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Need for a proactive and structured approach to risk
analysis when designing phase I trials
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Good news from Emanuel and colleagues1—apparently, phase
I clinical drug trials are safe. However, given the very low
frequencies of serious adverse events, retrospective associations
of trial characteristics with adverse events are of no use for
predicting safety problems in future trials. None of these
associations would have helped prevent the cytokine storm
caused by TGN1412. This drug’s risk originated from the
molecule’s pharmacology, which could have been identified
and dealt with upfront. We therefore underscore the importance
of a proactive (upfront) analysis of future trial risks.

A structural framework for such a risk analysis was reported in
2006.2 The building blocks relate to basic principles of
pharmacology and use information from previous ex vivo and
in vivo research.2 Assuming that the quality of the experimental
compound is stable and volunteers are healthy, pharmacology
is the main source of safety problems and the central area of
investigation in phase I trials. So, upfront identification of what
is already known about the pharmacology of a new compound
and what knowledge the trial should add ought to be the essential
objective of any rationally designed phase I trial. This facilitates
a structured analysis of the risks of each of these aspects of the
trial.

We agree that transparency is a big problem.3 All empirical data
on the compound should be available, otherwise meaningful
risk analysis is impossible.
In summary, a proactive and structured approach to risk analysis
is needed. The successful reintroduction of TGN1412 (TAB08)
in the clinic illustrates how good management of preclinical
data and study design can change a dangerous molecule into a
promising new drug.4 Retrospective analysis of adverse events
may identify risks from the past but is unlikely to help when
dealing with future unknowns.
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