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Validation

Sample sizes were assessed using the power calculation at p<0.05, power >0.80.

No data were excluded from the analyses.

Each independent experiment was replicated at least 3-4 times. All the attempts at replication were successful.

All mice and tissue samples grouped blindly based on mice/sample availability.

The investigators were blinded to group allocation during data collection and analysis.

Viability Dye (Cat#65-0866-14 and Cat#65-0863-14), CD45 (Cat#25-0451-82 and Cat#11-0451-85), CD45.1 (Cat#45-0453-82), CD11b
(Cat#17-0112-82), Siglec-F (Cat#12-1702-82), Gr-1 (Cat#12-5931-82), Ly6C (Cat#53-5932-82), CD11c (Cat#53-0114-82), CD4
(Cat#A15384), CD8 (Cat#12-0081-82), CD25 (Cat#48-0253-80), Foxp3 Transcription Factor Staining Kits (Cat#A25864A) and TNF--
Alexa Fluor 488 (Cat#53-7321-82) are all from eBioscience, San Diego, CA. CCR3 (Cat#144516) and MHC-II (Cat#107607) are from
BioLegend, San Diego, CA.

PECAM-1 (Cat#553389) and ICAM-2 (Cat#553325) are from BD Biosciences, Bedford, MA.

Rabbit anti-mouse mEar1 polyclonal antibody, Cat#orb13385, Biorbyt, San Francisco, CA.

Rabbit anti-mouse total Smad-2 (Cat#5339S), rabbit anti-mouse p-Smad-2 (Cat#3108S), rabbit anti-mouse total Smad-3 (Cat#9523S)
and and rabbit anti-mouse GAPDH (Cat#2118S) are all from Cell Signaling Technology, Beverly, MA.

Rabbit anti-mouse p-Smad-3, Cat#ab52903, Abcam, Cambridge, MA.

Rat anti-mouse CD3 monoclonal antibodies, Cat#100223, BioLegend, San Diego, CA.

Ramster anti-mouse CD28 monoclonal antibodies, Cat#102121, BioLegend, San Diego, CA.

Rabbit anti-mouse GFP antibody, Cat#ab183734, Abcam, Cambridge, MA.

Rabbit anti-mouse cleaved caspase-3 monoclonal antibody, Cat#8172, Cell Signaling Technology, Beverly, MA.

Mouse anti-mouse-SMA monoclonal, Cat#F3777, Sigma-Aldrich, Louis, MO.

Rabbit anti-mouse cardiac myosin heavy chain (MYH) polyclonal antibody, Cat#bs-15444R-A488, Bioss Inc., Woburn, MA.

Rabbit anti-mouse Bcl2 monoclonal antibody, Cat #3498S, Cell Signaling Technology, Beverly, MA

All FACS antibodies used in this study, including Viability Dye (Cat#65-0866-14 and Cat#65-0863-14), CD45 (Cat#25-0451-82 and
Cat#11-0451-85), CD45.1 (Cat#45-0453-82), CD11b (Cat#17-0112-82), Siglec-F (Cat#12-1702-82), Gr-1 (Cat#12-5931-82), Ly6C
(Cat#53-5932-82), CD11c (Cat#53-0114-82), CD4 (Cat#A15384), CD8 (Cat#12-0081-82), CD25 (Cat#48-0253-80), Foxp3 Transcription
Factor Staining Kits (Cat#A25864A) and TNF--Alexa Fluor 488 (Cat#53-7321-82) were validated by using mouse spleenocytes. And
all of them worked well in this study.

PECAM-1 (Cat#553389) and ICAM-2 (Cat#553325) were validated by using mouse endothelial cells. Rabbit anti-mouse mEar1
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polyclonal antibody (Cat#orb13385) was validated by using mouse plasma. Rabbit anti-mouse total Smad-2 (Cat#5339S), rabbit anti-
mouse p-Smad-2 (Cat#3108S), rabbit anti-mouse total Smad-3 (Cat#9523S), rabbit anti-mouse GAPDH (Cat#2118S) and Rabbit anti-
mouse p-Smad-3 (Cat#ab52903) were validated by using mouse cardiac fibroblasts. Rat anti-mouse CD3 monoclonal antibodies,
(Cat#100223) and Ramster anti-mouse CD28 monoclonal antibodies (Cat#102121) were validated by using mouse spleenocytes.

Rabbit anti-mouse GFP antibody (Cat#ab183734) was validated by using GFP mouse heart tissue. Rabbit anti-mouse cleaved
caspase-3 monoclonal antibody (Cat#8172) was validated by using mouse cardiomyocytes. Mouse anti-mouse-SMA (Cat#F3777)

and Rabbit anti-mouse cardiac myosin heavy chain (MYH) polyclonal antibody (Cat#bs-15444R-A488) were validated by using mouse
heart tissue.

Male or female Il4–/– (002253), Il10–/– (002251) and Il13–/– micw, 45.1 transgenic mice (002014), C57BL/6 mice (000664), male and
female !dblGATA (005653), and Balb/c (000651) mice aged 7 to 8 weeks were purchased from the Jackson laboratory. eoCRE and
EOS-less iPHIL mice were provided by Mayo clinic. eoCRE mice were crossed with a (flox-stop-flox)-GFP reporter strain (B6.Cg-Gt
(ROSA)26Sortm6(CAG-ZsGreen1)Hze/J, 007906) purchased from the Jackson laboratory. All of those mice were housed in a specific
pathogen-free facility on a 12 light/12 dark cycle at temperatures of 65-75°F with 40-60% humidity.

We also cultured eosinophils from C57BL/6 wild type mice, Balb/c wild-type mice, CD45.1 mutant allele mice, and Il4–/–, Il10–/–,
Il13–/– mice. We isolated cardiomypocytes and fibroblasts from C57BL/6 wild type mice. We also isolated splenocytes, bone marrow
neutrophils and cultured bone marrow derived macrophages from C57BL/6 wild type mice.

We used C57BL/6 (000664) and Balb/c (000651) wild type mice purchased from the Jackson laboratory. No wild animals and no field
collected samples were used in the study.

We collected mouse heart to test the heart immune cells in different time points post-MI, such as post-MI day 1, 3, 5, and 7. We
collected mouse heart for immunostainning one-month post-MI. We also collected spleen for immune cell analysis. We collected
liver, kidney, plasma for potential use. No field collected samples were used in the study.

All animal procedures conformed to the guide for the Care and Use of Laboratory Animal published by the US National Instituted of
Health and was approved by the Brigham and Women's Hospital Standing Committee on Animals (protocol #2016N000442)

The DANCAVAS trial is a population-based, randomized, and clinically-controlled screening trial of men aged 65-74. No
exclusion criteria were used. One-third was invited for cardiovascular screening examinations including a CT scan at one of
the four locations, among which 62.4% men attended. The screening includes a low-dose, noncontrast computerized
tomography scan to detect coronary artery calcification and aortic and iliac aneurysms; brachial and ankle blood pressure
index to detect peripheral arterial disease and hypertension; a telemetric assessment of heart rhythm; and a measurement of
blood cholesterol and glucose levels. For the purpose of this study, leucocyte count, including EOS, was also performed. At
attendance of screening, each man was first given the informed consent, then a medical history was obtained including
previous acute myocardial infarction (AMI), coronary revascularization, chronic obstructive pulmonary disease (COPD),
medication history, and symptoms. In case of dyspnoea, NYHA classification was performed. Up-to-date cardiovascular
preventive treatment was recommended in case of subclinical cardiovascular disease. Use of decoded patient information
was pre-proved by the Human Investigation Review Committee at the Brigham and Women’s Hospital, Boston, MA, USA
(protocol #2010P001930). No patient informed consent was required.

Human blood was from healthy donor in Massachusetts General Hospital.

The human population included men attending the Danish Cardiovascular Screening Trial (DANCAVAS) in Odense. We
consecutively selected 5,864 men who had blood EOS counts available. The DANCAVAS trial is a population-based,
randomized, and clinically-controlled screening trial of men aged 65-74. No exclusion criteria were used. One-third was
invited for cardiovascular screening examinations including a CT scan at one of the four locations, among which 62.4% men
attended. The screening includes a low-dose, noncontrast computerized tomography scan to detect coronary artery
calcification and aortic and iliac aneurysms; brachial and ankle blood pressure index to detect peripheral arterial disease and
hypertension; a telemetric assessment of heart rhythm; and a measurement of blood cholesterol and glucose levels. For the
purpose of this study, leucocyte count, including EOS, was also performed. At attendance of screening, each man was first
given the informed consent, then a medical history was obtained including previous acute myocardial infarction (AMI),
coronary revascularization, chronic obstructive pulmonary disease (COPD), medication history, and symptoms. In case of
dyspnoea, NYHA classification was performed. Up-to-date cardiovascular preventive treatment was recommended in case of
subclinical cardiovascular disease.

Use of decoded patient information was pre-proved by the Human Investigation Review Committee at the Brigham and
Women’s Hospital, Boston, MA, USA (protocol #2010P001930). No patient informed consent was required.




