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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

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

Sample size was not predetermined, but follow recommended guidelines and practice of the field for comparison of transgenic constructs

(minimal= 3 - Haruyama et al. 2009 - 10.1002/0471143030.cb1910s42). This is limiting of course the statistical power of the comparisons, as
mentioned in the manuscript

no data was excluded

Experimental findings were replicated as follows. Pattern of transgenic activities were determined by analyzing independent transgenic
embryos (same construct, but different genomic insertions, different day of assays - at least two days). As expected, some variation is
observed between transgenic animals for the same construct, due to position effects, which can lead in a insertion-site-specific manner to
addtional expression domains and/or total silencing of the transgene. We therefore only consider as the domain of expression of the
transgene, the specific regions in which we detected the transgenes in multiple independent replicates. For each transgenic construction, we
indicate both the total number of replicates and the number of replicates in which the expression domain (e.g. limb AER, MHB) is detected (y).
In addition, we provide photos (Supplementary Figure 6) of all the replicate embryos showing expression.

RT-qPCR assays were performed at least twice and on multiple independent samples (from distinct embryos and litters).

not applicable

For the LacZ staining and phenotypic analysis, the genotypes of the animals (transgenic or not) were determined AFTER their analysis.

For RT-qPCR experiments, the investigators were not blind to the samples, as the samples were collected and analyzed by the same person.

The study is based on the analysis of transgenic mouse embryos (strain background C57Bl/6 for Crisp/Cas9 and FVB for transgenic
pronuclear injection). Embryos were collected at 8 to 18 days in utero (no selection/identification of sex), with morning after
successful mating (judge by the presence of a vaginal plug) taken as day 0 (as embryos are developing in utero, they are minimally
influenced by temperature, details of day/night cycles (set on a 12/12) etc ...)

the study involved NO wild animals

the study did not involved field-collected samples

The experimental protocols and plans were reviewed and approved by the Animal Experiment Institutional Committees of the
European Molecular Biology Laboratory (Heidelberg- Germany) and lnstitut Pasteur (Paris- France), where the experiments were
conducted.




