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To the Editor: We thank Dr Lund for his comments [1] on
our analysis of cancer incidence and mortality in random-
ised trials of metformin [2] and confirm that the Hyper-
insulinaemia: the Outcome of its Metabolic Effects
(HOME) trial [3] was excluded because it did not meet
our sample size inclusion criterion.

Dr. Lund also calls attention to our sensitivity anal-
ysis of all-cause mortality, which excluded one trial, the
UK Prospective Diabetes Study (UKPDS) trial of met-
formin in patients with sulfonylurea failure (UKPDS-S)
[4], from the group of trials in which the comparator
was placebo or usual care. This acknowledged post hoc
sensitivity analysis was carried out because of the high
heterogeneity in this group of studies (I2=50.8%), but
Dr Lund correctly observes that we could equally con-
duct a sensitivity analysis to exclude the other large trial
in this group of studies, the UKPDS trial of metformin
in overweight patients (UKPDS-O). For completeness,
we include here a table of relative risks for all-cause
mortality, and corresponding confidence intervals and
heterogeneity statistics, for all placebo- or usual-care-
controlled trials, and excluding each trial in turn (Table 1).
Exclusion of either UKPDS trial, but not any other trial
in this group, reduces the I2 statistic for heterogeneity to
0.0%.

We believe that the remarks in our paper that the
summary estimates ‘are dominated by the two large
trials from the UKPDS group, which appear to show
for metformin effects in opposite directions’ and that
our analyses have limitations to be overcome by future
randomised trials, remain justified. We re-emphasise our
observation that the average follow-up for mortality in
our analysis is just 2.8 years, and that our results for
all-cause mortality in particular are unlikely to fully
reflect the long-term effects of metformin.
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Table 1 Summary relative risks (RR), with 95% CIs and I2 statistics
for heterogeneity, for all-cause mortality in trials randomising partic-
ipants to receive metformin or placebo/usual care, across all trials and
in sensitivity analyses excluding each trial in turn

Study omitted RR (95% CI) I2

None (main analysis) 0.91 (0.70, 1.18) 50.8%

Diabetes Prevention
Program (DPP) [5]

0.90 (0.68, 1.17) 59.9%

Early Diabetes Intervention
Trial (EDIT) [6]

0.91 (0.70, 1.20) 60.4%

Indian Diabetes Prevention
Program (IDPP) [7]

0.91 (0.70, 1.19) 60.2%

Pfützner et al 2011 [8] 0.90 (0.69, 1.18) 60.6%

UKPDS trial in overweight
patients (UKPDS-O) [4]

1.43 (0.95, 2.13) 0.0%

UKPDS trial in sulfonylurea
failure (UKPDS-S) [4]

0.67 (0.49, 0.93) 0.0%
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