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Intravenous ferric carboxymaltose for iron repletion following acute heart failure in

patients with and without diabetes:

a subgroup analysis of the randomized AFFIRM-AHF trial
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Table S1. First-time initiation of therapy within new diabetes medication class* during the AFFIRM-AHF trial

Diabetes (n=475)

No diabetes (n=633)

FCM (n=231) Placebo (n=244) FCM (n=327) Placebo (n=306)
Initiation of therapy in new diabetes medication class* during trial, n (%)
Insulins and analogues 22 (9.5) 26 (10.7) 6 (1.8) 3(1.0)
Sodium—glucose cotransporter 2 inhibitor 3(1.3) 5(2.0) 0(0.0) 0(0.0)
Glucagon-like peptide-1 analogue 2(0.9) 4(1.6) 0(0.0) 0(0.0)
Dipeptidyl peptidase-4 inhibitor 12 (5.2) 9@3.7) 0(0.0) 0(0.0)
Thiazolidinediones 0 (0.0) 1(0.4) 0(0.0) 0(0.0)

*Includes only patients who were not on a therapy within the specified diabetes medication class at baseline but who initiated a therapy within

that medication class during the AFFIRM-AHF trial. Medications with missing or partial dates were imputed assuming the worst case.

FCM, ferric carboxymaltose.




Fig S1. Outcomes in the placebo arms of patients with and without diabetes
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Annualized event rate per 100 patient-years for (A) primary and secondary recurrent event outcomes and (B) days lost due to HF hospitalization or CV death,

and Kaplan—Meier estimates for (C) time to CV death and (D) time to first hospitalization or death in the placebo arms of patients with and without diabetes.



Annualized event RR for patients in the placebo group with vs without diabetes analyzed using a negative binomial model. HR for patients in the placebo
group with vs without diabetes analyzed using a Cox regression model, with 95% CI provided by the Greenwood’s variance estimate. Both models were
adjusted for the following baseline covariates: sex, age, HF etiology, HF duration, country (Cox regression model) or region (negative binomial model) and
subgroup of diabetic status at baseline. Respective n-numbers for patient with vs without diabetes at baseline assigned to the placebo arm were 244 and 306.

Cl, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; KM, Kaplan—Meier; RR, rate ratio.



Fig S2. Outcomes with FCM vs placebo in patients with and without diabetes (COVID-19 sensitivity analysis)
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All models adjusted for covariates: sex, age, HF etiology, HF duration, country, and diabetes status at baseline, and diabetes at baseline x treatment. N=1,108
for all patients. Respective n-values in patients with and without diabetes at baseline were 231 and 327 for FCM and 244 and 306 for placebo. *Annualized

event rate per 100 patient-years and annualized event RR were both analyzed using a negative binomial model. "FCM vs placebo. °HR for treatment



difference analyzed using Cox regression model. ‘Event refers to day off work. CI, confidence interval; COVID-19, coronavirus disease 2019;

CV, cardiovascular; FCM, ferric carboxymaltose; HF, heart failure; HR, hazard ratio; N/A, not applicable; RR, rate ratio.



Fig S3. Iron parameters with FCM vs placebo in patients with and without
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Absolute values for serum ferritin (A), hemoglobin (B), and TSAT (C) over time with FCM vs
placebo in patients with and without diabetes (safety analysis set population). Error bars are standard

error. FCM, ferric carboxymaltose; Hb, hemoglobin; TSAT, transferrin saturation.
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