SUPPLEMENTARY METHODS 

Reporter Analysis
THP1-reporter cells were seeded into 96 well plates at a density of 2 x 105 cells per well and stimulated with exosomes derived from SDMCs (MC-exo). The level of secreted embryonic alkaline phosphatase (SEAP) reflecting an NF-kB activity was measured 24 hours after exosome stimulation using QUANTI-Blue (InvivoGen, San Diego, CA, USA) in accordance with the manufacturer’s protocol. 

Cell culture
Sprague-Dawley rat glomerular mesangial cells (SDMCs) were kindly provided by Prof. Akira Nishiyama (Department of Pharmacology, Kagawa University, Kagawa, Japan), and maintained in DMEM/Nutrient Mixture F-12 Ham (Sigma-Aldrich, St louis, MO, USA) containing 5 % fetal bovine serum (FBS, Gibco, BRL, Bleiswijk, The Netherlands). The murine leukemic monocyte macrophage cell line, RAW 264.7, was maintained in DMEM (Sigma-Aldrich) containing 5 % FBS. THP-1 Dual cells (NF-κB-SEAP Reporter Monocytes, Invivogen, Toulouse, France) were maintained in RPMI 1640 (Gibco) containing 10 % FBS. All cell lines were grown at 37 °C and 5 % CO2.

Real-time quantitative RT-PCR
[bookmark: _Hlk152655309]Total RNA was extracted with TRIzol reagent (Invitrogen, Carlsbad, CA, USA) and RNeasy Mini Kit (QIAGEN Sciences, Maryland, MD, USA). cDNA synthesis was achieved with a Prime Script RT Reagent Kit (Takara Bio, Otsu, Japan). Quantitative real-time PCR (qPCR) was performed using TaqMan probes for mouse Tnfa, CD68, CD11b (Sigma Aldrich) and Il1b, Gapdh (Applied Biosystems, Foster City, CA) in the Light Cycler 480 Sequence Detector System (Roche, Tokyo, Japan). The results were analyzed statistically based on ΔCT values (Ct gene of interest − CT GAPDH). Relative gene expression was obtained using the ΔΔCt method (Ct sample − Ct calibrator).
Tnfa: 
forward; 5'-AAGGCTGCCCCGACTACG-3'
reverse; 5'-AGGTTGACTTTCTCCTGGTATGAG-3',
probe; 5'-FAM-AGGTTGACTTTCTCCTGGTATGAG-TAMRA-3'.

Il1b: base sequences unrevealed from the manufacturer.

CD68: 
forward; 5'-GCAGTGGAATACAATGTGTCCTTC-3', 
reverse; 5'-AGGTGAATTGCTGGAGAAAGAACTA-3',
probe; 5'-FAM-ACAAGCAGCACAGTGGACATTCTCAGCG-TAMRA-3'.

CD11b: 
forward; 5'-CCCGCTAATTCTGAGGTCACG-3',
reverse; 5'-GGTCCTGGACACGTTGTTCTC-3',
probe; 5'-FAM-CAACGACCTTGAGGAGCAGTTTGTTCCCAA-TAMRA-3'.

The mean expression level in untreated control was arbitrarily defined as 1.0.

In vivo exosome-uptake study
Eight-week-old male C57BL/6J mice were purchased from CLEA Japan (Shiga, Japan). To develop type I diabetes, mice were intraperitoneally injected with streptozotocin (STZ; 100 mg/kg body weight in citrate buffer, pH 4.0; Sigma-Aldrich) for three consecutive days.1 The non-diabetic control mice were given an intraperitoneal injection of vehicle (n = 8). Blood samples from the tail vein were used to monitor blood glucose levels at 48 hours after last STZ injection using a glucometer (Optimum Exceed, Abbott Diabetes Care Inc. Alameda, CA, USA). Mice were considered diabetic when their blood glucose levels exceeded 250 mg/dl. Mice were randomized to 2 subgroups treated with PBS (n = 4-5) or DiO-Exo (100 mg; n = 6) by tail vein administration. They were sacrificed after 30 minutes from labeled exosome injection. 14 mL of FCM Lysing solution (Santa Cruz Biotechnology Dallas, TX, USA) were added per 1 mL of blood samples and their suspension was rotated for 5 minutes in the room temperature. The suspension was centrifuged at 2000 rpm for 5 min. The supernatant was discarded, and the remaining pellet was resuspended with PBS for FCM analysis.

Histological analyses
Periodic acid-Schiff (PAS) staining was carried out using kidney sections (thickness 4 mm) fixed with 4% buffered paraformaldehyde. Nuclei were counterstained with hematoxylin. Photos were taken by light microscopy (BX-53; Olympus, Tokyo, Japan) and analyzed using cellSens standard software (Olympus, Tokyo, Japan). Mesangial expansion was evaluated in randomly assigned 10 glomeruli from each sample. At higher magnification, we traced to obtain the area around glomeruli, then in each traced glomeruli, areas of mesangial region were also traced. We calculated the average traced areas.
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