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Materials & experimental systems
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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

No statistical method was used to pre-determine sample size. The sample size was chosen to be at least 3 across the manuscript to enable
statistical analysis.

No data was excluded form the experiments.

All experiments in which p-values are present have been carried out with at least 3 replicates. All experiments were independently
reproduced at least twice.

Representative single-cell traces where chosen at random from the population.

Blinding was not relevant to this study. Image acquisition and analysis was conducted using automated scripts which are not subject to
experimental bias. For western blots, blinding is not possible because samples need to be loaded in a particular order.

mVenus (MyBioSource, MBS448126, 1:1000)

beta-TrCP (Abcam, ab71753, 1:800)

beta-TrCP (SCBT, sc390629, used for IPs, 2ug)

beta-TrCP (CST, 4349, 1:250)

beta-catenin (BD Bioscience, BD-610153, 1:2500)

vinculin (sigma, V9131, 1:5000)

FBXW7 (Abcam, ab109617, 1:800)

FLAG (Sigma, Clone M2, F3165, 1:2000)

Ubiquitin (SCBT, Sc8017, 1:800)

Cullin1 (SCBT, sc17775, 1:800)

Skp1 (SCBT, sc5281, 1:700)

CDC25B (CST, 9525B, 1:1000)

Emi1 (SCBT, sc365212, 1:800)

HSP90 (CST, 4877, 1:1000)

Bcl-XL (CST, 4877, 1:1000)

Bcl2 (CST, 3498, 1:1000)

p65 (CST, 8242, 1:1000)

IKB! (CST, 4812, 1:1000)

caspase 3 (CST, 14220, 1:1000)

Cullin 1 (CST, 4995, 1:1000)
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Validation

Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

Methodology

Sample preparation

Instrument

Software

Cell population abundance

cleaved PARP (CST, 5625, 1:1000)

NEDD8 (CST, 2745, 1:1000)

FBXO31 (Bethyl, A302-047A, 1:800)

mouse IgG (SCBT, sc2025, used for IPs, 2ug)

DYRK1A (SCBT, sc100376, 1:800)

PFKFB3 (MyBioSource, MBS9604769, 1:1000)

FBXW5 (MyBioSource, MBS9611762, 1:1000)

FBXO25 (MyBioSource, MBS3017705, 1:1000)

FBXW11 (Thermo scientific, PA5-109715, 1:1000)

cMyc (Abcam, ab32072, 1:800)

Beta-actin (Abcam, ab6276, 1:5000)

Anti-rabbit IgG, HRP-linked antibody (CST-7074, 1:10000)

anti-mouse IgG, HRP linked antibody (CST-7076, 1:10000)

mouse anti-goat IgF, HRP secondary antibody (SCBT, sc2354, 1:15000)

All the antibodies used in this study are commercially available and extensively validated by the company, us, or others. Validation
data is available in each of these company's website. In addition to the validation data of B-TrCP antibody in its manufacturer's
website (Abcam, WB; CST, IF), we have confirmed the specificity of the B-TrCP antibody in our lab using western blot (Supplementary
Fig. 1f, 3d, 5i and k) and immunofluoresence (Supplementary Fig. 5e) in B-TrCP knockdown human (HeLa, MCF10A, MCF7, and MDA-
MB-231) cell lines.

MCF10A (ATCC: CRL-10317)

HeLa (ATCC: CRM-CCL-2)

NCI-H460 (ATCC: HTB-177)

HEK293T (gift from Dr. Tobias Meyer's Laboratory at Weil Cornell Medical School, ATCC: CRL3216)

MCF7 (gift from Dr. Jing Huang's Laboratory at the National Cancer Institute, ATCC: HTB-22)

MDA-MB-231 (gift from Dr. Stuart Yuspa's Laboratory at the National Cancer Institute, ATCC: CRM-HTB-26)

MDA-MB-468 (gift from Dr. Stuart Yuspa's Laboratory at the National Cancer Institute, ATCC: HTB-132)

U2OS (gift form Dr. Li Yang's Laboratory at the National Cancer Institute, ATCC: HTB-96)

Cell lines purchased from ATCC were not further authenticated. MCF7 cells were authenticated by short terminal repeat
(STR) analysis peformed by the Huang Lab.

Cells used in all experiments were routinely tested for mycoplasma contimination and only mycoplasma-negative cells were
used in experiments

No commonly misidentified cell lines were used in the study

Harvested HeLa (supplementary Fig. 1c) cells or MCF7 and MDA-MD-231 (Supplementary Fig. 5l) cells washed in PBS, after
which 1x106 cells were resuspended and stained using Dead Cell Apoptosis Kit with Annexin V FITC and PI (V13242, Thermo
Fisher) according to manufacturer’s instructions.

BD FACS Calibur (Supplementary Fig. 1c) and BD FACSCanto II (Fig. 4g and Supplementary Fig. 5l)

BD FACSDiVa Software was used for data collection, FLowJO v10 was used for data analysis.

For each sample, 20,000 cells were loaded onto the cytometer and a minimum of 10,000 were available post-sort for data
collection and analysis.




