Figure S1-1.

Rora deficiency increases B cell proliferation. (A) A summary of the Rora conditional
knockout mouse strategy. (B) Southern blot results for the Rora alteration, which indicates
those with correct recombinant, random insertion and wild type genotyping as indicated. (C)
Mouse crossing strategy to produce Rora deficient HSCs and the genotyping results as
indicated.

Figure S1-2.

Rora deficiency increases B cell proliferation. (A)PBMC cells isolated from Rora"**"*% and
Mx-1-Cre/Rora'?"* mice post Pipc treatment for 4 weeks. The deletion efficiency of Rora
was examined using immunofluorescence staining with a Rora antibody, Rora (green), DAPI,
and merged. (B and C) The total numbers of B cells (B220") in BM and SPL from
Rora ™' and Mx-1-Cre/Rora™""** mice at four, eight, and 12 weeks post Pipc injection.
3-5 mice were included in each group.

Figure S4.

The activation of Rora with CS inhibits B cell proliferation and differentiation. (A-C)
total number of mature B cells (B220") in the BM, SPL and PB of 10-week old mice treated
with CS for seven days. Each independent experiment was repeated three times. All values
were represented using the mean +SEM, for which the Mann Whitney U test was used to
evaluate the significance with a threshold of P=<0.05 (*).

Figure S6.

Gene expression signatures of Rora deficiency BCR/ABI1 transduced pro-B cells. (A)
Heat maps showing the expression changes of top 98 genes andhierarchical clustering of the
genes in Rora deficiency BCR/ABLI1 transduced pro-B cells from the two biological
replicates. Comparison of the global gene transcription profiles of Rora deficiency leukemia
cells at week four Pipc injection. (B-E) Gene Set Enrichment Analysis showsen richment of
gene sets upregulated in Rora deficiency leukemia cells. (F) Expression level of genes from
selected gene sets were confirmed usingquantitative qPCR. Data are expressed as the
means=SD of triplicate experiments performed at one time.



Figure S7.

High expression of Rora prevented BCR/ABL1-transduced B-ALL procession in vivo.
Viral transduction efficiencies of BCR/ABL or BCR/ABL1-Rora viral stock on WT BM cells
for B-ALL mouse model.
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