LEGENDS TO SUPPLEMENTARY DATA

File S1: List of genes analyzed by RT-qPCR and sequences of the corresponding primers. The genes of the dormancy signature are in red.

[bookmark: _GoBack]File S2: Clonogenicity of VCAP cells is also regulated by a dormancy phenomenon. A) Cloning efficiency of VCAP cells under LD_hyper and LD_hypo conditions. B) Photomicrographs of VCAP cells seeded at 3x104 cells in 6 cm diameter culture dishes after 19 days of culture in DMEM-FCS (LD_hyper) or DMEM-FCS+25% water (LD_hypo). Small and very compact spherical clones could be frequently detected under LD_hypo but not LD_hyper conditions. C) RT-qPCR analysis of the relative levels of mRNA species according to cell culture conditions. Relative mRNA levels were averaged using NAM (with levels under MD_hypo conditions taken as unity) from two independent experiments each with cells cultured in parallel under LD_hyper, LD_hypo, MD_hypo and MD_hyper conditions. Data are presented as mean ± s.d., with statistical significance of the differences with cells cultured under exponentially growing (MD_hypo) conditions indicated for cells cultured under dormancy-inducing (LD_hyper) or permissive (LD_hypo) conditions as in Fig. 1. 

File S3: Values of the relative mRNA levels for genes of the dormancy signature measured in LNCaP* et VCAP cells under the indicated culture conditions. Data correspond to Fig.1 and File S2 for LNCaP* and VCAP cells, respectively.

File S4: Modulation of cloning efficiency and gene expression by depleting endogenous SMAD4. LNCaP* cells were transduced with pRetroSuper vectors expressing a shRNA targeting SMAD4 (sh-SMAD4)1 or the Firefly luciferase gene (sh-Luc), that was used as control. As shown in panels B and C, SMAD4 RNA levels were decreased on average by 80% in cells expressing sh-SMAD4 as compared to sh-Luc expressing control cells. A) Cloning efficiency of sh-Luc (control) and sh-SMAD4 transduced cell populations were measured under the indicated cell culture conditions. Data were averaged from 2 experiments made with two independent control and two independent sh-SMAD4- transduced cell populations processed in parallel. B) Regulation of mRNA species accumulation under dormancy-inducing conditions (LD_hyper) by SMAD4 depletion. Ratios of mRNA species levels measured by RT-qPCR between sh-SMAD4 and control-transduced cell populations cultured under LD_hyper conditions were derived from two couples of cell populations. C) Regulation of mRNA species accumulation under LD_hypo conditions by SMAD4 depletion. Ratios of mRNA species levels measured by RT-qPCR between sh-SMAD4 and control-transduced cell populations cultured under LD_hyper conditions were derived from two couples of cell populations. Stars indicate significance of the differences between control (sh-Luc) and sh-SMAD4 transduced cells. Data are presented as mean ± s.d..

File S5: Suppression of dormancy by pharmacologic BMP and TGF receptor inhibitors. Cloning efficiency of LNCaP* cells under the indicated cell culture conditions in the presence of different concentrations of K02288 2 (targeting ALK1, 2, 3, 6 receptors that are activated by BMP2, 4, 5, 6, 7, 8, 9, 10, 15 GDF5, 6, 7, and AMH ligands) 3 and SB505124 4 (targeting ALK4, 5, 7 receptors that are activated by TGF, Activin, BMP3B GDF1 and 3 ligands) 3 inhibitors. K02288 and SB505124 induced up to an 18 and 9 fold increase in cloning efficiency under dormancy-inducing conditions, respectively. Note that both inhibitors displayed a strong toxicity at the highest tested concentrations as shown by a strong decrease of cloning efficiency under LD_hypo conditions. Data are averaged from two independent measures and presented as mean ± s.d.. Stars indicate significance of the differences between treated cells and their corresponding (not treated) controls.
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