Elevated serum extracellular vesicle arginase 1 in type 2 diabetes mellitus: a cross-sectional study in middle-aged and elderly population  
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Supplementary Figure 1 The flow chart of the study. 103 participants were consecutively enrolled including 30 non-T2DM patients and 73 T2DM patients. EV Extracellular vesicles, T2DM Type 2 diabetes mellitus, ARG 1 Arginase 1, HbA1c Glycated hemoglobin A1c
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Supplementary Figure 2 The characterization of serum extracellular vesicles. A and B Transmission electron micrograph and the size of extracellular vesicles derived from non-T2DM serum. The scale bar represents 200 nm. C and D Transmission electron micrograph and the size of extracellular vesicles derived from T2DM serum. E Comparison of serum extracellular vesicle number in T2DM and non-T2DM patients. Results are the mean ± SD (n = 4). *p < 0.05 vs. non-T2DM. EV Extracellular vesicles, T2DM Type 2 diabetes mellitus
[bookmark: _Hlk78144691]
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[bookmark: _Hlk84316685]Supplementary Figure 3 ARG 1 protein expression levels in serum or EV-free serum from non-T2DM and T2DM patients. A-D ARG 1 protein levels in serum (A and B) or in EV-free serum (C and D) in non-T2DM and T2DM patients. The representative Western blots of three biological replicates were displayed. Results are the mean ± SD. *p < 0.05 vs. non-T2DM. EV Extracellular vesicles, T2DM Type 2 diabetes mellitus, ARG 1 Arginase 1
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Supplementary Figure 4 Replicates of Western blots for ARG 1 protein levels in serum or in EV-free serum. A (a1-a2, b1-b2, c1-c2) Replicates of Western blots for ARG1 protein levels in serum in non-T2DM and T2DM patients. B (a1-a2, b1-b2, c1-c2) Replicates of Western blots for ARG1 protein levels in EV-free serum in non-T2DM and T2DM patients. a1-a2, b1-b2, c1-c2 indicated three replicates with different exposure times. All the membranes were cut according to the molecular weight before incubation with primary antibody ARG 1 overnight at 4 °C.
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Participants were recruited from the endocrinology department and 

otolaryngological department of Beijing An Zhen Hospital 

(n=251)

Exclude 

(n=148)

:

 Hepatic or renal dysfunction; 

 Diseases of the central nervous system, including 

stroke, Parkinson's disease, multiple sclerosis, and 

traumatic brain injury;

 Tumors, such as acute myeloid leukemia, 

neuroblastoma, squamous cell carcinoma, lung cancer 

and colorectal cancer;

 Serious autoimmune and blood diseases; 

 Subjects with type 1 diabetes, gestational diabetes and 

immune system dysfunction

Diagnosis of T2DM 

(n=73)

:

 History of physician-diagnosed diabetes;

 Or use of medications or insulin for diabetes;

 Or fasting glucose levels ≥ 7 mmoL/L (fasting 

time 8 - 12 h);

 Or 2-h oral glucose tolerance test ≥ 11.1 mmoL/L;

 Or random glucose levels ≥ 11.1 mmoL/L;

 Or HbA1c ≥ 6.5 % ;

 Newly diagnosed diabetics meet the requirement 

that they have not been treated with 

antihyperglycemic agents including insulin

Diagnosis of non-T2DM 

(n=30)

:

 Subjects whose fasting blood glucose < 6 mmol/L;

 All levels below the values diagnosing T2DM
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