LEGENDS TO FIGURES OF SUPPLEMENTAL INFORMATION (SI)
SI-1. FGF23 decreased parathyroid cell proliferation in normal rat parathyroid glands in a low calcium medium.  A) Intact, normal rat parathyroid glands were incubated for 24h in low calcium (0.8mM) media with or without addition of FGF23 (200 nM). An additional group was treated with calcitriol (CTR) 10-7 M as a positive control of parathyroid cell proliferation inhibition. Proliferation was assessed by the number of cells entering the S phase of the cell cycle using flow cytometry. The plots are representative of the output data from the flow cytometer. The percent of cells in S phase are decreased in parathyroid glands incubated with  FGF23 and with calcitriol .B) Immunohistochemical labelling of the Proliferating Cell Nuclear Antigen (PCNA) (a marker of cycling cells) in normal parathyroid glands incubated in low calcium with and without FGF23 (200mM). Images are representative of 3 different experiments. Original magnification x 200.  PCNA labelling is reduced in parathyroid glands incubated with FGF23. 
SI-2. FGF23 had no effect on the parathyroid cell proliferation in uremic rats. In vivo studies showed that in uremic rats, the administration of FGF23 did not   decrease parathyroid cell proliferation. Uremic rats (Nx) showed an increase in parathyroid cell proliferation as compared with Sham rats (Sham). The administration of FGF23 to uremic rats (15µg/day for two consecutive days)( Nx+FGF23) did not produce a significant reduction in parathyroid cell proliferation. A) Shows the measurement of parathyroid cell proliferation as the number of cells entering the S phase of the cell cycle by flow cytometry. Rats were sacrificed and parathyroid glands were removed and dispersed (see methods) for analysis of cell proliferation: The plots are representative of the output data from the flow cytometer.  B) Immunohistochemical labelling of Proliferating Cell Nuclear Antigen  (PCNA) (a marker of cycling cells)  in parathyroid glands from Sham, uremic (Nx) and uremic rats receiving FGF23 (NX+FGF23). Images are representative of 3 different experiments. Original magnification x 200.  PCNA labelling is increased in NX as compared with Sham but is not reduced in Nx+FGF23 as compared with Nx. 
SI-3. The effect of high levels of exogenous FGF23 on PTH secretion in normal rats in vivo. Normal rats received FGF23 (5 μg i.p./rat/day) for five consecutive days to increase the serum FGF23 from 275±71 pg/ml in the vehicle-treated rats to 2,200±466 pg/ml; then a group of rats received an additional administration of FGF23 (15 μg i.p./rat/day) for two consecutive days which increased serum FGF23 to 10,780±1028 pg/ml. Values are means ± SE.  (n= 6 in each group). (*) p<0.01 vs. vehicle-treated rats.
