Supplementary Methods:
Study design – type 1 diabetes study
Cross-sectional study investigating platelet aggregation before and after short-term intervention using low-dose aspirin in individuals with type 1 diabetes and diabetic kidney disease. Recruitment was performed at Steno Diabetes Center Copenhagen, Herlev, Denmark between June 2020 and September 2022. Full inclusion and exclusion criteria can be found in Supplementary Table 1. Participants were excluded if treated with any antithrombotic treatment, or treatment which could impact platelet function except for low-dose aspirin treatment. If treated with aspirin, participants were subjected to a 14-day washout period prior to the baseline visit. Participants at high risk of thrombosis (stroke, transient ischemic attack, or drug eluting stent within the last 6 months; or acute coronary syndrome within the last 6 weeks or within 12 months from complications to acute coronary syndrome) were therefore excluded from the study. Participants attended two visits; the baseline visit and a visit after treatment with aspirin. Demographics, concomitant medication, and medical history was recorded at the baseline visit. All biochemical and clinical measurements were performed during both visits. The study was approved by the local scientific ethics committee and the Danish Medical Agency (H-20003640) and registered at the EudraCT (2019-004772-19). All participants provided written informed consent and the study was conducted according to the Declaration of Helsinki and Good Clinical Practice.  
Primary outcome measure – type 1 diabetes study
Whole blood electrical impedance platelet aggregation levels, before and after treatment with aspirin, measured using the following agonists: arachidonic acid (ASPI), adenosine diphosphate (ADP), and thrombin receptor activating peptide-6 (TRAP).

Study design – type 2 diabetes study
Cross-sectional study investigating the size, and prevalence, of carotid plaques in individuals with type 2 diabetes, but without clinical cardiovascular disease. Recruitment was performed at Steno Diabetes Center Copenhagen, Herlev, Denmark from 2019 to 2022. Full inclusion and exclusion criteria can be found in Supplementary Table 1. We included individuals with type 2 diabetes aged 40-80 years, without history of clinical cardiovascular disease; defined as history of stroke, myocardial infarction, percutaneous coronary intervention, coronary artertial bypass graft, or history of peripheral arterial disease. Individuals were stratified by history of normal albuminuria (<30 mg/24h or mg/g); moderately increased albuminuria (30-299 mg/24h or mg/g); and severely increased albuminuria (>300 mg/24h or mg/g) in two out of three consecutively measurements. Participants were seen for one visit, in which demographics, concomitant medication, and medical history study was recorded, and at which clinical and biochemical analyses were performed. A follow-up visit after two years from the first visit is planned for all participants. The study was approved by the local ethics committee in the Capital Region of Denmark (H-19025281). All participants provided written informed consent and the study was conducted according to the Declaration of Helsinki.
Primary outcome measure – type 2 diabetes study
Maximal carotid plaque thickness and volume, in individuals with type 2 diabetes but without clinical cardiovascular disease, measured by ultrasound.


	Inclusion criteria (type 1 diabetes study)

	· Type 1 diabetes

	· Male and female participants, >18 years of age

	· Capable of giving informed consent

	Exclusion criteria (type 1 diabetes study)

	· Pregnancy or breastfeeding (urine HCG is performed on all fertile women)

	· Non-diabetic kidney disease 

	· Treatment with adenosine diphosphate (ADP)-receptor inhibitors, NSAID within the past 14 days, fish oil or other antithrombotic treatment (vitamin K antagonists and NOAKs)

	· Liver disease (liver cirrhosis with current impaired liver function defined as alanine-aminotransferase (ALAT) more than two times the upper limit at last control)

	· High risk of thrombosis: 

	· Stroke, TIA or drug eluting stent within the last 6 months

	· Acute coronary syndrome within the last 6 weeks or within 12 months from complications to acute coronary syndrome

	· Known hypersensitivity or intolerance to aspirin

	· Persons who, in the judgement of the investigator, are incapable of participating.

	· Participation in another intervention study

	Inclusion criteria (type 2 diabetes study)

	· Type 2 diabetes

	· Male and female participants aged 40-80 years

	· Capable of giving informed consent

	Exclusion criteria (type 2 diabetes study)

	· History of stroke, myocardial infarction, PCI, CABG

	· History of symptomatic peripheral arterial disease (claudication, limb pain at rest, non-healing wounds/gangrene), reduced ankle-brachial index / toe-brachial index or previous revascularisation of peripheral arteries

	· Persons who, in the judgement of the investigator, are incapable to participate


Supplementary Table 1: Full list of inclusion and exclusion criteria for the type 1 diabetes and type 2 diabetes studies.


[image: ]Supplementary Figure 1: Correlation plots adenosine diphosphate platelet aggregation (ADP) and maximal carotid plaque thickness, for type 1 and type 2 diabetes participants, respectively. Maximal carotid plaque thickness cardiovascular disease risk categories are marked as: no plaque (0 mm), low risk (>0 and <1.5 mm), intermediate risk (1.5 to <2.5 mm), and high risk (≥2.5 mm).
image1.tiff
Type 1 diabetes

R=0.052,p=0.38

e o
L L

Maximal carotid plaque thickness (mm)
N

emmee o &\®plaque

Maximal carotid plaque thickness (mm)

~
L

N
N

0.

Type 2 diabetes

R=0.045p=0.32

. ¢ ® cmssamn amenmemes o4\ o plague

300 600 900
ADP (AU/min)

1200

400 800 1200
ADP (AU/min)




