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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Materials & experimental systems
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Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Frozen Human PBMCs from healthy donors was purchased from Miaoshun Biotechnology Co (Shanghai). Sex and gender was
not a factor in selecting the donors for commercially available Human PBMCs.

Race and ethinicity was not a factor in selecting the donors for commercially available Human PBMCs.

Human PBMCs purchased for the study were obtained from healthy volunteers.

Not applicable since commercially available Human PBMCs were purchased for the study

As per the vendor website, samples from healthy volunteers were collected in accordance with their IRB. Informed consent
was obtained from all participants and all ethical regulations were respected.

Our established animal models consistently yield low variance. Power calculation estimates determined that 8 animals per group was
sufficient to determine statistical significance at p value of 0.05 and power level of 80% if the difference in the mean between groups is
greater than 25%.

No data were excluded from the analysis

Single agent efficacy studies in vivo were replicated 2 times with similar results. All combination in vivo efficacy studies were performed once
with 8-10 animals per group.

In vitro experiments were typically run with triplicate technical replicates and were reproduced at least 2 times in independent experiments
with similar results.

For in vivo tumor models, mice were randomized to ensure equal mean tumor burden before treatment initiation

For in vitro studies, experiments were not performed in a blinded way. All data were analyzed by software with objective standard. For all
animal studies, investigators were not blinded to the group allocation and data collections.
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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

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Novel plant genotypes

Seed stocks

Authentication

Plants

From Cell Signaling Technology: Helios (D8W4X) XP (#42427, 1:1000 for WB), Helios (D8W4X) XP Alexa Fluor 488 Conjugate (#56424,
1:100 for FACS), beta-Actin (13E5) (#4970, 1:1000)

From Millipore Sigma: CRBN (#HPA045910, 1:1000)

From Biolegend: PE anti-human CD8 (#344706, Clone SK1, 2 ul/assay)

From Santa Cruz Biotechnology: anti-GAPDH (# sc-47724, 1:1000 for WB), anti-!-Actin mouse monoclonal antibody [C4] (# sc-47778,
1:1000 for WB)

From Bioxcell: anti-PD1 antibody (BioXcell, Cat. #BE0146), isotype control antibody for anti-PD1 (BioXcell, Cat. #BE0089), anti-LAG3
antibody (BioXcell, Cat. #BE0174), isotype control antibody for anti-LAG3 (BioXcell, Cat. #BE0088). All BioXcell antibodies were used in
in vivo efficacy studies only.

All antibodies were validated by the respective manufacturer for reactivity to human and/or mouse antigens. All antibodies were
either validated or recommended for flow cytometry and/or western blotting.

Jurkat (CLone E6-1) (#TIB-152) was purchased from ATCC and used for FACS experiment and to generate Jurkat CRBN KO cell
line.

HEK293 Flp-IN (#R75007) were purchased from ThermoFisher Scientific and used for generating IKZF1-HiBit, IKZF2-HiBit,
IKZF3-HiBit, IKZF4-HiBit, CK1a-HiBit, SALL4-HiBit, and GSPT-HiBit stable expression cell lines.

MC38 (#SCC172) was purchased from Millipore Sigma and used for all in vivo studies.

All cell lines were authenticated by Vendor but were not authenticated in our laboratory.

Cell lines were not tested for mycoplasma contamination in our laboratory

not applicable

CRBNI391V (C57BL/6-Crbntm1.1Ble/J) mice breeding pairs were purchased from the Jackson Laboratory (Strain # 032487) under the
Leap License Agreement. CRBNI391V mice for all the studies described below were obtained from the University of Michigan
breeding colony. CrbnI391V mice were housed in a controlled environment with a 12 h light/dark cycle, with ambient temperature
maintained between approximately 20–22°C and relative humidity between 30–70%.

The study did not involve wild animals.

Sex of animals was not considered in study design. All animals were sex and age matched in each experiment. The authors conclude

that the findings are applicable, relevant, and reproducible for both males and females based on observed findings.

No field collected samples were used in this study.

All animal studies performed under protocols (PRO00011174 and PRO00009463) approved by the Institutional Animal Care & Use
Committee (IACUC) of the University of Michigan, in accordance with the recommendations in the Guide for the Care and Use of
Laboratory Animals of the National Institutes of Health.

not applicable

not applicable

not applicable




