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August 4, 2002
To the Editor, JAMA

Letter Re: Halpern SD, Karlawish JHT, Berlin JA. The continuing unethical conduct of underpowered clinical trials. JAMA 2002;288:358-362.

Halpern et al.
 decry the unethical yet persistent widespread conduct of underpowered clinical trials. I wish to provide grist for their arguments. In 1999, we evaluated all 174 randomized clinical trials (RCTs) published in JAMA, Lancet and the New England Journal of Medicine in 1995.
 Negative studies with two-group parallel design and a dichotomous or continuous primary outcome were evaluated for the presence of sample size calculations. The ability of a study to detect, with 80% power, a 25% or 50% relative difference between groups was calculated. Results were compared with the analysis of Moher et al.
 of RCTs published between 1975 and 1990. Fifty-five “negative” studies were identified, 34 with two-group parallel design and a dichotomous or continuous primary outcome.

Table: Statistical Power of RCTs (1975 through 1990 data3; 1995 data2)









RCTs (%) reporting a
Year
25% difference
50% difference
sample size calculation
1975
2/16 (12%)

4/16 (25%)

0/22 (0%)
1980
2/15 (13%)

7/15 (47%)

7/22 (32%)
1985
1/15 (7%)

4/15 (27%)

10/21 (48%)
1990
6/24 (25%)

10/24 (42%)

16/37 (43%)
1995
10/34 (29%)

19/34 (56%)

36/55 (65%)
The frequency of sample size calculation reporting has increased in recently published clinical trials. Still, about one-third did not report such calculations. The ability of studies to detect potentially clinically significant differences between treatment and control groups has improved only modestly. A priori power calculations and utilizing larger sample sizes through multi-institutional studies could reduce the frequency of type II errors and result in more effective (and ethical) utilization of limited research funds.

Sincerely,

Martin Donohoe, MD, FACP

Senior Scholar, Center for Ethics in Health Care and

Assistant Clinical Professor of Medicine

Oregon Health and Science University
Please note also that I am sole author of this letter and have no conflicts of interest to disclose.
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