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* Experimental
— Clinical Trials
— Community Trials
— Field Trials
* Observational
— Cohort Studies
— Case-Control Studies
— Cross-sectional Studies
— Ecologic Studies
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1747 - Lind and Treatment of Scurvy

. o

1865 — Sutton-first use of placebo? When 20 patients
received only mint water for rheumatic fever

1898 — Fibiger-alternate assignment of patients to treated and

-

untreated control in a trial of serum for diphtheria
1926 — Fisher introduced concept of randomization
1931 — Amekerson-first randomized (coin flip) clinical trial:

. o

gold for tuberculosis
1950 — Medical Research Council-first use of a placebo
control in a double-blind manner (in antihistamine Rx for the

-

common cold)
1954 — Field trial of salk poliomyelitis vaccine- first large

-

field trial (1,800,000 children) including a randomized double-
blind placebo controlled component
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SP = Study Population

IE = Eligibility Criteria

R = Randomize intervention
T = Elapsed time
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«Intervention

« No
Intervention

SP = Study Population

IE = Eligibility Criteria

R = Randomize intervention
T = Elapsed time
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Simple randomization
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Balanced (permuted) block randomization
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Stratification

o Control Group
Ivestigational
e Group
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Analyzed like cohort study with RR
Intention to treat analysis

= Most conservative interpretation
= Include all persons assigned to intervention

group (including those who did not get
treatment or dropped out)

Subgroup analysis
= Groups identified pre-randomization
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Bad No Bad Totals
Outcome Outcome
Treatment a b a+b
Control c d c+d
Totals a+c b+d N=a+b+c+
d

RR= Relative Risk or Risk Ratio ={2/(2+b)
c/(c+d)
RR < 1 tx is associated with decreased'risk, as is the usually
the case for a primary endpoint. RR>1 means tx is
associated with increased risk, as is usually the case for a
side effect.
RRR = Relative Risk Reduction = 1-RR
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Measures of Treatment Effect

Bad No Bad Totals
Outcome Outcome
Treatment a b a+b
Control c d c+d
Totals a+c b+d N=a+b+c+
d

ARR = Absolute Risk Reduction = c¢/(c+d) - a/(a+b)

NNT = Number Needed to Treat (to prevent 1 bad
outcome) = 1/ARR

Slide Y4

Reduced Re-operation

Re-operation  No Re-operation Risk

Hemiarthroplasty 209 12/229= 52%

Internal Fixation | 90 | 136 226 90/226= 398%

Relative Risk (RR): 5.2%/39.8% = 0.13
Relative Risk Reduction (RRR): 1-RR= 087
Absolute Risk Reduction (ARR): 39.8%-52%= 34.6%
Number Needed to Treat (NNT) 1/ARR = 3

(Need to treat 3 patients with hemirarthoplasty instead of internal fixation to

prevent one patient requiring re-operation.)
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Good Clinical Practice (GCP)
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¥) Fleiss J.L. (vaA#) The design and analysis of clinical experiments. John Wiley and
Sons, New York.

PPV ESRVREA RN



