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Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

No human research subjects are used in this study.

N/A

N/A

N/A

To estimate sample size, we initially conducted pilot studies with 3 animals and a power analysis was performed subsequently to determine

the sample size that would ensure a power of at least 0.8. Shapiro-Wilk test and quantile-quantile plots were used to test the normality of the

data.

The study timeline, animal groups and terminal end points of the various investigations are outlined in Supplementary Figure 1.

Briefly, animal numbers are narrowed down from n = 41 to n = 20 to ensure that animals from DFP+/IMH+ and DFP-/IMH+ groups were

matched to MI size and iron content at Day 3 (i.e. prior to treatment)).Whenever possible (dotted lines), untreated animals from the

Interventional cohort were shared with Observational cohort to ensure optimal use of animals.

Statistical analyses were performed using SPSS Statistics (version 21.0, IBM Corporation, Armonk, NY). To estimate sample size, we initially

conducted pilot studies with 3 animals and a power analysis was performed subsequently to determine the sample size that would ensure a

power of at least 0.8. Shapiro-Wilk test and quantile-quantile plots were used to test the normality of the data. Depending on the normality of

the data, analysis of variance or Kruskal-Wallis test along with post-hoc analyses were used to compare measurements among the different

groups. Bonferroni correction was used for multiple comparisons. The paired one-tailed Student’s t-test was used for comparisons between

two groups. Linear regression analyses were performed to evaluate the relation between relative R2* and relative PDFF at D3, Wk8 and M6.

All data are shown as mean +/- SEM. Statistical significance was set at p<0.05.

We tested our hypothesis in dogs subjected to ischemia followed by reperfusion in a series of studies comprising of an observational arm and

an interventional arm. The observational arm was used to serially study the tissue specific changes in iron and fat over a 6-month period with

cardiac MRI and histology following reperfused MIs with and without intra-myocardial hemorrhage. The interventional arm was used to

investigate whether an intracellular iron chelator can disrupt the iron deposition, fat deposition and adverse remodeling in hemorrhagic MIs.

The study timeline, animal groups and terminal end points of the various investigations are outlined in Supplementary Material,

Supplementary Fig. 1.

Throughout this study, to minimize bias, animals were randomized into groups by blinding the veterinary surgeons to hemorrhage status or

treatment and CMR readers to treatment groups, and sequential assignment of animals to DFP treatment and control groups
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

Reporting on sex

All antibodies and dilution used were included in the methods and supplementary material sections:

For specific targets, associated markers and antibodies used to probe myocardial tissue are shown in the following:

Newly recruited macrophages, MAC387 (Abcam ab22506)

Macrophage scavenger receptor, CD163 (Bioss, bs-2527R)

Proinflammatory cytokine, TNF-! (Abcam, ab6671)

Matrix degrading enzyme, MMP-9 (Abcam, ab38898)

Proinflammatory cytokine, IL-1" (Abcam, ab34837)

Glucose transporter, GLUT-1, (Biorbyt LLC, orb312259)

Oxidized Phospholipids E06, (Avanti Polar Lipids, 330001S)

Foam Cells CD36, (Sigma-Aldrich, AV48129)

Apoptosis Cleaved Caspase-3, (Cell Signaling, Asp175 (5A1))

For Western blot analyses, the following antibodies are used:

IL-1" (Abcam, ab9722), TNF-! (Santa Cruz, SC52746), HCP1 (Santa Cruz, SC393460), FTH1 (Cell Signaling, 3998), CD36 (Proteintech,

18836-1-AP), SR-AI (Abcam, ab183725), LOX-1 (Proteintech, 11837-1-AP), SR-BI (Abcam, ab52629), or GAPDH (Cell Signaling, 5174)

All antibodies used were described in the methods and supplementary material sections:

MAC387, (Abcam ab22506), https://www.abcam.com/s100a9--calprotectin-s100a8a9-complex-antibody-mac387-ab22506.html

CD163 (Bioss, bs-2527R), https://www.biossusa.com/products/bs-2527r

TNF-! (Abcam, ab6671), https://www.abcam.com/tnf-alpha-antibody-ab6671.html

MMP-9 (Abcam, ab38898), https://www.abcam.com/mmp9-antibody-ab38898.html

IL-1" (Abcam, ab34837), Description: Rabbit polyclonal to IL1 beta, Host species: Rabbit, Specificity: This antibody primarily

recognizes the 17kDa mature form of IL1 beta. It also recognizes 10% of the precursor, 31kDa form of IL1 beta in cell lysates. The

antibody does not react with IL1 alpha. Tested applications Suitable for: ELISA, RIA, WB, IP, IHC-P, IHC-Fr, Neutralising Species

reactivity Reacts with: Dog, Human, Predicted to work with: Non human primates, Does not react with: Mouse, Rat, Rabbit.

Immunogen: Recombinant IL1 beta (Human) produced in E.coli. The MW of the recombinant 153 amino acid IL1 beta was 17 kDa

with the N terminal amino acid at position alanine 117. This cleavage site is generated by the IL1 beta converting enzyme (ICE,

Capase 1). Positive control Supernatants or cell lysates from cultures of LPS stimulated human peripheral blood mononuclear cells.

(PBMCs were stimulated for 24 hours with 1% human serum and 10ng/ml E.coli derived LPS.)

GLUT-1, (Biorbyt LLC, orb312259), https://www.biorbyt.com/glut1-antibody-orb312259.html

E06, (Avanti Polar Lipids, 330001S), https://www.sigmaaldrich.com/US/en/product/avanti/330001s

CD36, (Sigma-Aldrich, AV48129), https://www.sigmaaldrich.com/US/en/product/sigma/av48129

Apoptosis Cleaved Caspase-3, (Cell Signaling, Asp175 (5A1)), https://www.cellsignal.com/products/primary-antibodies/
cleavedcaspase-

3-asp175-5a1e-rabbit-mab/9664

IL-1" (Abcam, ab9722), https://www.abcam.com/il-1-beta-antibody-ab9722.html

TNF-! (Santa Cruz, SC52746), https://www.scbt.com/p/tnfalpha-antibody-52b83

HCP1 (Santa Cruz, SC393460), https://www.scbt.com/p/hcp1-antibody-b-4

FTH1 (Cell Signaling, 3998), https://www.cellsignal.com/products/primary-antibodies/fth1-antibody/3998

CD36 (Proteintech, 18836-1-AP), https://www.ptglab.com/products/CD36-Antibody-18836-1-AP.htm

SR-AI (Abcam, ab183725), https://www.abcam.com/srap-antibody-epr11776-ab183725.html

LOX-1 (Proteintech, 11837-1-AP), https://www.ptglab.com/products/OLR1-Antibody-11837-1-AP.htm

SR-BI (Abcam, ab52629), https://www.abcam.com/scavenging-receptor-sr-bi-antibody-ep1556y-ab52629.html

GAPDH (Cell Signaling, 5174), https://www.cellsignal.com/products/primary-antibodies/gapdh-d16h11-xp-rabbit-mab/5174

A total of 84 mongrel dogs (20-25kg; female) were studied. The detail is list in supplementary figure 1.

N/A

To effectively test our hypothesis, a chronic study design was required, where we serially examined the temporal changes of fat




