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Appendix Figure S1. NME4 expression in adipose tissue and mitochondrial
function gene expression in liver tissue.

A. H&E staining and IHC staining of SWAT, eWAT and BAT tissue fed with HFD 12
weeks were quantified by Image-Pro Plus (IPP). Scale bars, 50 pm.

B, C. Relative mRNA levels of mitochondrial functional gene in the livers of the mice
fed a normal diet or HFD for 12 weeks and 24 weeks were measured by RT—qPCR.
The mRNA level was detected by qPCR and normalized to B-actin. Biological
replicates, n= 3, unpaired Student's t-test; *P values <0.05, **P values <0.01, NS-P
values > 0.05. Data are shown as the Mean + S.E.M.

Data information: SWAT, subcutaneous white adipose tissue; eWAT, epididymal white
adipose tissue; BAT, brown adipose tissue; Nor, normal diet; HFD, High fat diet; w,

week.
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Appendix Figure S2. Single cell dataset indicated

hepatocytes

A. t-SNE plot of all cells collected by FACS of mouse liver tissue, colored by cell type.

B. Normalized Nme4 gene expression level in different cell types from liver tissue

(purple: high, white: low).

C. Violin plots (left) indicating Nme4 gene expression level and distributions of

selected genes within cell clusters corresponding to panel and tabular statistical analysis

(right) of violin plots.

Data information: CPM, Counts per million.

Nme4 mainly expresses in
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Appendix Figure S3. NME4 promotes lipid accumulation by increasing
triglyceride levels in human liver cells.

A, B. Heatmap of lipids whose levels were significantly changed in wild-type and
NME4-KO Bel-7402 cells (A) and wild-type and NME4-OE SK-Hep1l cells (B) are
shown.

C, D. Bel-7402 cells were treated with PO for 12 and 24 h. Triglyceride (C) and total
cholesterol (D) levels were measured. Biological replicates, n =3, unpaired Student's t-
test; *P values <0.05, **P values <0.01, ***P values <0.001, NS-P values > 0.05.
Data are shown as the Mean = S.E.M.

Data information: KO, knockout; OE, overexpression; h, hour.
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Appendix Figure S4. The GO and KEGG enrichment of mMNME4 HCIPs

A, B TurbolD-MS mNME4 HCIPs were enriched by Gene Ontology analysis in
Cellular Components (CC) (A) and by KEGG analysis (B) which were analyzed in
Hitplot. Here only showed the top 5 pathway. P.adjust < 0.05 was cut off which was

adjusted by Benjamini and Hochberg FDR (BH).



