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Isn’t it obvious?

Would it be unethical to:

» Withhold surgery for acute appendicitis?
» Rapid fluid resuscitation in septic shock?
» Withhold monitoring in type Il diabetes?

Randomized trials showing unnecessary or harmful
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Some types of “obvious” effect

|. Mechanically obvious
2. Rapid effects (in stable condition)

3. Very large relative risk (compared with
historical controls)

4. N-of-1 reversible effect

|. Mechanically obvious
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2. Rapid effects in stable conditions

- The “Mother’s Kiss”
| Child with nasal foreign body
o Dislodged with Parent Kiss method

N |

o Case series of success 15/19
Botma ] Laryngol Otol 2000

* Glasziou, Chalmers, Rawlins, McCulloch BMJ 2007

Detecting signal in noise

a) stable + sudden change




' The size of effect with the parent
_ kiss technique

-

' less than 10 seconds to see
the effect compared to

* hours before (for 2 hours
this is 720 periods of 10
seconds)

» So Rate Ratio
= (1/1)/(0.5/720) = 1,440

* Glasziou, Chalmers, Rawlins, McCulloch BMJ 2007

Examples of dramatic effects

Some historical examples of treatments with dramatic effects

+ Insulin for diabetes™

* Blood transfusion for severe haemorrhagic shock*?

* Sulphanilimide for puerperal sepsis*?

* Streptomycin for tuberculous meningitis*™

* Defibrillation for ventricular fibrillation**

* Closed reduction and splinting for fracture of long bones with
displacement

* Salicin for acute rheumatism*®

* Neostigmine for myasthenia gravis*”

* Tracheostomy fortracheal obstruction*®

* Suturing for repairing large wounds

* Drainage forpain associated with abscesses

* Pressure or suturing for arresting haemorrhage

* Etherforanaesthesia

* Oneway valve orunderwater seal drainage for pneumothoraxand
haemothorax*

* Phototherapy forskin tuberculosis**®

* Combination chemotherapy with cisplatin, vinblastine, and bleomycin for disseminated
testicular cancer
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Location matches exposure
= large effect

Nickel watch band

Did the skin prick cause the reaction? Fi

> Choose | of the 100 grid cells

at random for injection I -

o |s there a local reaction

in the chosen cell?

° P<0.0l

Anecdotes as Evidence. Aronson BMJ 2006

‘3. Large relative risk (reduction)
Pellagra & Diet

- » Experimental orphanages

> “MJ” had 79 cases; | year after
diet no recurrences, no new cases

> “BJ” 130 cases; | year after diet
| recurrence, no new cases

o Recurrence = 1/209 cases
e Other similar institutions Joseph Goldberger

o Recurrence rates between 58%
and 75%.

Goldberger J (1907). Typhoid "bacillus carriers". In: Rosenau MJ, Lumsden LL, Kastle JH.
Report on the origin and prevalence of typhoid fever in the District of Columbia. Hygienic

Laboratory, Bulletin No 35, pp 167-174.
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observationa e ot o R e
McGettigan 2008c 31% 082066, 1.28] I
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studies versus e I mmae .
Papanikolacu 20068 23% 162098, 264]
Papanikolacu 20060 05% 065 [0.18, 265] I
randomized trials 52 & oo -
Papanikolacu 2006e 16% 1.45[0.74,2.82)
Papanikolacu 2006h 04% 009002, 048] I
Papanikolaou 20061 33% 0.97 [0.72,1.30]
Papanikolaou 2006] 38% 1.05[0.88, 1.25] 1 t 1
Papanikolacu 2006/ 13% 0781036,172] ] i ]
Papanikolaou 2006m 09% 218078, 6.10] I
Scott 2008 20% 117 [067,2.08] 1 - 1
older, Plos, Seonsoce R i —
Singn 2007 1e%  135[060 268 1 T 1
Torioni 2009b 28% 085086, 137 1 -T 1
Torioni 20084 07%  108[035,344] 1 — 1
Total (85% CI) 100.0% 1.03[0.83,1.18] ]

o 10 100
Yok for ovarall sflect: Z = .63 (7 = 0.3 “Trals show lower risk  Trials show greater rsk

' 4. Single patient trial of prostigmine
Myasthenia Gravis: fast & reversible

Tensilon (prostgimine) test:
Before (left); After (right)

http://www.neuro.wustl.edu/neuromuscular/mtime/mgdx.html
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' Deep Brain Stimulation (DBS)

e Parkinson’s tremor
 Switch symptoms on and off with DBS

' Factors that may increase the quality of
evidence

A if large magnitude of effect

“Modeling studies suggest that confounding alone
is unlikely to explain associations with a relative
risk greater than 2 (or less than 0.5),and very
unlikely to explain associations with a relative risk
greater than 5 (or less than 0.2)”

GRADE working group
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J:/Events/2011/08_Korea/Parkinson_s_Disease.mpg

Some conclusions A
¥

* RCTs are necessary for small effects

p A
* RCTs are unnecessary to demonstrate
dramatic effects &f treatments

¢ |s the observed effect greater than
plausible biases?
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