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Previously published-data meta-analyses of cardiotoxicity in randomised trials of anthracycline vs not have
included only trials that could be found by a search including cardiotoxicity in its terms1. They also limited
inclusion to those trials where the only difference between trial arms was the presence or absence of
anthracycline or to trials of multi-agent chemotherapy including anthracycline compared with no
chemotherapy 1, 2. Few trials of anthracycline vs not fit this pattern. Many more trials have multiple
differences between trial arms. We have therefore conducted a much more wide-ranging literature search
and carried out a meta-analysis of all the anthracycline vs not trials that have published data on cardiac
deaths.

Whereas the former published data meta-analyses each found only 8 trials, our literature search identified a
total of 171 trials of anthracycline vs not. Thirty two trials, including 16521 patients, had published cardiac
death data and were included in this analysis.

Overall, anthracycline treated patients had increased cardiac mortality compared to the non-anthracycline
treated patients (odds ratio 1.38, 95% confidence interval 1.02-1.86, 2p=0.04). In some of the trials the
effect of anthracyclines may have been confounded with that of other drugs. Of the 32 trials included in our
study, 9 were unconfounded, 11 were positively confounded, 6 were negatively confounded and 6 were of
unknown confounding. Positively confounded trials had a larger odds ratio and negatively confounded trials
had a smaller odds ratio than the unconfounded trials, suggesting that confounding is in effect, and that
confounder drugs do influence the risk of dying from cardiac causes.

Conclusions: There is an increased risk of cardiac death in anthracycline treated patients. Including
confounded trials provides some insight into the additional cardiotoxic risks posed by other chemotherapy
drugs.
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