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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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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

We did not use any sample, size calculation; the sample size was chosen based on the published literature and Sample size was chosen
depending on the technique used and based on our experience (Methods/Quantification and Statistical Analysis). No power calculations were
performed to choose group size

No data was excluded from the analysis.

At least three independent replicated experiments were performed except for the animal experiments (n=5), NGS analysis and PD1, where
one replicate experiment were done. We used two different blood donors from CML patients. All attempts of replication were successful.

In analysis, where cells were used, three independent measurements are presented. No randomization was carried out. In animal studies
animals were randomly distributed between experimental groups.

Blinding was performed in animal research. In tumor measurements, the person, who measured tumors was not aware of the group type.
Otherwise no blinding was performed in other experiments.

mouse anti-CRISPR-Cas9 antibody (ab191468) from Abcam; 1:500

rabbit anti-Alpha/Beta tubulin antibody (2148) from Cell Signaling Technology; 1:2000

goat polyclonal anti-rabbit IgG (ab6721) from Abcam; 1:2000

goat anti-mouse IgG-HRP (sc-2005) from Santa Cruz; 1:2000

Alexa Fluor® 488 goat anti-mouse IgG (H+L) *2 mg!mL from Invitrogen (A11001); 1:2000

CD3 Antibody, anti-human, eFluor405 from Miltenyi Biotec (130-113-128); 1:50

CD279 (PD1)-PE-Vio770, human from Miltenyi Biotec (130-117-698); 1:50

CD47-FITC, human from Miltenyi Biotec (130-101-344); 1:50

All antibodies used in the study are commercially available and have been validated according to manufacturers manuals.

human embryonic kidney (HEK) 293, mouse Neuro-2A, K562 cells and Jurkat cells were purchased from American Type
Culture Collection (ATCC). The 293/GFP cell line, which stably expresses GFP, was purchased from Cell Biolabs. K562-fLUC
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Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

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

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

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

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

cells were a kind gift from Sebastien Wälchli (they generated the cells that stably expresses firefly luciferase). CML patient
cells and PBMCs for T cell isolation were obtained from human volunteers upon their consent.

None were authenticated.

All cells were Mycoplasma negative.

No commonly misidentified cell lines were used in the study

female 8-10 weeks SCID C.B-478 17/IcrHsd-Prkdcscid mice (Envigo, Italy)

female 8-10 weeks Hsd:ICR (CD-1) (Envigo, Italy)

female 8-10 weeks BALB/c OlaHSd (Envigo, Italy)

female 8-10 weeks B6(C)-Gt(ROSA)26Sorem1.1(CAG-cas9*,-EGFP)Rsky/J (JAX, USA)

Laboratory animals were housed in IVC cages (Techniplast), fed standard chow (Mucedola) and tap water was provided ad libitum.
Mice were maintained in 12-12 hour dark-light cycle at approximately 40-60% relative humidity with 22°C of ambient temperature.
All animals, used in the study, were healthy; accompanied with health certificate from the animal vendor.

No wild animals were used in the study.

No field collected samples were used in the study.

Administration of the Republic of Slovenia for Food Safety, Veterinary and Plant Protection of the Ministry of Agriculture, Forestry
and Foods, Republic of Slovenia (Permit Number U34401-3/2017/16, U34401-9/2020/9).

Samples (blood for PBMC isolation) were obtained with informed consent, and according to the study protocol approved by
National Medical Ethics Committee (0120-600/2019/3). Blood was drawn regardless the age and gender of the volunteer.
The main criteria was that they are healthy.

Blood of CML patients for PBMC isolation was taken also from volunteers, regardless of the gender and age, the main criteria
was that they did not get the CML therapy yet.

No specific recruitment of the participants was performed. The blood from the CML patients was drawn at the diagnosis of
the disease.

National Medical Ethics Committee (permit number 0120-600/2019/3) of the Ministry of Health, Republic of Slovenia

Cells were washed with FACS buffer (PBS, 2% FBS) and resuspended in a 0.1 ml FACS buffer and then stained with
appropriate antibodies.

CyFlow (Partec) or the spectral flow cytometer Aurora with the blue, violet and red lasers (Cytek)

Data were analyzed with FlowJo software (Tree Star) and SpectroFlo (Cytek) software.

NA




