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Sample size

Data exclusions

Replication

Randomization

Blinding

The metabolome data generated in this study have been deposited in the “MetaboLights” database under accession codes MTBLS7251, MTBLS7252 and
MTBLS7253 [https://www.ebi.ac.uk/metabolights/]. The CRISPR-KO and mRNA expression data used in this study are available in the “DepMap portal” [https://
depmap.org/portal/]. Source data are provided with this paper.

The organoid TR-6TF was established by genetic manipulation of an organoid line established from non-tumor colon tissue
from a 77-year-old female colon cancer patient, as described in a previous study (Kawasaki et al, Cell ‘20). These results are
not expected to be affected by gender.

No analysis of race, ethnicity, or other socially-relevant groups is reported here.

As noted above, a 77-year-old woman with colon cancer.

Patient recruitment was described in a previous study reporting organoid establishment (Kawasaki et al, Cell '20).

The ethics committees at Miyagi Cancer Center and Ethical committees of Keio University School of Medicine approved the
study.

No statistical methods were used to predetermine sample size. Sample size for mouse experiments was determined from our pilot data,
anticipated biological variables, and the literature (Okasho et al., Cancer Sci 2021 [https://doi.org/10.1111/cas.14935], Park et al., Science
2018 [https://doi.org/10.1126/science.aat5749], Chalishazar et al., Clin Cancer Res 2019 [https://doi.org/10.1158/1078-0432.CCR-18-4140]).
Accordingly, 2-7 mice were used per group. Sample size for other in vitro experiments was chosen based on standards in the field. Those
experiments were performed using at least two technical replicates. Each experiment was repeated independently at least three times.
Sample sizes are reported in corresponding figure legends.

No data were excluded in the study.

MS analyses in Fig. 7a and niacin tests in Supplementary Fig. 9a were evaluations of rodent diets obtained frommanufacturers, and each was
performed once.

qRT-PCR analyses shown in Figs 4g and 6h were also performed once because 1) their purpose was to compare groups of multiple cell lines
rather than to compare individual cell lines with each other, and 2) cell lines analyzed were not subjected to treatment and were thus
anticipated to show little variation.

All other experiments were performed at least twice with comparable results.

Mice were randomized before intervention for allocation into experimental groups. No formal randomization method was used. For cell
culture experiments, random plates/dishes of cells were chosen for treatment.

Experiments were not blinded as investigators needed to distinguish controls from other groups.
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Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Anti-PAR mAb (10407, IBL, 1:200), anti-Actin mAb (A3853, Thermo Fisher, 1:500), anti-NAMPT (ab45890, abcam, 1:500), anti-NAPRT
(ab127699, abcam, 1:2000), anti-NADSYN1 (ab171942, abcam, 1:900), anti-QPRT (ab171944, abcam, 1:1000), anti-HSP60 (AF1800,
ProteinSimple, 1:500), anti-KYNU (11796-1-AP, ProteinTech, 1:200), anti-HAAO (12791-1-AP, ProteinTech, 1:300). anti-mouse IgG-
HRP (sc-2055, SantaCruz, 1:3000), anti-rabbit IgG-HRP (5220-0336, SeraCare, 1:3000), anti-mouse Ig-HRP (042-205, Protein Simple,
no dilution), anti-rabbit Ig-HRP (042-206, Protein Simple, no dilution) and anti-mouse Ig-NIR (043-821, Protein Simple, 1:200).

Antibodies were validated based on the size of band in Western blotting or immunoassays (molecular weight), specificity/selectivity
assessed by using samples from knock-down/knock-out/over-expressing/inhibitor-treated cells, and reproducibility of the results.

- Anti-PAR: https://www.ibl-japan.co.jp/search/product/detail/id=3588

- Anti-Actin: https://www.citeab.com/antibodies/2288234-a3853-anti-actin-antibody-mouse-monoclonal

- Anti-NAMPT: https://www.abcam.com/visfatin-antibody-ab45890.html.

- Anti-NAPRT: https://www.abcam.co.jp/products/primary-antibodies/naprt1-antibody-ab127699.html

- Anti-NADSYN1: https://www.abcam.co.jp/nadsyn1-antibody-epr10611-ab171942.html

- Anti-QPRT: https://www.abcam.co.jp/qprt-antibody-epr11941b-ab171944.html

- Anti-HSP60: https://www.rndsystems.com/products/human-mouse-rat-hsp60-antibody_af1800

- Anti-KYNU: https://www.ptglab.co.jp/products/KYNU-Antibody-11796-1-AP.htm

- Anti-HAAO: https://www.ptglab.co.jp/products/HAAO-Antibody-12791-1-AP.htm

Lu-134, Lu-139, Lu-165, T3M-12, 87-5, MS-1, S1, A549, 293T, LC-KJ, EBC-1, LK-2, DU145, LNCaP, MOLM-14, NOMO-1, THP-1
and U937 were obtained from Riken BRC.

H1299, H1975, VCaP, 22Rv1, PC-3, NCI-H660, LASCPC-01, PRE-1 and NCI-H209 were obtained from ATCC.

IMR-90 and TIG3 were obtained from JCRB.

HS24: from Dr Maemondo’s Lab (Maemondo et al, Cancer Res ‘04).

A2780: from Dr Carla Grandori’s Lab (Kudo et al, FEBS Lett ‘20).

KUCaP13: was previously established in the Akamatsu Lab from tumor tissue from a male prostate cancer patient (Okasyo et
al, Cancer Sci ‘21).

MEF-KRAS and LE-KRAS: was previously established in the Tanuma Lab by immortalization/transformation of cells isolated
from female mice (Morita et al, Cancer Cell ‘18).

Cell line authentication test were not performed.

All lines were verified as mycoplasma-free using a MycoAlert kit (Lonza).

No commonly misidentified cell lines were used in the study.

Mouse strains used and corresponding suppliers/sources are as follows:




