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Text

Considering the equal efficacy and better safety profile of intravenous ferric derisomaltose (FDI)
compared to ferric carboxymaltose (FCM),>2 and the recent European Society of Cardiology
guidelines that strongly recommend FCM administration for treating iron deficiency in patients with
systolic heart failure, the IRONMAN trial results seemed disappointing. Our related concerns are as
follows.

First, permitting oral iron therapy in the usual-care group might have had a substantial effect on
relieving heart failure patients with iron deficiency, given the increasing trend of haemoglobin levels
(Figure S5). Subdividing the usual-care group by oral iron therapy will enable to compare the effects
between intravenous and oral iron, enhancing the value of the trial. Additionally, hepcidin levels can
be helpful as these are associated with responsiveness to oral iron therapy, including changes in
ferritin, TSAT, and sTfR.#

Second, as both groups had a sizable dropout due to cardiac/non-cardiac death, the resultant
population shifts could have obscured the between-group differences; the remaining FDI-treated
group consisted of patients requiring and not requiring FDI for their survival, while the remaining
usual care group consisted of those not requiring FDI. Furthermore, even with FDI treatment, 4%
had blood transfusions at the discretion of attending physicians (Table S4), suggesting the suitability
of a liberal transfusion strategy for iron-deficient elderly patients with symptomatic heart failure.

Third, anaemia-prone subpopulation should be considered separately, such as patients treated with
angiotensin-converting enzyme inhibitor® and those with low estimated GFR, since the related

symptoms are indistinguishable from those with iron deficiency and/or heart failure.
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