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Heart failure

IRONMAN adds support  
for iron repletion in HF

The IRONMAN trial, presented at  
AHA 2022, adds further support to the 
known benefits of intravenous (IV) iron 
therapy in patients with heart failure (HF) 
with reduced ejection fraction and iron  
deficiency, but narrowly misses the primary 
end point of  hospitalization for HF and 
cardiovascular death.

Previous studies had shown the benefits of 
IV ferric carboxymaltose therapy at 24 weeks 
of follow-up. The IRONMAN trial aimed to 
assess the longer-term efficacy and safety  
of a different iron preparation, ferric deri-
somaltose, in a broader range of patients. 
The trial included 1,137 patients with HF, left 
ventricular ejection fraction ≤45% and iron 
deficiency, who were randomly assigned 
to receive IV ferric derisomaltose or usual 
care. After a median of 2.7 years, IV ferric 
derisomaltose non-significantly reduced 
the rate of the primary end point by 18% 
compared with usual care (P = 0.070). How-
ever, the trial was affected by the COVId-19 
pandemic. “There were substantial periods 
of time when we couldn’t assess patients in 
person and see if they had re-developed iron 
deficiency and re-dose if necessary,” says 
trial investigator Ian Ford. Therefore, they 
prespecified a COVId-19 sensitivity analysis. 
“The data confirmed the negative effect of 
the pandemic and suggested that the magni-
tude of benefit of IV ferric derisomaltose was 
even higher, with a 24% reduction in risk of 
HF hospitalization and cardiovascular death 
(P = 0.047),” says trial investigator Paul Kalra. 
The treatment was safe, with no overall 
excess in serious adverse events and fewer 
cardiac serious adverse events.

“We believe the results of IRONMAN, 
building on previous data, demonstrate that 
correcting iron deficiency with IV iron can 
improve patient wellbeing and reduce the 
risk of HF hospitalization in a broad range  
of patients with HF,” says Ford. “These results 
are likely to influence clinical practice and 
guidelines,” adds Kalra.
Irene Fernández-Ruiz 

Original article: Kalra, P. R. et al. Intravenous ferric 
derisomaltose in patients with heart failure and iron 
deficiency in the UK (IRONMAN): an investigator-initiated, 
prospective, randomised, open-label, blinded-endpoint 
trial. Lancet https://doi.org/10.1016/S0140-6736(22)02083-9 
(2022)

In brief
Dyslipidaemia
Statins outperform dietary supplements for LDL-C lowering
In a randomized trial, statins produced a significant reduction in LDL-cholesterol (LDL-C) 
 levels compared with placebo, whereas various dietary supplements had no significant 
effect on LDL-C levels. In the single-centre SPORT trial, 190 participants with no history 
of atherosclerotic cardiovascular disease (ASCVD), an LDL-C level of 70–189 mg/dl and 
an  increased 10-year risk of ASCVD were randomly assigned to low-dose rosuvastatin 
(5 mg daily), fish oil, cinnamon, garlic, turmeric, plant sterols, red yeast rice or placebo.  
After 28 days of follow-up, the difference in LDL-C reduction with rosuvastatin compared with 
placebo was –35.2% (P < 0.001). By contrast, none of the dietary supplements produced a 
significant decrease in LDL-C level compared with placebo. “The findings do not support the 
‘cholesterol health’ claims made by supplement manufacturers,” conclude the investigators. 
“Patients should be educated about the lack of benefit of these supplements.”
Original article: Laffin, L. J. et al. Comparative effects of low-dose rosuvastatin, placebo and dietary supplements on lipids 
and inflammatory biomarkers. J. Am. Coll. Cardiol. https://doi.org/10.1016/j.jacc.2022.10.013 (2022)

Hypertension
Inhibiting aldosterone synthase reduces blood pressure
Baxdrostat, a selective inhibitor of aldosterone synthase, reduces blood pressure in a dose-
dependent manner in patients with treatment-resistant hypertension. Selectively inhibiting 
aldosterone synthase is challenging because of its similarity to 11β-hydroxylase, which is 
involved in cortisol synthesis. In previous studies, baxdro stat was shown to have high selec-
tivity for aldosterone synthase and to reduce plasma aldosterone (but not cortisol) levels. In 
the phase II BrigHTN trial, 248 patients with treatment-resistant hypertension (blood pressure 
≥130/80 mmHg and receiving a diuretic and at least two other antihypertensive drugs) were 
randomly  assigned to  receive baxdrostat (2.0 mg, 1.0 mg or 0.5 mg) once daily or placebo. 
After 12 weeks, systolic blood pressure was reduced by 20.3 mmHg, 17.5 mmHg, 12.1 mmHg 
and 9.4 mmHg in the respective groups. No instances of adrenocortical insufficiency were 
reported. Selective inhibition of aldosterone synthase might provide an alternative strategy 
to mineralocorticoid receptor  antagonism in patients with treatment-resistant hypertension.
Original article: Freeman, M. W. et al. Phase 2 trial of baxdrostat for treatment-resistant hypertension. N. Engl. J. Med. 
https://doi.org/10.1056/NEJMoa2213169 (2022)

Surgery
No benefit of routine steroids in infant heart surgery
The use of prophylactic methylprednisolone does not improve outcomes in infants undergo-
ing heart surgery with cardiopulmonary bypass and might increase the risk of postoperative  
hyperglycaemia. For decades, perioperative glucocorticoids have been administered to 
 attenuate cardio pulmonary bypass-mediated systemic inflammation, but their benefit is 
 uncertain, particularly in infants. In the STRESS trial, 1,200 infants (aged <1 year) undergoing 
heart surgery with cardio pulmonary bypass were randomly assigned to receive prophylactic 
methylprednisolone (30 mg/kg) or placebo. The risk of a worse outcome was not significantly 
different between the two groups (adjusted OR 0.86, 95% CI 0.71–1.05, P = 0.14). Furthermore, 
 patients in the methylprednisolone group were more likely to require postoperative insulin 
therapy for hyperglycaemia (19.0% versus 6.7%; P < 0.001).
Original article: Hill, K. D. et al. Methylprednisolone for heart surgery in infants — a randomized, controlled trial. N. Engl. J. 
Med. https://doi.org/10.1056/NEJMoa2212667 (2022)

Venous thromboembolism
Low-dose LMWH to prevent pregnancy-related VTE
Thromboprophylaxis with low-molecular-weight heparin (LMWH) is indicated in pregnant 
and postpartum women with a history of venous thromboembolism (VTE), but the optimal 
dose was uncertain. In the open-label Highlow trial, 1,110 pregnant women with a history of 
VTE were randomly assigned to receive weight-adjusted intermediate-dose LMWH or fixed 
low-dose LMWH. The occurrence of VTE and the rate of on-treatment major bleeding were 
not significantly different between the two groups. The researchers conclude that low-dose 
LMWH is appropriate for the prevention of pregnancy-related recurrent VTE.

Original article: Bistervels, I. M. et al. Intermediate-dose versus low-dose low-molecular-weight heparin in pregnant and 
post-partum women with a history of venous thromboembolism (Highlow study): an open-label, multicentre, randomised, 
controlled trial. Lancet https://doi.org/10.1016/S0140-6736(22)02128-6 (2022)
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