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Clinlcal characteristics of study cohorts Selection of candidate miRNAs
Screéﬁlng panel - Validation panel HTG platform
Characterlstics (n=73) (n=136) (2,083 miRNAs)
60 (56-63) 60 (56-64
Age o ) : Screening panel (n=73)
Sex (male) 71.2% (52) 63.2% (88) | | Spearman rank correlation: FDR<0.1
BMI (kg/m?) 32.2 (30.1-36.1) 33,7 (28.8-38.0) v
Duratlon of DM 13 (6-18) 18 (11-22) 19 miRNAs
SBP (mmHg) 138 (125-151) 136 (127-148) :
DBP (mmHg) 75 (70-84) 73 (69-82) ' Validation panel (n=136)
HbA1G (%) 7.5 (6.6-9.0) 7.3(6.7-8.2) 4 Spearman rank correlation: p<0.05
oGFR (mL/min/1.73 m?)  68.8 (64.9-71.4) 45.9 {36.5-53.0) | Ty
m S
ACR (mglg) 76 (29-571) 284 (67-1108) :
Data are expressed as median and quartlle l Further ana[ysis

List of 11 candidate miRNAs
-

(na73) (n=136) (n=208)
miRNA Coofficient -log10P FDR  Coefficient 4og10P Coefficient -log10P
miR-8835-5p 0.40 33 0.07 0.2 1.7 0.25 37
0.39 3.1 0.07 0.24 23 0.29 4.7
0.38 31 0.07 0.22 2.0 0.27 4.1
0.37 29 0.08 0.25 2.5 0.29 4.8
miR1505p 0.37 28 0.08 0.21 1.9 .27 4.0
miR-378a-3p 037 29 0.09 -0.19 1.6 €.25 3.6
miR-378g 0.38 3.0 0.07 -0.23 22 0.29 4.7
miR-1539 0.39 3.2 0.07 -0.26 27 0.29 4.7
0.40 3.3 0.07 0.17 1.3 0.26 7
mIR-8873-3p 0.40 33 0.07 0.21 1.9 0.29 45
045 4.4 0.07 -0.23 22 0. 5.2

- Among the 11 candidate miRNAs, 4 miRNAs were miR-378 family.
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Logistic regression analysis of circulating mIR-378 family and the risk of rapid eGFR
decline

Among the 11 candidate miRNAs, miR-378 family are significantly associated with eGFR decline.
| | Unadjusted || _______Model1 || Model2 |

Varlable OR (985% CI) dog10P OR (95% Cl) dog10P OR (95% CI) 40g10P
miR-378I 0.53 (0.38, 0.72) 42 0.56 (0.40, 0.77) 34 0.57 (0.40, 0.81) 28

ey P 0.58 (0.42, 0.78) 34 0.61 (0.45, 0.84) 27 0.58 (0.40, 0.82) 26
miR-378¢g 0.62 (0.46, 0.84) 27 0.66 (0.49, 0.91) 20 0.66 (0.47, 0.93) 17
miR-378f 0.62 (0.46, 0.84) 27 0.86 (0.49, 0.90) 21 0.64 (0.46, 0.91) 1.9

Model 1 was adjusted for age and baseline eGFR.
Model 2 was adjusted for age, baseline eGFR, systolic blood pressure, body mass Index, and
urine albumin to creatinine ratio.

Annual eGFR decline of over 3.5 mL/min per 1.73 m?is defined as rapid eGFR decline.
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Conceptual picture

Hyperglycemia-regulated miRNAs Ras signaling

miR-2392 Oncotargat. 2018;9:12562. Disbetic compllcations
miR-296-3p BMC Genomics. 2013;14:62, MAPK signaling

378 family ThEanostics. 2018,8:2565. — Nephropathy
" 2™ Clin sci. 2017;131:011. - Retinopathy

indlsozs i Diabetes Res. 2019;2019:5204394. Rap1 signaling - Neuropathy
B B Exp Eye Res. 2019;184:56. - Cardiovascular disease
miR-1339 Cutan Ocul Toxicol. 2018;37:121. AMPK signaling
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D11 29FEOMRHFEEXHEBMICHEL. BRFEUEBFECERICEHLDIVRIAFELEYES
17580 RIEEE B Niewczas MA et al, Nature Med 2019)&. 12BN IEREMRHERAZREL
F(REENEEEELLTERD), COPTRLTFREIBVDBEEATHAEBXEIEHT
FHEUEASK. BEFTLOMEEZTRTHRREIGL., —AT. EBXINEREEH%ERJ Bone
morphogenetic protein (BMP)-7 MantagonistE L CHDERZEHEDZEMNBED in vitroD X THE S
N TS (Zeisberg M et al, Nature Med 2003), CDHERD—EBIXEE R K% 1T Hiroki
Kobayashi, Eiichiro Satake, Zaipul I Md Dom, Andrzej S. Krolewski: Notch Signaling
Proteins as Key Factor in the Progression to ESRD in Diabetes. American Society of
nephrology Kidney Week, FR-OR112 (oral presentation), Washington, 2019. 11). IRTE#RF%E
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