Supplementary Figure legends
[bookmark: _Hlk205378068]Supplementary Figure 1 Nitroxoline attenuates hepatic inflammation and fibrosis in HFD-fed Ldlr-/- mice. Quantification of hepatic mRNA expression of (A) inflammatory and (B) fibrotic-related genes in Ldlr-/- mice. (C) Representative histological images of liver sections stained with -SMA. Scale bar: 100 μm. Quantification of fibrosis area (%) based on histological analysis. Data are presented as mean ± SEM (n = 3). Statistical significance was determined by unpaired two-tailed Student’s t-test. *P < 0.05, **P < 0.01, *** P < 0.001.
[bookmark: _Hlk205374906]Supplementary Figure 2 Nitroxoline treatment increases SHP mRNA expression in Huh-7 cells. Quantitative PCR analysis of SHP (NR0B2) mRNA levels in cells treated with vehicle (V) or 5 μM nitroxoline (Nit) for 24 hours. Data are presented as fold change relative to vehicle control, normalized to 18S. Results are expressed as mean ± SEM (n = 3). **P < 0.01 versus vehicle-treated controls.
Supplementary Figure 3 Transcriptomic profiling reveals that Nitroxoline modulates pathways involved protein stability. Heatmaps display the expression of genes involved in the ubiquitin–proteasome system (UPS). The color gradient indicates Z-scores (red: upregulation; blue: downregulation; white: no change). Each column represents an individual sample from vehicle-treated (Con-1, Con-2, Con-3) or Nitroxoline-treated (Nit-1, Nit-2, Nit-3) groups. Asterisks denote genes with statistically significant changes (n = 3, *P < 0.05).
Supplementary Figure 4 Nitroxoline selectively upregulates LRH-1 and its downstream genes. (A)(B) qPCR analysis of mRNA expression, LXR LRH-1, ABCG5, ABCG8, CYP7A1 in Huh7 cells treated with vehicle (DMSO), Nit (5 μM), or pre-treated LXR antagonist (GSK2033, 1 μM) followed by Nitroxoline or pre-treated LRH-1 antagonist (ML-180 5 μM) followed by Nitroxoline for 24 hours. Data are presented as mean ± SEM (n = 3). *P < 0.05, ***P < 0.005 versus vehicle-treated controls.
Supplementary Figure 4 The three independent repeats of the main figures. En face ORO staining corresponding to Figure 1B; H&E and ORO staining of the liver corresponding to the Figure 1C; full WB membranes corresponding to the Figure 2B, 3C, 4B, 5D and 5F; -SMA staining of the liver corresponding to Supplementary Figures 1C. Supplementary table 1 demonstrates Molecular Docking Analysis of Nitroxoline Binding to the LRH-1.

Supplementary Table 1 Molecular Docking Analysis of Nitroxoline Binding to the LRH-1

	Target 
(PDB ID)
	Title
	Most negative calculated affinity (kcal/mol)
	Analysis results URL

	1YOK
	Crystal structure of human LRH-1 bound with TIF-2 peptide and phosphatidylglycerol
	-6.021
	https://tinyurl.com/5c96zjk6

	1YUC
	Human Nuclear Receptor Liver Receptor Homologue-1, LRH-1, Bound to Phospholipid and a Fragment of Human SHP
	-4.435
	https://tinyurl.com/5dc9uusp

	2A66
	Human Liver Receptor Homologue DNA-Binding Domain (hLRH-1 DBD) in Complex with dsDNA from the hCYP7A1 Promoter
	-5.262
	https://tinyurl.com/3m78b568

	3F5C
	Structure of Dax-1:LRH-1 complex
	-4.624
	https://tinyurl.com/38n264tx

	3PLZ
	Human LRH1 LBD bound to GR470
	-5.151
	https://tinyurl.com/4fw4rbmb

	3TX7
	Crystal structure of LRH-1/beta-catenin complex
	-5.062
	https://tinyurl.com/38a9btz5

	4DOR
	Human Nuclear Receptor Liver Receptor Homologue-1, LRH-1, in its apo State Bound to a Fragment of Human SHP Box1
	-4.656
	https://tinyurl.com/4e5wa4sc

	4DOS
	Human Nuclear Receptor Liver Receptor Homologue-1, LRH-1, Bound to DLPC and a Fragment of TIF-2
	-6.089
	https://tinyurl.com/bdkfa64c

	4IS8
	Divergent sequence tunes ligand sensitivity in phospholipid-regulated hormone receptors
	-4.272
	https://tinyurl.com/ywr938n5

	4ONI
	Structure of Human Orphan Receptor LRH1 bound to two bacterial phospholipids
	-3.904
	https://tinyurl.com/3pb96a3k

	4PLD
	Human Nuclear Receptor Liver Receptor Homologue-1, LRH-1, in its apo State Bound to a Fragment of Human TIF-2
	-6.260
	https://tinyurl.com/pu3knpwb

	4PLE
	Human Nuclear Receptor Liver Receptor Homologue-1, LRH-1, Bound to an E. Coli Phospholipid and a Fragment of TIF-2
	-4.099
	https://tinyurl.com/8axb7zsf

	4RWV
	Crystal structure of PIP3 bound human nuclear receptor LRH-1 (Liver Receptor Homolog 1, NR5A2) in complex with a co-regulator DAX-1 (NR0B1) peptide at 1.86 A resolution
	-6.158
	https://tinyurl.com/34r42bnj

	5L0M
	hLRH-1 DNA Binding Domain - 12bp Oct4 promoter complex
	-6.300
	https://tinyurl.com/yysernnr

	5L11
	Human Liver Receptor Homologue-1 (LRH-1) Bound to RJW100 and a Fragment of TIF-2
	-6.634
	https://tinyurl.com/ywcfzpbc

	5SYZ
	Human Liver Receptor Homologue-1 (LRH-1) Bound to a RJW100 stereoisomer and a Fragment of TIF-2
	-6.752
	https://tinyurl.com/3zw22ctb

	5UNJ
	Structure of Human Liver Receptor Homolog 1 in complex with PGC1a and RJW100
	-7.275
	https://tinyurl.com/4r3mbrtc

	6OQX
	Human Liver Receptor Homolog-1 bound to the agonist 5N and a fragment of the Tif2 coregulator
	-6.529
	https://tinyurl.com/4n568b2e

	6QOY
	Human LRH-1 bound to the agonist 6N and a fragment of the Tif2 coregulator
	-6.585
	https://tinyurl.com/y5jrcx9v

	6OR1
	Human LRH-1 bound to the agonist 2N and a fragment of the Tif2 coregulator
	-7.197
	https://tinyurl.com/5cvf5xtv

	6VC2
	LRH-1 bound to SS-RJW100 and a fragment of the Tif2 Coactivator
	-6.085
	https://tinyurl.com/bdey9ct9

	6VIF
	Human LRH-1 ligand-binding domain bound to agonist cpd 15 and fragment of coregulator TIF-2
	-6.108
	https://tinyurl.com/5pkruda8

	7JYD
	Human Liver Receptor Homolog-1 in Complex with 10CA and a Fragment of Tif2
	-6.065
	https://tinyurl.com/mkh6vde7

	7JYE
	Human Liver Receptor Homolog-1 in Complex with 9ChoP and a Fragment of Tif2
	-6.171
	https://tinyurl.com/84knb9rr

	7TT8
	Human LRH-1 LBD bound to agonist 6N-10CA and fragment of Tif2 coactivator
	-6.773
	https://tinyurl.com/5azuud55

	8F8M
	LRH-1 bound to small molecule Tet and fragment of coactivator Tif2
	-6.150
	https://tinyurl.com/5heje3kh

	8PKI
	Cryo-EM structure of NR5A2-nucleosome complex SHL+5.5
	0
	https://tinyurl.com/4254xuf9






