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Extended Table 1
	
	HFpEF Control
	HFpEF + Semaglutide

	Pig number
	Pig 1
	Pig 2
	Pig 3
	Pig 4
	Pig 5
	Pig 1
	Pig 2
	Pig 3
	Pig 4
	Pig 5

	Endothelium
	Activated, sloughed, mild inflammation
	Activated, sloughed
	Activated, focally sloughed
	Activated
	Activated, focally sloughed
	Activated,
often sloughed
	Activated
	Activated, extensively sloughed
	Activated, sloughed
	Focally activated

	Intimal hyperplasia
	Very severe, circumferential. Prominent layers of SMC.  Focal necrotic cores. Mild patchy inflammation.  Concentric calcific deposits.
	Very severe, circumferential.  Patchy inflammation. Necrotic areas with calcifications.  

	Incipient, circumferential. 



	Very incipient, focal
	Very severe, circumferential with necrotic areas, multiple calcifications.  

	Moderate, discontinuous in 60% of circumference. Necrotic core.  Multifocal calcifications
	Very minimal, incipient, in 15-20% of circumference
	Mild to focally moderate/severe in 80% of circumference; focal inflammation. Calcifications. 

	Severe, circumferential, necrotic cores, areas of inflammation in the intimal hyperplasia and extending to adventitia. Multifocal calcification
	Minimally, incipient involving 10% of circumference. Focal calcifications near lumen

	Lumen
	Moderately narrowed 7-80%
	Severely narrowed 95%

	Mildly narrowed 20%
	Mildly narrowed 20%
	Moderate to severe narrowing 70%
	Mildly narrowed 30%
	Minimally narrowed 10%
	Moderately narrowed 45-50%
	Moderately narrowed 50-60%
	Minimally narrowed 10-15%.

	Internal elastic lamina
	Generally disrupted
	Markedly disrupted

	Irregularly disrupted in 50% of areas
	Focally disrupted in 20% of areas
	Generally disrupted  
	Focally preserved
	Generally preserved
	Only focally preserved
	Generally disrupted
	Focally disrupted in area of intimal hyperplasia

	Media
	No hypertrophy.  Some thinning and incipient fibrosis
	No significant hypertrophy

	Hypertrophy moderate, circumferential. Small calcifications

	Hypertrophy moderate, circumferential
	No clear hypertrophy
	Mild hypertrophy, patches
	Mild hypertrophy.  Clusters of calcifications
	Hypertrophy moderate, circumferential
	Hypertrophy moderate, circumferential
	Hypertrophy mild, focally moderate


Histopathology grading of the coronary artery from n=5 HFpEF control pigs and n=5 HFpEF + semaglutide treated pigs. Tissue was harvested at the 20-week study endpoint. Endothelium, intimal hyperplasia, lumen size, internal elastic lamina, and medial layers were evaluated. 
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