
events reported in an appendix. We discovered that the majority of patients had multiple epi-
sodes of the same adverse event that were only counted once, though this was not
described in the CSRs. We also discovered that participants treated with orlistat experi-
enced twice as many days with adverse events as participants treated with placebo (22.7 d
versus 14.9 d, p-value < 0.0001, Student’s t test). Furthermore, compared with the placebo
group, adverse events in the orlistat group were more severe. None of this was stated in the
CSR or in the published paper.

Our analysis was restricted to one drug tested in the mid-1990s; our results might there-
fore not be applicable for newer drugs.

Conclusions
In the orlistat trials, we identified important disparities in the reporting of adverse events between
protocols, clinical study reports, and published papers. Reports of these trials seemed to have
systematically understated adverse events. Based on these findings, systematic reviews of
drugsmight be improved by including protocols and CSRs in addition to published articles.

Author Summary

WhyWas This Study Done?

• Most drugs have adverse effects, or harms, that may become evident in clinical trials.

• Pharmaceutical companies seeking to market a new drug must report adverse effects
observed in trial participants in the Clinical Study Reports (CSRs), which they provide
to regulatory authorities.

• Additionally, investigators may report harms in published reports of their trials.

• We sought to understand the accuracy, and potential bias, in harms reporting for trials
of orlistat, a slimming drug from Roche approved in Europe in 1998 and still marketed
in Europe today.

What Did The Researchers Do And Find?

• Using a Freedom of Information Act request to the European Medicines Agency (EMA),
we obtained CSRs describing seven clinical trials of orlistat. We studied protocol instruc-
tions to investigators for reporting harms, the actual reporting of harms in individual CSR
records versus summaries, and the final reporting of harms in published papers.

• We found that protocol instructions to trial investigators had the potential to dilute the
appearance of drug-associated harms.

• Between 3% and 33% of the total adverse effects from CSR summaries were described in
published papers.

• In one trial, we counted adverse events individually and found that both the number of
adverse effects and the number of days with adverse effects in participants taking the
drug were understated in the corresponding publication.
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