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The NEW ENGLAND JOUBRNAL of MEDICINE

SPECIAL REPORT

The Prevention and Treatment of Missing Data in Clinical Trials

Roderick |. Little, Ph.D., Ralph D’'Agostino, Ph.D., Michael L. Cohen, Ph.D., Kay Dickersin, Ph.D.,
Scott S. Emerson, M.D., Ph.D., John T. Farrar, M.D., Ph.D., Constantine Frangakis, Ph.D.,
Joseph W. Hogan, Sc.D., Geert Molenberghs, Ph.D., Susan A. Murphy, Ph.D.,

James D. Neaton, Ph.D., Andrea Rotnitzky, Ph.D., Daniel Scharfstein, Sc.D.,
Weichung J. Shih, Ph.D., Jay P. Siegel, M.D., and Hal Stern, Ph.D.

BACKGROUND

Missing data have seriously compromised infer-
ences from clinical trials, yet the topic has re-
ceived little attention in the clinical-trial commu-
nity.! Existing regulatory guidances®** on the
design, conduct, and analysis of clinical trials
have little specific advice on how to address the
problem of missing data. A recent National Re-
search Council (NRC) report® on the topic seeks
to address this gap, and this article summarizes
some of the main findings and recommenda-
tions of that report. The authors of this article
served on the panel that prepared the report.

some medical devices, for which the bar of sci-
entific rigor is set high. The use of randomized
study-group assignments predominates in such
studies, since this design feature ensures com-
parability of study groups and allows assessment
of causation. However, many of the recommen-
dations are applicable to early-phase random-
ized trials and epidemiologic studies in general.

Missing data are defined as values that are
not available and that would be meaningful for
analysis if they were observed. For example,
measures of quality of life are usually not mean-
ingful for patients who have died and hence
would not be considered as missing data under
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