Table S1. Number of mice for both sexes and treatment groups at the start of experiment and at the time of samples collections at 530/530 and 750/640 days for male/female, respectively. In addition, in parentheses the number of mice used for longitudinal echocardiography and RNA sequencing studies are also presented in the table below.

	FEMALES

	Initial number of animals
	30 ND/ 35 WD

	Number of dead before 530 days collection
	5 ND/ 5 WD

	Number of mice at the time of collection, 530 days 
(Number of mice dedicated for longitudinal ECHO)
	25 ND/ 30 WD
(10 ND/ 10 WD)

	[bookmark: _GoBack]Number of mice processed for tissue collection 
(Number of samples randomly selected for RNAseq)
	9 ND / 15 WD
(5 ND/ 5 WD)

	Number of dead before 640 days collection
	2 ND/ 3 WD

	Number of mice at the time of collection, 640 days 
(Number of mice dedicated for longitudinal ECHO)
	14 ND/ 12 WD 
(10 ND/ 10 WD)

	Number of mice processed for tissue collection 
(Number of samples randomly selected for RNAseq)
	14 ND/ 12 WD 
(5 ND/ 5 WD)

	

	MALES

	Initial number of animals
	50 ND/ 50 WD

	Number of dead before 530 days collection
	14 ND/ 17 WD

	Number of mice at the time of collection, 530 days 
(Number of mice dedicated for longitudinal ECHO)
	36 ND/ 33 WD

	Number of mice processed for tissue collection 
(Number of samples randomly selected for RNAseq)
	10 ND / 10 WD
(5 ND/ 5 WD)

	Number of dead before 640 days collection
	10 ND/ 7 WD

	Number of mice at the time of collection, 640 days 
(Number of mice dedicated for longitudinal ECHO)
	16 ND / 16 WD
(10 ND/ 10 WD)

	Number of mice processed for tissue collection 
(Number of samples randomly selected for RNAseq)
	16 ND / 16 WD
(5 ND/ 5 WD)



ND – normal diet
WD – western diet

Table S2. The primer sequences are designed for the selected genes involved in fibrosis, calcium handling, inflammation, remodeling and hemodynamic stress.

	Gene
	Forward Primer
	Reverse Primer

	Anp
	GCT TCC AGG CCA TAT TGG AG
	GGG GGC ATG ACC TCA TCT T

	Bnp
	CTG GGA AGT CCT AGC CAG TC
	TTT TCT CTT ATC AGC TCC AGC A

	βmhc
	ACT GTC AAC ACT AAG AGG GTC A
	TTG GAT GAT TTG ATC TTC CAG GG

	Col1a1
	TTC AGT GGT TTG GAT GGT GCC AA
	CCA GCT TCA CCC TTA GCA CCA

	Col3a1
	GAG ATG TCT GGA AGC CAG AAC CAT G
	ATC TCC CTT GGG GCC TTG AGG T

	Gapdh
	GTG AAG GTC GGT GTG AAC G
	TCG TTG ATG GCA ACA ATC TC

	Lgals3
	ACA GTC AGC CTT CCC CTT TG
	GTT AGC GCT GGT GAG GGT TA

	Mcp1
	TGC AGG TCC CTG TCA TGC TT
	TCT TTG GGA CAC CTG CTG CT

	Tnf
	GGT GCC TAT GTC TCA GCC TC
	ACT GAT GAG AGG GAG GCC AT

	Serca2a
	ACG CCT GCA ACT CGG TCA TA
	ATG TCC GGC TTG GCT TGT TT

	Ncx
	TTT GCC TTC GTC CCA CCT AC
	AAC GGC AGT CAC GGA ATC TT

	Mmp9
	CGC TCA TGT ACC CGC TGT AT
	CCG TGG GAG GTA TAG TGG GA

	Tgfβ
	CCT GCA AGA CCA TCG ACA TGG AG
	GGT CGC GGG TGC TGT TGT A



Table S3. Sequencing data quality summary for all samples in the study. 

	Sample ID
	Age (days)
	Diet 
	Raw reads
	Raw data
	Effective(%)
	Error(%)
	Q20(%)
	Q30(%)
	GC(%)

	M6
	530
	ND
	43616696
	6.5
	98.66
	0.02
	98.13
	94.44
	47.95

	M7
	530
	ND
	48727080
	7.3
	98.4
	0.02
	98.14
	94.44
	47.36

	M8
	530
	ND
	41563878
	6.2
	98.52
	0.02
	98.05
	94.22
	47.7

	M9
	530
	ND
	42556580
	6.4
	98.63
	0.02
	98.21
	94.61
	48.05

	M10
	530
	ND
	39485974
	5.9
	97.65
	0.02
	98.03
	94.26
	46.84

	M11
	530
	WD
	39943468
	6
	98.04
	0.02
	98.28
	94.84
	46.56

	M12
	530
	WD
	44061360
	6.6
	97.21
	0.02
	98.06
	94.4
	47.29

	M13
	530
	WD
	41906112
	6.3
	97.51
	0.03
	97.9
	93.69
	46.42

	M14
	530
	WD
	43815744
	6.6
	97.43
	0.03
	97.71
	93.34
	46.48

	M15
	530
	WD
	46631528
	7
	97.4
	0.03
	97.93
	93.66
	46.03

	M26
	750
	ND
	45728982
	6.9
	98.26
	0.02
	98.15
	94.55
	48.89

	M27
	750
	ND
	41039118
	6.2
	98.29
	0.02
	98.17
	94.42
	46.96

	M28
	750
	ND
	46992344
	7
	97.98
	0.02
	98.1
	94.37
	47.28

	M29
	750
	ND
	40662216
	6.1
	98.46
	0.02
	98.13
	94.45
	48.8

	M30
	750
	ND
	52014366
	7.8
	98.41
	0.02
	98.08
	94.28
	47.58

	M31
	750
	WD
	49821292
	7.5
	98.32
	0.02
	98.23
	94.68
	48.42

	M32
	750
	WD
	41114994
	6.2
	98.32
	0.02
	98.29
	94.86
	48.66

	M33
	750
	WD
	50803374
	7.6
	98.28
	0.02
	98.14
	94.44
	47.65

	M34
	750
	WD
	43191004
	6.5
	98.27
	0.02
	98.15
	94.57
	47.95

	M35
	750
	WD
	41830910
	6.3
	98.5
	0.02
	98.25
	94.64
	47.51

	F6
	530
	ND
	54947466
	8.2
	98.36
	0.03
	97.94
	93.67
	47.36

	F7
	530
	ND
	55445176
	8.3
	98.35
	0.03
	97.79
	93.31
	48.55

	F8
	530
	ND
	55081692
	8.3
	98.21
	0.03
	97.88
	93.55
	47.95

	F9
	530
	ND
	49624660
	7.4
	98.11
	0.03
	97.98
	93.82
	48.38

	F10
	530
	ND
	46810954
	7
	98.34
	0.03
	97.94
	93.67
	47.53

	F11
	530
	WD
	47667792
	7.2
	98.22
	0.02
	98.1
	94.34
	46.24

	F12
	530
	WD
	52940982
	7.9
	99.34
	0.02
	98.3
	94.74
	47.18

	F13
	530
	WD
	51897480
	7.8
	98.39
	0.02
	98.15
	94.4
	47.76

	F14
	530
	WD
	53635534
	8
	98.36
	0.03
	97.87
	93.54
	48

	F15
	530
	WD
	54597640
	8.2
	98.49
	0.03
	97.79
	93.36
	48.48

	F26
	640
	ND
	46051000
	6.9
	97.62
	0.03
	97.53
	93.14
	46.83

	F27
	640
	ND
	40732232
	6.1
	97.91
	0.03
	97.52
	93.08
	46.86

	F28
	640
	ND
	45598564
	6.8
	97.85
	0.03
	97.61
	93.39
	46.65

	F29
	640
	ND
	49624888
	7.4
	97.79
	0.03
	97.69
	93.66
	47.81

	F30
	640
	ND
	48759080
	7.3
	97.31
	0.03
	97.69
	93.61
	47.21

	F31
	640
	WD
	48914144
	7.3
	97.27
	0.03
	97.42
	92.99
	46.83

	F32
	640
	WD
	45282834
	6.8
	97.08
	0.03
	97.6
	93.38
	46.75

	F33
	640
	WD
	47404664
	7.1
	97.35
	0.03
	97.65
	93.47
	46.91

	F34
	640
	WD
	43584834
	6.5
	97.43
	0.03
	97.38
	92.89
	47.12

	F35
	640
	WD
	46951464
	7
	96.84
	0.03
	97.56
	93.35
	47.57



Raw reads: total amount of reads of raw data each four lines taken as one unit (amount of read1 and read2).
Raw data: (Raw reads) * (sequence length:150) calculating in G. 
Effective: (Clean reads/Raw reads) *100%.
Error: base error rate.
Q20 Q30: (Base count of Phred value > 20 or 30) / (Total base count).
GC: (G & C base count) / (Total base count).

Table S4. Possible causes of death noted following autopsy in male and female mice. 
	MALE
	ND 
	WD 

	Myocardial injury/heart failure/vascular injury

	Mild to moderate multifocal myocardial replacement fibrosis with myocardial mineralization
	1
	-

	Moderate, multifocal acute degeneration of myocardium with mild multifocal mineralization
	1
	-

	Multifocal subepicardial myocardial mineralization
	1
	-

	Extensive intimal mineralization of aorta
	1
	1

	Mild, mutifocal myocardial fibrosis, disarray and hypertrophy
	-
	2

	Acute necrotizing myocarditis
	1
	-

	Cancer

	Hepatocellular carcinoma
	-
	1

	Hemangiosarcoma
	-
	3

	Metastatic Lymphoma
	-
	3

	Sepsis and/or infectious disease/inflammation

	Acute interstitial pneumonia with intravascular bacteria
	3
	-

	Acute multifocal hepatitis with intralesional bacteria
	1
	-

	Intravascular bacteria in heart
	1
	-

	Moderate, focal, acute suppurative pneumonia
	-
	1

	Possible toxic injury

	Severe diffuse vacuolar degeneration in liver
	2
	-

	Mild to moderate multifocal vaculoar degeneration
	-
	1

	Inflammation

	Multifocal microthrombi with perivascular lymphoplasmacytic vasculitis
	1
	-

	Other

	Unknown Cause
	2
	-

	Rule out postmortem leakage in lungs
	3
	-

	Total* 
	18
	12

	

	FEMALE
	ND 
	WD 

	Myocardial injury/heart failure/vascular injury

	Focal, segmental, moderate atherosclerosis
	-
	1

	Multifocally extensive, segmental, severe atherosclerosis
	-
	3

	Focal intracardiac artery atherosclerosis with complete luminal occlusion
	-
	1

	Mild, focal atherosclerosis 
	1
	1

	Mild, focal, chronic lymphoplasmacytic myocarditis with replacement
fibrosis and minimal hemosiderosis
	-
	1

	Cancer

	Myeloid leukemia
	-
	1

	Possible Osteosarcoma
	-
	2

	Hemangiosarcoma
	-
	1

	Lipoma or liposarcoma
	1
	-

	Possible toxic injury

	Minimal, multifocal myofiber degeneration
	2
	-

	Mild, multifocal vacuolar degeneration (lipid)
	1
	-

	Mild to moderate, multifocal vacuolar degeneration (lipid)
	-
	1

	Mild diffuse lipid vacuolation
	2
	-

	Mild to moderate, diffuse vacuolar degeneration (lipid)
	-
	1

	Inflammation

	Severe, diffuse, epithelial intracytoplasmic hyaline eosinophilic material with mild,
focal eosinophilic crystals
	1
	-

	Mild, multifocal epithelial intracytoplasmic
hyaline eosinophilic material
	-
	1

	Unilateral, multifocal, cortical cysts with mild interstitial 
lymphoplasmacytic inflammation 
	-
	1

	Small multifocal granuloma
	-
	1

	Hepatic

	Focal, multilocular biliary hepatic cyst
	-
	1

	Mild to moderate, diffuse hepatic lipidosis
	
	1

	Minimal, random acute hemorrhage with 
hepatocytic erythrophagocytosis
	1
	-

	Hemangiosarcoma with multiple thrombi and multifocal 
hepatocellular necrosis
	-
	1

	Blood 

	Moderate, diffuse extramedullary hematopoiesis
	-
	1

	Marked extramedullary hematopoiesis
	-
	1

	Mild extramedullary hematopoiesis
	1
	-

	Marked, diffuse extramedullary hematopoiesis
	1
	2

	Minimal, multifocal acute hemorrhage
	1
	-

	Unilateral (collateral ovary) Ovarian thrombi
	1
	-

	Moderate/marked, multifocal hemosiderosis
	-
	1

	Moderate, multifocal extramedullary hematopoiesis
	-
	1

	Minimal, multifocal extramedullary hematopoiesis
	-
	1

	Other

	Multifocal moderate angioectasia
	-
	1

	Mild, multifocal angioectasia
	1
	

	Moderate cystic endometrial hyperplasia
	-
	1

	Multifocal, mild cystic endometrial hyperplasia
	1
	-

	Mild, multifocal intramural mucosal cysts
	1
	-

	Bilateral, moderate epithelial (inclusion) cyst
	-
	1

	Unilateral hemangioma
	-
	1

	Total*
	16
	30


* Note: The number of pathological assessments may exceed the number of dead mice, as some animals were diagnosed with more than one cause of death.

