL JOURNAL VOLUME 284 23 JANUARY 1962 249

Occasional Reviews

Validity of dotal reports of d adverse drug
reactions: the problem of false alarms

G R VENNING

Abstract
of alerting doctors and regulatory agencies to a serious adverse

time lag between the firs alert and subsequent verification and
further delay before any regulatory action occurs. A systematic

years later to assess their v

yearslter to ssess ther niial valdiy and sub Iigh reduce th delays that oceur. Any comderton f s 4

policy should, however, take into account the possibility of false

in-cach case causality was reasonably established; the g £ WOUL be wnelu o know how often these oecur and
other 47 reports were essentially anecdotal. Of these 47 " -
reports, 14 related to catcgorics of adverse reaction
“here Talas-positive reporta. were unikely: immediate

e d by Methods
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