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Supplementary Figure S1. Exposure to a CDD activates HIF-1a. in mouse liver.
(a) Representative immunoblots of HIF-1a protein in livers of mice fed a CDD. NC, mice fed normal chow.
(b) Expression of well-known HIF-1 target genes in livers treated with a CDD. NC and CDD denote samples

collected from mice fed normal chow and a CDD, respectively; n = 5-10 mice per group. *P < 0.05.
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Supplementary Figure S2. Loss of Hif-1a gene shows little effects on liver fibrosis of mice fed a CDD.
(a) Serum levels of AST and ALT in mice fed a CDD. n =5 mice per group.

(b) Representative sirius red staining image of livers of WT and HIFKO mice fed a CDD. Scale bar is 20 um.



(c) Analysis of mRNA of liver fibrosis-related genes. NC and CDD denote samples collected from mice fed

normal chow and a CDD, respectively; n = 5 mice per group.
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Supplementary Figure S3. Liver expression of peroxisome-related genes is comparable between WT and

HIFKO mice fed a CDD.

(a) Analysis of mRNA of peroxisomal biogenesis and functions-related genes. NC and CDD denote samples
collected from mice fed normal chow and a CDD, respectively; n = 5 mice per group

(b) Representative images of protein expression of Pex14 and Catalase in CDD-treated liver.
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Supplementary Figure S4. Lipin1£is induced in a HIF-1-dependent manner in mice fed a CDD.

The mRNA was quantified. NC and CDD denote samples collected from mice fed normal chow and a CDD,

respectively; n =5 mice per group. *P < 0.05.
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Supplementary Figure S5. Suppression of Lipinl exacerbates lipid accumulation caused by choline

deprivation.

(a) Representative images of lipinl (top) and DAPI (bottom) staining in AML12 cells treated with choline

deficient medium. Scale bar = 20 pum.



(b), (¢) Representative immunoblots of HIF-1a. (b) and lipinl (c¢) in AML12 cells exposed to choline deficient
medium.
(d) Quantification of Lipinl mRNA by qPCR in AML12 cells infected with adenovirus expressing shLipinl; n
= 3 per group. *P < 0.05
(e) Representative images of Nile Red staining in Lipinl-knockdown cells treated with choline deficient
medium. Red spots indicate lipid accumulation. DAPI staining is shown in blue. Scale bar is 25um.

Densitometric quantification of lipid accumulation. n=4 plates per group. *P < 0.05.
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For gPCR assay

Gere AssaylD Gere AssaylD Gere AssaylD Gere AssaylD Gere AssaylD

AOX1 | Mm00443579 m1 | Camse | Mm01340251m1 | cPT1 | Mmooss04.mt | LcAD | Mmoosssesomi | McAD | Mmo0431611_mi

MIP | Mm0O436015.m1 | PGCle | MmOO447I83.m1 | PPARc | Mm004408mi | RXRo | MmO1332431mi

m Forwerd primer Reverse primer Probe

DGAT2 | CTGGCTGATAGCTGTGCTCTACTT ABAGGTGGCAGGAGATCGS CTGGCATTTGACTGGAACACGOCS

FASN | TCCTGGAACGAGAACACGATCT | GAGACGTGTCACTOCTGGACTTG AGCTCACGCTGOGGAMCTTCAG

SCD1 GGCCTGTAOGGGATCATACTG | GGTCATGTAGTAGAAMATOCOGAAGA | TTOOCTCCTGCAAGCTCTACACCTGC

SREBPc | AGCCATGGATTGCACATTTG GGCCCGGGAGTCACTGT AGACATGCTOCAGCTCATCAACAACCAA

m Forwerd primer Reverse primer m Forwerd primer Reverse piimer

Al | TGCCGTGAGCATTGATGTG TGCGATACCAGCATCTTTGG | ApoB GAAGCGOCACCAAGATCAAC AAGGGTACACTGGTTGGTCC

CD% | GATGTGGGCACOCTTCATG CCGGGCTGAATTOCA DMVT1 AGGGCATGTGGCACTCTATG CTCAGCAGGACTTTCGAGATG

FATP2 | CAACACACOGCAGAAROCAA CCATTTCOCAGGGCTTTTTT HF1 CACCGATTOGOCATGGA TTOGACGTTCAGAACTCATCTTT

Lpnl | CCAAGACCAACATCAGCTOGTA | CAATGGGAAGACGTGATGCA | Lpnla |  GGTCOOOGAGOOCCAGTGCTT GCAGOCTGTGGCAATTCA

Lphlp | CAGCCTGGTAGATTGOCAGA GCAGCCTGTGGCAATTCA pexd CCCTAGGCAACOCACACANC GGACTGTGCCCAGGAAGATG

pecile | COGAGTOGOCAACCAMGC GOCCAGTCTGAACCATITAGC | pex AGGCCGAGAGGACAGAAAGT GGACAGAGGCCAGTGTTGTC

PHD3 | AATTGGGACGOCAAGTTACAC | GGAGGGCTGGACTICATGTG | PPAR; |  GGGATGTCTCACAATGOCATC GGGATGTCTCACAATGCCATC

Usx | GATCAMACAOGTCCATGCATTC | CGGGAGGTOCGTTICTCATC | VEGF | AGTCCCATGAAGTGATCAAGTTCA |  ATCOGCATGATCTGCATGG

pach | ACGGCCAGGTCATCACTATTG | CAAGAAGGAAGGCTGGAMMAGA | 185 CTTTCGCTCTGGTCOGTCTT TTCGTATTGOGOCGCTAGA
For ChIP-gPCR assay

Gene ame Forwerd primer Reverse pimer

AOX- TCTAACGTCAGTCAAGTOGGC CGGGGTGAGGAGGCTAMITAGA

AOX2 TGAACCTGGAGACGTGAGGT GGCTOCTOGCCAAGGAAA

PPARc. TCAACCATCTOCAGGGTCTCAG ACTATGCTATTTGTGGOGATGAGC

MCAD GATTTCCTTCTCAGTCTCCT COGAGAAGAAGACTGTGTGC

Supplementary Table S1. Primer and probe sequences
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