Table S1 Primers used in qRT-PCR

Gene Primer Sequence 5’ to 3

Forward Reverse
HIF-1a 5’-ATCCATGTGACCATGAGGAAATG 5’-TCGGCTAGTTAGGGTACACTTC
FTH 5’-CCATCCAATCGGTAGTAGCG 5’-AGAACTACCACCAGGACTCAGAGG
TFRC 5’-TCGTGAGGCTGGATCTCAAAA 5’-CCTTACTATACGCCACATAACCC
HO1 5’-AAGACTGCGTTCCTGCTCAAC 5’-AAAGCCCTACAGCAACTGTCG
GPX4 5’-GGCTTCGTGTGCATCGTCACC 5’-TTCACCACGCAGCCGTTCTTG

18s

5’-GTAACCCGTTGAACCCCATT

5’-AGAACTACCACCAGGACTCAGAGG




Table S2 General data of DKD patients

Parameters DKD patients Normal range

Number of patients 20 -

Age, years 52+12.3 -

Gender, M/F 14/6 -

Proteinuria, g/24h 4.2 (2.8,7.1) <0.15

Scr, umol/L 248.7 (124.8,444,8) 44~133

BUN, mmol/L 14.3 (9.1,17.3) 2.86~7.14

eGFR, ml/min/1.73m? 22.1(12.3,41.3) >90

FBG, mmol/L 6.5(5.4,7.4) 3.9~6.1

HbAlc, % 6.8 (6.1,8.0) 4~6

Total cholesterol, mmol/L 4.9 (3.3,6.9) 2.33~5.17

Triglyceride, mmol/L 1.8 (1.3,2.3) 0.45~1.69

HDL-C, mmol/L 1.0 (0.9,1.2) 1.16~1.42(male)
1.29~1.55(female)

LDL-C, mmol/L 3.5(2.0,4.4) 2.07~3.37

Percentage of glomerulosclerosis, %

IFTA score, grade 0/1/2/3

36.0 (23.8,53.1)

0/0/8/12

BUN, blood urea nitrogen; DKD, diabetic kidney disease; eGFR, estimated glomerular filtration rate;
FBG, fasting blood glucose; HbAlc, hemoglobin Alc; HDL-C, high-density lipoprotein-cholesterol;
IFTA, interstitial fibrosis and tubular atrophy; LDL-C, low-density lipoprotein-cholesterol; Scr, serum

creatinine; TC, total cholesterol. The eGFR was calculated using the CKD-EPI equation. HbAlc levels
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were measured using a high-performance liquid chromatographic assay. The continuous data were

expressed as mean + SD or median and IQR as appropriate.



Fig.S1 KEGG pathway enrichment of differentially expressed genes. KEGG pathway
enrichment of differentially expressed genes between m/m mice and vehicle-treated

db/db mice (A) and vehicle-treated and dapagliflozin-treated db/db mice (B).

A
mmu05204: Chemical carcinogenesis 4 .
mmu04979: Cholesterol metabolism 4
mmu04976: Bile secretion 4 .
mmu04974: Protein digestion and absorption q .
mmu04610: Complement and coagulation cascades 4 .
mmu04512: ECM-receptor interaction 4 [ ]
: Number
mmu00983: Drug metabolism - other enzymes { .
® 10
mmu00982: Drug metabolism - cytochrome P450 4 . ® 15
® 20
mmu00980: Metabolism of xenobiotics by cytochrome P450 4 . .
25
mmu00830: Retinol metabolism 4
mmu00650: Butanoate metabalism 4 ® p-value
5e-04
mmu00590: Arachidonic acid metabolism 4 . 4e-04
3e-04
mmu00480: Glutathione metabolism 4 o
2e-04
mmu00340: Histidine metabolism - le-04
—
mmu00140: Steroid hormone biosynthesis 4
mmu00072: Synthesis and degradation of ketone bodies 4 -
mmu00071: Fatty acid degradation 4 @
mmu00053: Ascorbate and aldarate metabolism 4
mmu00040: Pentose and glucuronate interconversions 4 @
mmu00010: Glycolysis / Glucaneogenesis { [S]
T v T T v
2 3 4 5 6
Enrichment Score
B
mmu05418: Fluid shear stress and atherosclerosis 4
mmu05415: Diabetic cardiomyopathy 4 @
mmu05225: Hepatocellular carcinoma 4
mmu05206: MicroRNAs in cancer 4 ®
mmu05171: Coronavirus disease - COVID-19 .
mmu05022: Pathways of neurodegeneration - multiple diseases 4 ‘
mmu05020: Prion disease Number
: . ® 5
mmu05016: Huntington disease o @
® 0
mmu05014: Amyotrophic lateral sclerosis 4 . . 15
mmu05012: Parkinson disease 4 ®
p-value
mmu05010: Alzheimer disease{ @ 0.05
. 4 _ 0.04
mmu04932: Non-alcoholic fatty liver disease 4 e olo3
mmu04913: Ovarian steroidogenesis - . 0.02
0.01
mmu04810: Regulation of actin cytoskeletonq @
mmu04723: Retrograde endocannabinoid signaling 4
mmu04714: Thermogenesis 4 .
mmu04137: Mitophagy - animal 4
mmu03320: PPAR signaling pathway - ]
mmu03010: Ribosome .
mmu00190: Oxidative phosphorylation - [ ]
2 4 8

6
Enrichment Score



Fig.S2 The viability of HK-2 cells being cultured in the media with different treatments
for 24h. Dapa, dapagliflozin. Data were expressed as mean + SD. *p<0.05, **p<0.01,

*5%p<0.001.

1.5

*kk n.s.

-
(=]
1

e
n
1

[ |

relative cell viability

o
=)




