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Reply to ‘Sodium—glucose cotransporter 2 inhibitor treatment lowers
serum uric acid in patients with heart failure with reduced ejection
fraction — lessons from clinical trials’. Letter regarding the article
‘Dapagliflozin reduces uric acid concentration, an independent predictor
of adverse outcomes in DAPA-HF’

Kirsty McDowell, Pardeep S Jhund and John JV McMurray*
BHF Cardiovascular Research Centre, University of Glasgow, Glasgow, UK

*Email: john.mcmurray@glasgow.ac.uk

We would like to thank Drs Doehner and Packer for their interesting comments. They say the
skewed sex distribution in uric acid levels was surprising as it was not observed in their
study. However, their original report does not show data to support that statement. In fact,
we think it is the EMPEROR-Reduced findings that are surprising. As Dr Packer knows from
our mutual paper on uric acid from the PARADIGM-HF trial, a similar sex distribution across
uric acid quantiles was observed. In PARADIGM-HF, 36.9% of patients in the lowest fifth of
uric acid levels were women, compared with only 11.3% in the highest fifth.*

We re-analysed our data from DAPA-HF using sex-specific tertiles as done by the
EMPEROR-Reduced investigators and did not see any meaningful difference in our results.
For example, looking at all-cause mortality, the hazard ratio for dapagliflozin compared with
placebo was 0.62 (95% confidence interval 0.44—0.89), 0.99 (0.67-1.48), and 0.96 (0.71—
1.30), respectively, across uric acid tertiles, from lowest to highest (p for interaction = 0.12);
this compares with our published findings of 0.63 (0.44-0.90), 0.91 (0.62-1.35), and 1.00
(0.73-1.35), respectively (p for interaction = 0.14).2

We think it is important not to overinterpret these post hoc findings as all analyses of this
type are underpowered and subject to the play of chance, especially when they relate to

secondary outcomes and when there was no overall effect on cardiovascular or all-cause
mortality in EMPEROR-Reduced.
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