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Supplemental Figure Legends:

Figure S1 (related to Figure 2). Metabolomics profiling reveal significantly decreased acylcarnitines in senescent late PANC-1 cells. 
(A) PCA score plots of HILIC-ESI--MS metabolomics profiles obtained from HILIC-ESI--MS, n=5/group. (B) List of individual ions that were significantly decreased in senescent late PANC-1 cells, as revealed by HILIC-ESI+-MS. (C) A heatmap showing the relative increase or decrease of each metabolite in both early and late PANC-1 cells. Arrows indicate individual decreased acyl-carnitine ions in senescent late PANC-1 cells.

Figure S2 (related to Figure 1 and 2). Culture-related replicative cell senescence in middle PANC-1 cells.
(A) BrdU incorporation during DNA synthesis of replicative middle PANC-1 cells. Data mean ± S.E.M, n = 4 (***p < 0.001 versus control). (B) Ability of replicative middle PANC-1 cells to form colonies when seeded at the indicated limiting dilutions. This experiment was independently repeated two times. (C) SA-β-gal staining of replicative middle PANC-1 cells. Cells were stained with SA-β-gal staining kit and photographed (×400). This experiment was independently repeated three times. (D) CPT1C mRNA expression and (E) CPT1C protein levels in replicative middle PANC-1 cells. (Up panel of E) images and (Bottom panel of E) densitometric analysis of CPT1C protein bands. Data are mean ± S.E.M, n = 3 (**p < 0.01, ***p < 0.001 versus control). See also Figure S5.

Figure S3 (related to Figure 1 and 2). Late HEK293ft are nearly negative for replicative senescence.
(A) The number of replicative late HEK293ft cells actively replicating DNA measured by BrdU incorporation. Data are mean ± S.E.M, n = 4 (ns means no significance). (B) Colony formation ability of replicative late HEK293ft cells. This experiment was independently repeated two times. (C) SA-β-gal staining of replicative late HEK293ft cells. Cells were stained with SA-β-gal staining and photographed (×400). This experiment was independently repeated three times. (D) CPT1C mRNA expression and (E) CPT1C protein levels in early and late HEK293ft cells. (Up panel of E) images and (Bottom panel of E) densitometric analysis of CPT1C protein bands. Data are represented as mean ± S.E.M, n = 3 (ns means no significance).


Figure S4 (related to Figure 4 and 5). Validation of CPT1C depletion in PANC-1 cells.
A siRNAs was used to knockdown CPT1C in PANC-1 cells (P 20). Quantitative RT-PCR and western blot were performed to confirm optimal reduction in CPT1C mRNA expressions (A, C) and CPT1C protein levels (B, D) in PANC-1 cells transfected with siRNA CPT1C (A, B) or transduced with CPT1C shRNA-expressing retroviruses (C, D). Quantitative RT-PCR was independently repeated three times, data of western blot are represented as mean ± S.E.M, n = 3 (ns means no significance, *p < 0.05, **p < 0.01, ***p < 0.001). (Up panel of B and D) images and (Bottom panel of B and D) densitometric analysis of CPT1C protein bands.

Figure S5 (related to Figure 1, 2 and 5). Quantification of the colony areas and the percentage of senescent cells.
Quantification for colony formation (A, C, E) and SA-β-gal staining analysis (B, D, F) between early and late PANC-1(A, B), early and middle PANC-1 (C, D) and PANC-1 cells transfected with siControl and siRNA CPT1C (E, F) (*p < 0.05, **p < 0.01, ***p < 0.001).

Figure S6 (related to Figure 5). Cellular senescence activation was clearly detectable in PANC-1 cells transfected with CPT1C-2 siRNA.
(A) The number of PANC-1 cells actively replicating DNA measured by BrdU incorporation after transfection with siRNA CPT1C-2. Data are mean ± S.E.M, n = 4 (**p < 0.01). (B) Colony formation ability of PANC-1 cells transfected with siRNA CPT1C-2. (C) SA-β-gal staining of PANC-1 cells transfected with siRNA CPT1C-2. This experiment was independently repeated three times (×400).

Figure S7. Mitochondria associated analyses.
(A) Electron microscopy photomicrographs of immunofluorescence images for PANC-1 cells. Quantification of mitochondrial mass by examining the abundance of mitochondrial proteins with western blot between (B) early and late PANC-1 and (C) PANC-1 cells transfected with siControl and siRNA CPT1C. Fatty acid uptake analysis in (D) early and late PANC-1 and (E) PANC-1 cells transfected with siControl and siRNA CPT1C. CPT1C overexpression (F) led to faster cellular proliferation (G) when mitochondrial function was inhibited in PANC-1 cells. (**p < 0.01, ***p < 0.001).

Figure S8. Validation of CPT1C depletion in a series of tumor cell lines.
Quantitative RT-PCR and western blotting were performed to confirm optimal reduction in CPT1C mRNA levels (A, C, E, G, I) and CPT1C protein levels (B, D, F, H, J) in MDA-MB-231 cells transfected with siRNA CPT1C-1 (A, B), in HCT116 cells transfected with siRNA CPT1C-3 (C, D), in A549 cells transfected with siRNA CPT1C-3 (E, F), in MCF7 cells transfected with siRNA CPT1C-3 (G, H), and in HeLa cells transfected with siRNA CPT1C-1 (I, J). Quantitative RT-PCR was repeated three times, data of western blot are represented as mean ± S.E.M, n = 3 (*p < 0.05, **p < 0.01, ***p < 0.001 versus control). (Left panel of B, D, F, H, and J) images and (Right panel of B, D, F, H, and J) densitometric analysis of CPT1C protein bands. See also Figure S9, S10, S11.

Figure S9. CPT1C depletion triggered cellular senescence in various types of human carcinoma cell lines.
(A) BrdU incorporation during DNA synthesis in MDA-MB-231, HCT116, A549, MCF7, and HeLa cells upon siRNA knockdown of CPT1C. Data are represented as mean ± S.E.M, n = 4 (*p < 0.05, ***p < 0.001). (B) Abilities of MDA-MB-231, HCT116, A549, MCF7, and HeLa cells to form colonies after siRNA silencing of CPT1C when seeded at the indicated limiting dilutions. (C) SA-β-gal staining of MDA-MB-231, HCT116, A549, MCF7, and HeLa cells after CPT1C depletion. This experiment was repeated three times. See also Figure S8, S10, S11.

Figure S10. Quantification of the colony areas and the percentage of senescent cells in various types of human carcinoma cell lines.
Quantification for (A) colony formation and (B) SA-β-gal staining in MDA-MB-231, HCT116, A549, MCF7, and HeLa cells upon knockdown of CPT1C, respectively. (*p < 0.05, **p < 0.01, ***p < 0.001). See also Figure S8, S9, S11.

Figure S11. Mitochondrial dysfunction analyses in senescent human carcinoma cell lines.
(A, B, C) ATP production, (D, E, F) Accumulation of ROS, (G, H, I) Mitochondrial transmembrane potential, (J, K, L) Mitochondriogenesis analysis in senescent MDA-MB-231 (A, D, G, J), HCT116 (B, E, H, K) and A549 (C, F, I, L) cells, respectively. (*p < 0.05, **p < 0.01, ***p < 0.001). See also Figure S8, S9, S10.

Supplemental Experimental Procedures

Cell culture
A human pancreas epithelial carcinoma PANC-1 cell line was purchased from American Type Culture Collection (ATCC). Human breast cancer MDA-MB-231, colon cancer HCT116, lung carcinoma A549, breast adenocarcinoma MCF7, cervix epithelial adenocarcinoma HeLa, immortalized embryonic kidney 293t (HEK293t) and HEK293ft cell lines were generously provided from various sources. Cells were grown in Dulbecco's modified Eagle's medium (DMEM, Cellgro) or Roswell Park Memorial Institute (RPMI) 1640 medium (HyClone) containing 10% fetal bovine serum (FBS, Gibco), 100 U/mL penicillin sodium and 100 μg/mL streptomycin sulfate (Lonza) at 37°C in a humidified atmosphere of 5% CO2. Cell lines were authenticated with STR genotyping by Cellcookbio company, and tested and verified without mycoplasma contamination (Beyotime). The p53-mutation and PPAR expression status of human carcinoma cell lines used in this study is shown in Supplemental Table S3 (see databases in https://portals.broadinstitute.org/ccle/search/searchResult, http://p53.free.fr/Database/Cancer_cell_lines/p53_cell_lines.html, http://p53.free.fr/Database/Cancer_cell_lines/p53_Controversial.html and https://www.atcc.org/~/media/2A10BFF964CC41209E014CF7A078B7F4.ashx). 

Senescence analysis
For the cell proliferation ELISA assay (Roche), nuclei incorporating 5-bromo-29-deoxyuridine (BrdU) was visualized by immunolabeling. Cells were labeled with BrdU for 72 h, then fixed in situ and incubated with anti-BrdU antibodies for 90 min. After rinsing with PBS, cells were incubated with substrate solution for 5 min. the absorbance was measured at 370 nm with reference wavelength at 492 nm. For colony formation assays, 5000, 2500 or 1250 cells were plated and cultured for 2 weeks, then fixed and stained with Diff-Quik (Propbs), then colony areas were quantified with Image J software. At present, the senescence-associated β-galactosidase (SA-β-gal) assay is the most commonly used method to detect senescent cells 1. For detection of SA-β-gal activity at pH 6.0 by use of the Senescence β-Galactosidase Staining Kit (Beyotime), cells were fixed and stained in staining working solution containing X-Gal at 37°C overnight. The population of SA-β-gal positive cells was counted and photographs taken using a microscope (×400, Olympus). For DNA SAHF analysis, cells plated on coverslips (NEST) were fixed with 4% paraformaldehyde for 15 min. Nuclei were stained with ProLong Gold Antifade Reagent with DAPI (blue fluorescence) (Invitrogen), then the coverslips were inspected with a laser confocal microscope (Zeiss). For SASP analysis, induction of IL8 mRNA expression was analyzed by quantitative RT-PCR as previous reports 2. The Terminal Restriction Fragment (TRF) length assay (Roche) was performed as described in previous report 3, genomic DNA was digested with Hinf1/Rsal restriction enzymes. The digested DNA fragments were electrophoresed on an 0.8% agarose gel, transferred to a nylon membrane by capillary transferring and then fixed on the wet blotting membrane by UV crosslinking. The membrane was hybridized with a DIG-labeled hybridization probe for telomeric repeats and incubated with anti-DIG-alkaline phosphatase, then TRF was determined by chemiluminescence detection (GE Healthcare). 

Metabolomics analysis
[bookmark: _GoBack]Cell sample collection, preparation and UPLC-ESI-QE-MS analysis for metabolomics were performed according to the standard protocols as described in previous reports 4, 5. An aliquot (5 μl) of the prepared-sample was subjected to an ultra-high performance liquid chromatography electrospray ionization mass spectrometry (UHPLC-ESI-MS). Hydrophilic interaction chromatography (HILIC) separation was carried with an Atlantis Silica HILIC column (3 μm, 2.1mm i.d. × 100mm, Waters, Milford, MA, USA) on a Thermo Scientific Dionex Ultimate 3000 UHPLC system. The flow rate was 300 µl/min with the column temperature at 40°C. Binary mobile phases were (A) 5% water in acetonitrile with 10 mM ammonium formate and 0.1% formic acid, and (B) 50% water in acetonitrile with 10 mM ammonium formate and 0.1% formic acid. A linear gradient was implemented as follows: 0-1.0 min holding at 100% A, linearly increasing to 100% B at 20 min, then washing column for the next 4.9 min, and equilibrating until 30 min. MS was operated with a Thermo Scientific Q ExactiveTM benchtop Orbitrap mass spectrometer equipped with heated ESI source in ESI positive or negative mode (Thermo Scientific, San Jose, CA). Untargeted profiling analysis acquired the data at full scan mode (80-900 m/z) and 70,000 FWHM resolution followed by Top-10 data-dependent MS/MS at 17,500 FWHM resolution. The main parameters for MS/MS included: AGC target 1e5, maximum IT 70 ms, isolation window 2.0 m/z, normalized collision energy 15, 30, 45 eV, apex trigger 5~10 s, dynamic exclusion 10 s. Ionization conditions were optimized and finally operated at spray voltage 3.5 KV, heater and capillary temperature 350°C and 300°C, respectively. Total ion chromatograms and mass spectra from LC-HRMS runs were generated as raw files in Xcalibur (Thermo Scientific, San Jose, CA).
For untargeted profiling analysis, optimized for comprehensive metabolite phenotypes of these two cell groups and discovering differential metabolites, data mining consisting of background noise subtraction, automated peak detection and integration, peak alignment, multivariate principal component analysis (PCA), and univariate analysis, was performed using Thermo Scientific label-free differential analysis bioinformatics software SIEVE 2.2 (Thermo Scientific, San Jose, CA) and SIMCA-P 13.0 (Umetrics, Kinnelon, NJ). Volcano plots were used to filter metabolites-of-interest that displayed both significant fold-changes (fold-change >2 or < -2) and statistical significance (P < 0.05) between the two groups. Subsequently, metabolites were putatively identified based on accurate mass match (accurate mass error ± 5 ppm) and fragmentation pattern match. Putative structural annotation was carried out by searching the metabolite databases HMDB (http://www.hmdb.ca/), KEGG (http://www.genome.jp/kegg/) and METLIN (http://metlin.scripps.edu) using the mass-to-charge ratio of the metabolic features. Mz Cloud (https://www.mzcloud.org/), and METLIN were used for MS/MS spectral matching. A heatmap plot was also constructed from metabolites using MultiExperiment Viewer (http://www.tm4.org/mev). Raw data for metabolomic analysis (HILIC-ESI+-MS) was available in Supplemental Excel file.

[bookmark: X]RNA extraction and quantitative RT-PCR
RNA extraction and quantitative RT-PCR were performed according to protocols described in a previous report 6. Cells were lysed in Trizol reagent (Invitrogen), and RNA extracted using ethanol precipitation. RNA quantity and quality were assessed with a NanoDrop Flex Station 3 spectrophotometer (Molecular Device). RNA (1 μg) was purified and randomly reverse-transcribed to cDNA using a PrimeScript RT reagent kit with gDNA eraser (TaKaRa Biotech). Real-time PCR was performed using SYBR Premix Ex Taq II (Tli RnaseH Plus) kit (TaKaRa Biotech) in 7500 Real-Time PCR System (Applied Biosystems). Raw gene expression values were normalized against external control housekeeping ACTB mRNA in the same reaction. The specific human primers to amplify corresponding mRNA were obtained from websites of http://pga.mgh.harvard.edu/primerbank/ and http://primerdepot.nci.nih.gov/, and commercially available (Invitrogen) and shown in Table S1.

Western blot analysis
Western blot analysis was performed as described previously 7. Cells were homogenized in Radioimmunoprecipitation assay (RIPA) lysis buffer containing phenylmethylsulfonyl fluoride (PMSF). Proteins were prepared and concentrations were determined by use of the BCA protein assay (Thermo Scientific). Forty μg protein were electrophoresed on a 10% SDS-PAGE and transferred to Polyvinylidene Fluoride (PVDF) membranes (Millipore). Blocking was carried out with 5% nonfat milk in Tris-Buffered-Saline with Tween (TBST), then membranes were incubated with anti-CPT1C (Abcam, ab87498) or GAPDH (Cell Signaling Technology, #2118) primary antibody overnight at 4°C. The immunoblot bands were visualized using anti-rabbit horseradish peroxidase-linked secondary antibody (Cell Signaling Technology) for 1 h at 37°C. After washing with TBST, protein-antibody complexes were detected with Electrochemiluminescence (ECL) detection kit (Engreen Biosystem) by use of a chemiluminescence imaging system (GE Healthcare). Each western blot analysis was performed three times. The intensity of protein bands was quantitated by Quantity One software (Bio-Rad Laboratories, Hercules, USA).

Mitochondrial dysfunction analysis
For total ATP production analysis, culture medium was replaced with PBS for 12 h and luminescence intension representing cellular ATP levels measured with the CellTiter-Glo Luminescent Cell Viability Assay (Promega) in Flex Station 3 (Molecular Devices). ROS accumulation was analyzed with Reactive Oxygen Species Assay Kit (Beyotime). One particular modality of aging-associated mitochondrial membrane permeabilization is impaired permeability transition, mainly manifested by a loss of the inner transmembrane potential (ΔΨm) and matrix swelling. The depolarization of mitochondrial membrane was measured by fluorescence dequenching of 0.4 μM rh123 (excitation: 485 nm, emission: 535 nm, Sigma) in the working solution as previous report 8, the mean rh123 fluorescent intensity of 25 fields in each well was calculated and analyzed with ArrayScanVTI High Content Application (Thermo Fisher), n = 4. The XF Cell Mito Stress Test uses serial modulators of respiration that target specific components of the electron transport chain (ETC) in mitochondria to reveal key parameters of metabolic function, by directly measuring the OCR of cells. Cells were seeded into XF24 V7 cell culture plates (Seahorse Bioscience) to analyze mitochondrial respirations as previously described 9. The next day, the medium was replaced with XF assay medium (Seahorse Bioscience). After 1 h incubation in a non-CO2 incubator, the rate of change for the dissolved O2 concentration (measurements of OCRs), was measured in the XF24 Extracellular Flux Analyzer (Seahorse Bioscience). Cells were incubated sequentially under four conditions: (1) basal levels were measured with no additives; (2) oligomycin (1 μM) was added to reversibly inhibit mitochondrial Complex V, ATP synthase and oxidative phosphorylation (OXPHOS), showing glycolysis alone; (3) carbonyl cyanide-4-trifluoro methoxy phenyl hydrazine (FCCP, 1 μM), a mitochondrial uncoupler, was added to induce maximal respirations; (4) 1 μM rotenone and 1 μM antimycin A, mitochondrial complex I and III inhibitors and poisons, were added to end the reaction. Subtract oligomycin responses (proton leak) from the basal OCRs to obtain a measure of only mitochondrial respirations coupled to ATP synthesis. Spare respiratory capacity is defined as the difference between maximal respirations and basal respirations. When impaired mitochondriogenesis is activated, PGC1α is repressed, leading to suppression of nuclear respiratory factor 1 (NRF1) and a subsequent decrease in synthesis of mitochondrial transcription factor A (TFAM), which is a potent stimulator of mtDNA duplication 10. Subsequently, CYTB, encoding CYTB, one of the representative mtDNA-encoded subunits, is also lowered 11. Mitochondriogenic and mitochondrial-encoded mRNAs were measured by quantitative RT-PCR analysis as described previously. Quantification of mitochondrial mass was examined with the abundance of cytochrome b proteins (ImmunoWay) in western blot analysis. For mitochondrial morphology assessment, the cells were fixed with 2.5% glutaraldehyde in 0.2 M PBS at room temperature, and samples processed with a JEM-100CX-Ⅱ transmission electron microscopy (JEOL) as previously described. For immunofluorescence analysis, PANC-1 cells were incubated with DAPI (blue fluorescence, Invitrogen), Mitotracker Red CMXRos (red fluorescence, Invitrogen) and CPT1C antibody (Abcam) incorporated with Alexa Fluor® 488 Goat Anti-Rabbit IgG (H+L) antibody (green fluorescence, CST). For fatty acid uptake analysis, cells were incubated in HBSS containing 1 μM BODIPY-C16 (ThermoFisher) for 30 min at 37 °C. The fluorescence was measured by multi-functional FlexStation 3 microplate reader (Molecular Devices). To investigate effect of CPT1C on cellular proliferation upon inhibited mitochondrial function. Cells were incubated with rotenone after transfected with pcDNA3.1(-) or pcDNA3.1(-)-CPT1C, then proliferation was detected with BrdU assay.

Metabolic Stress Stimuli
Analysis for metabolic stress stimuli was performed as described 12. For glucose deprivation, the cells were incubated in culture medium without glucose, or this medium supplemented with glucose solution in stock (Sigma) to the indicated concentrations. 2-DG (Sigma) was dissolved in PBS and diluted to the required concentrations in culture medium. Cells were further subjected to pre-optimized 0.5 mM glucose or 20 mM 2-DG at the indicated days. Rapamycin (Chemietek) was dissolved as a stock solution in DMSO and diluted to the indicated concentrations in culture medium, and DMSO was used as a vehicle control. After 72 h culture, cell growth was measured by SRB staining.

Sulforhodamine B (SRB) assay
The SRB assay was performed as described in a previous report 13. Cells were fixed in situ using 50 μl of cold 50% (w/v) trichloroacetic acid (TCA) for 1 h at 4°C. After washing with ultrapure water and drying, 100 μl of 0.4% SRB solution (w/v, SRB dissolved in 1% (v/v) acetic acid) was added to each well to incubate for 30 min at room temperature. After 1% acetic acid washing and drying, SRB stains were solubilized in 10 mM Tris-HCl (pH=10.5) and absorbance was determined at 515 nm. At least triplicate was performed independently for each group. 

Xenograft mouse model
Mouse xenograft model assays were performed as described 4. Athymic male nude (BALB/c-nu/nu) mice (6~8 weeks old) were purchased from the Laboratory Animal Center of Sun Yat-sen University and maintained under standard 12 h light/ 12 h dark cycle with water and chow provided ad libitum. Exponentially-growing cells were harvested and injected subcutaneously into the right flank of mice (5 × 106 cells in 0.2 ml of 50% matrigel basement membrane matrix (BD Biosciences) per mouse). Body weights and tumor sizes were monitored once a week for 6 weeks, and mice were killed when the tumors reached 2 cm in diameter, and xenograft tumors were harvested.

Intratumoral delivery of methyl and cholesterol-conjugated siRNA CPT1C
Xenograft tumor-bearing male nude mice (BALB/c-nu/nu) were used for evaluating the antitumor effect of siRNA CPT1C in vivo as described in previous report 14. Subcutaneous xenograft models were established using PANC-1 cells (P 20) for 4.5 weeks as described above. To improve the stability of siRNA in vivo, siControl and siRNA CPT1C-3 previously validated in vitro, were chemically modified with methylation. For delivery of methyl and cholesterol-conjugated siRNA, 5 nmol siRNA CPT1C or siControl in 50 μl saline buffer was locally injected into the tumor mass twice for 1 week. Body weights of mice and tumor sizes were measured on the indicated days (n = 10 per group).

Gene silencing by RNA interference
Silencing with siRNA was performed as described 15. Cells were seeded into 6-well plates at 1 × 105 cells per well or into 96-well plates at 1 × 104 cells per well. At 24 h post-seeding, the cells were transfected with 50 nM siRNA or siControl using Lipofectamine RNAiMAX (Life Technologies). Quantitative RT-PCR and western blotting were performed at 72 h post-transfection as described above. The sequences of specific human siRNAs were commercially available (RiboBio) and listed in Table S2. The retroviral transduction particles containing human CPT1C shRNA expression cassettes (Origene, see Table S2) or a non-targeting shRNA sequence as control (Origene) were packaged into amphotropic retroviruses using transient transfection of HEK293t cells via MegaTran 1.0 reagent (Origene). Culture supernatants were collected 2 d after transfection and filtered (0.45 μm). For retroviral infection, PANC-1 cells were transduced with culture supernatants containing retroviruses with a MOI of 39.38 for 48 h, in the presence of 8 μg/ml polybrene (Sigma). Quantitative RT-PCR and western blot were performed at 48 h post-transduction as described above. The optimal sense against CPT1C was the following: 5’-TCCGCTGATGGTGAACAGCAACTATTACA-3’.

CPT1C plasmid transfection 
Plasmid transient transfection was performed as described in previous report 12. Human CPT1C expression plasmid, pcDNA3.1(-)-CPT1C and CPT1C mutant plasmid, pcDNA3.1(-)-CPT1C F792S were commercially constructed by Genechem (Shanghai, China). Briefly, the senescent PANC-1 cells were grown in 6-well plates at 80% confluence and then transfected with pcDNA3.1(-)-CPT1C or pcDNA3.1(-) vector (Genechem) using Lipofectamine 2000 reagent (Invitrogen) following the instruction of manufacturer. Quantitative RT-PCR and western blotting were performed at 24 h post-transfection as described above.

Statistical Analysis
All values were expressed as mean ± S.E.M. Two-tailed Student’s t tests and graphs were performed using GraphPad Prism v6.0c software (La Jolla, CA, USA). Significance is represented by *p < 0.05, **p < 0.01, ***p < 0.001 versus control.
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Supplemental Tables

Table S1. Sequence of primers for quantitative RT-PCR analysis.
	Gene
Name
	Genebank
Accession
	Species Specificity
	Sequences
of Primers

	β-actin
	NM_001101
	Human
	forward 5′- CCTTGCACATGCCGGAG-3′
reverse 5′-GCACAGAGCCTCGCCTT-3′

	CPT1A
	NM_001876
	Human
	forward 5′-GCCTCGTATGTGAGGCAAAA-3′
reverse 5′-TCATCAAGAAATGTCGCACG-3′

	CPT1B
	NM_004377
	Human
	forward 5′-GGTCCAGTTTACGGCGATAC-3′
reverse 5′-CCTCTCATGGTGAACAGCAA-3′

	CPT1C
	NM_001136052
	Human
	forward 5′-GGATGGCACTGAAGAGGAAA-3′
reverse 5′-TCCTGGAAAAGGCATCTCTC-3′

	CPT2
	NM_000098
	Human
	forward 5′-CGGAGTCTCGAGCAGATAGG-3′
reverse 5′- GGAAAAGAACTGCATGAGCA-3′

	CRAT
	NM_001257363
	Human
	forward 5′-GGGCTCGAGTAGATGACCAC-3′
reverse 5′-ATGAGTTTCAGGCCTCAGGA-3′

	CROT
	NM_021151
	Human
	forward 5′-GTGGTGGCTGAATGTTGCCTA-3′
reverse 5′-TTGGAGGCCAGTAGTGTTCAA-3′

	CACT
	NM_000387
	Human
	forward 5′-GGGGTCACTCCCATGTTTG-3′
reverse 5′-TGTGGTGAATACGCCAGATAAC-3′

	OCTN2
	NM_003060
	Human
	forward 5′-TCCACCATTGTGACCGAGTG-3′
reverse 5′-ACCCACGAAGAACAAGGAGATT-3′

	CT2
	NM_033125
	Human
	forward 5′-GGAATAAGAGGGAGAACACATCG-3′
reverse 5′-TCACCGCAGTGCTTTTCCA-3′

	IL-8
	NM_000584
	Human
	forward 5′- ACTGAGAGTGATTGAGAGTGGAC-3′
reverse 5′-AACCCTCTGCACCCAGTTTTC-3′

	PGC-1α
	NM_013261
	Human
	forward 5′-AATCCGTCTTCATCCACAGG-3′
reverse 5′-GGTGCAGTGACCAATCAGAA-3′

	NRF1
	NM_001040110
	Human
	forward 5′-AGGAACACGGAGTGACCCAA-3′
reverse 5′-TATGCTCGGTGTAAGTAGCCA-3′

	TFAM
	NM_003201
	Human
	forward 5′- ATGGCGTTTCTCCGAAGCAT-3′
reverse 5′-TCCGCCCTATAAGCATCTTGA-3′

	Cytochrome b
	NM_000101
	Human
	forward 5′-CCCAGTGGTACTTTGGTGCC-3′
reverse 5′-GCGGTCATGTACTTCTGTCCC-3′




Table S2. Sequences of RNAi assays.
	RNAi Name
	Species Specificity
	Sequences

	siRNA CPT1C-1
	Human
	5`-GCCAUGAUCGCUGGUUUGA dTdT-3`

	siRNA CPT1C-2
siRNA CPT1C-3
	Human
Human
	5`-CGGCCAUGACUCGCUUAUU dTdT-3`
5`-ACCUGUUUGCGCUGUACAU dTdT-3`

	shRNA CPT1C-1
	Human
	5`-GGTCAATTCTGCCTGACTTATGAGTCGGC-3`

	shRNA CPT1C-2
	Human
	5`-AAGACTACATCCGCCACCTCCATGACAGC-3`

	shRNA CPT1C-3
	Human
	5`-CGGACTATGTTTCCTCAGGCGGTGGATTC-3`

	shRNA CPT1C-4
	Human
	5`-TCCGCTGATGGTGAACAGCAACTATTACA-3`




Table S3. The p53-mutation and PPAR expression status of cancer cell lines used in this study.
	Name of cell line
	PPARα mRNA expression (log2)
	p53 status

	PANC-1
	5.23
	Mutation (c.818G>A) 

	MDA-MB-231
	6.16
	Mutation (c.902G>A)

	HCT116
	5.30
	Wild-type

	A549
	4.98
	Wild-type

	MCF7
	5.44
	Wild-type

	HeLa
	n/a
	Wild-type




