Supplement 1: Inclusion and exclusion criteria of study population
 1.Inclusion criteria
1.1 Inclusion criteria for normal group: no previous history of diabetes, fasting venous glucose <6.1 mmol/l, glycosylated hemoglobin ≤6.5%.
1.2 Inclusion criteria for diabetic patients: 
The criteria for type 2 diabetes was based on the criteria established by the World Health Organization in 2011.Diagnostic criteria：fasting venous plasma glucose ≥7.0 mmol/L and/or OGTT 2 hours or random glucose ≥11.1 mmol/L, the results were repeatedly confirmed ≥ 1 time; or glycated hemoglobin ≥ 6.5%.
1.3 Diabetic foot ulcer grading criteria: foot ulcer was graded according to Wagner's classification: Grade 0, high- risk foot; Grade 1, superficial ulcer; Grade 2, deep ulcer penetrating to tendon, bone, or joint; Grade 3, deep ulcer with abscess or osteomyelitis; Grade 4, localized gangrene; and Grade 5, extensive gangrene requiring a major amputation.
According to the Wagner grading criteria, the Wagner grading of the enrolled DFU patients was as follows: 20 specimens were designated as grade 1; 27 were grade 2; 14 were grade 3; 22 were grade 4; and 2 were grade 5 ( the number of cases was too small to be included in the later statistical analysis).
1.4 The diagnostic criteria for DPN are: (i) definite history of diabetes; (ii) neuropathy that occurs at or after the diagnosis of diabetes; (iii) clinical symptoms (such as burning pain, electric shock-like pain, sharp pain, soreness, cold pain, induced pain, itching, numbness and abnormal position perception) and one abnormality among the following five examinations: ankle reflexes, pinprick sensation, vibration perception, temperature perception and pressure perception (or two abnormalities among the of five examinations in diabetic patients without clinical symptoms); and (iv) exclusion of neuropathy of other causes, including neurotoxic drugs (such as chemotherapy drugs), cervical and lumbar diseases (compression, stenosis, degeneration), cerebral infarction, chronic inflammatory demyelinating neuropathy, hereditary neuropathy and vasculitis, infections (such as acquired immune deficiency syndrome) and nerve damage caused by metabolic toxins caused by renal insufficiency.
1.5 Diabetic kidney disease (DKD) is caused by diabetes mellitus, the diagnosis of which is still controversial and imperfect, mainly based on the recommendations of the Expert Consensus on the Prevention and Treatment of Diabetic Nephropathy (2014 edition), which mainly includes urinary albumin/creatinine ratio (ACR) > 30 mg/g or glomerular filtration rate (GFR) < 60 ml/min/1.73 m2 for more than 3 months.
 2. Exclusion criteria
2.1 Exclusion criteria for the normal group: (1) peripheral vascular disease; (2) patients with long-term exogenous sex hormone supplementation; (3) patients with significant abnormalities in liver and kidney function (ghrelin or ghrelin > 3 times the upper limit of normal and glomerular filtration rate < 30 ml/min/1.73 m2); (4) patients with long-term systolic blood pressure higher than 160 mmHg or with malignant hypertension; (5) patients with thyroid disease or adrenal disease; (6) patients with tumor; (7) excessive alcohol consumption or smoking; (8) rheumatic immune diseases or other diseases affecting glucose metabolism; (9) recent use of anti-platelet aggregation and anticoagulation drugs; (10) pregnant and lactating women.

2.2 Exclusion criteria for the diabetic group and diabetic foot ulcer group: (1) combined with other site infections, such as cellulitis and pneumonia; (2) combined with chronic inflammatory diseases, such as rheumatic immune diseases or other diseases affecting glucose metabolism; (3) combined with acute complications of diabetes; (4) patients with long-term use of diabetic corticosteroids; (5) patients with long-term exogenous hormone supplementation; (6) tumor (7) patients with significant abnormalities in liver and kidney function (glutathione or glutamic oxalacetic transaminase > 3 times the upper limit of normal, glomerular filtration rate < 30 ml/min/1.73 m2); (8) patients with systolic blood pressure higher than 160 mmHg for a long time or with malignant hypertension; (9) patients with thyroid disease or adrenal disease; (10) excessive alcohol consumption or smoking; (10) pregnant or lactating women.

Figure S1: GSEA gene sets.
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Fig S1. GSEA gene sets. Through the "GSEA" database, search for "inflammation" and download the "GOBP_ACUTE_INFLAMMATORY_RESPONSE" gene set, which contains 113 inflammation-related genes (A); search for "Coagulation" and download the "HALLMARK_COAGULATION" gene set (B), which contains 138 coagulation-related genes; search for "vessel" and download the "ANGIOGENESIS" gene set, which contains 48 angiogenesis-related genes (C); search for "healing" and download the "HP_POOR_WOUND_HEALING" gene set, which contains 27 genes related to poor wound healing (D).
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