Appendix A. Supplementary data
The following are the supplementary data related to this article:
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Supplemental Fig. 1. Tibiae in Tgfbr2Col1CreERT KO mice were not different from the ones in Tgfbr2FloxE2mice. Mice were i.p. injected with tamoxifen for 5 consecutive days at 4–5 weeks old, and the analyses were performed at least 5–7 d after the last tamoxifen injection. A) No differences were found in the skeletons up to 10-week-old Tgfbr2FloxE2 and Tgfbr2COL1CreERT KO male mice by X-ray. B) Histomorphometry analyses. Multinucleated (≥3 nuclei) TRAP-positive cells along the bone were considered as osteoclasts; osteoblasts were identified as being grouped, cuboidal or columnar in shape with a central nucleus, and localized on the bone surface. There were no differences in the number of osteoblasts, osteoclasts, or osteoclasts per bone surface analyzed between Tgfbr2FloxE2 and Tgfbr2Col1CreERT KO mice (t-test, two-tailed, n ≥ 3). C & D) Quantitative microCT analyses showed no significant differences in the tibiae of Tgfbr2FloxE2 and Tgfbr2Col1CreERT KO mice. C) Trabecular bone. BMD, bone mineral density; Tb.Th, trabecular bone thickness. D) Cortical bone. Mean total cross-sectional bone perimeter (B.Pm), average object equivalent circle diameter per slice (Av.Obj.ECD), cross-sectional thickness (Cs.Th), and bone mineral density (BMD) were analyzed. All measured variables in the left tibiae with PCa were normalized to right tibiae (t-test, two-tailed, n ≥ 3).
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Supplemental Fig. 2. DU145-induced bone lesion development was promoted in Tgfbr2Col1CreERT KO mice. A) Quantification of the mixed bone lesion areas from DU145 cells. Total bone lesion area was significantly larger in DU145-injected tibiae of Tgfbr2Col1CreERT KO mice than those in Tgfbr2FloxE2 mice (linear mixed-effects model with a random intercept, ***P < 0.001, n ≥ 10). B) The median time until a bone lesion could be detected was 3 weeks after injection in Tgfbr2Col1CreERT KO mice, but 5 weeks in Tgfbr2FloxE2 mice (log-rank test, **P ≤ 0.01, n ≥ 10). C) Representative x-ray images of the mixed bone lesions at each time point. Red outlines indicated the bone lesion areas measured.
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Supplemental Fig. 3. bFGF is upregulated in PC3-injected tibiae from Tgfbr2LysMCre KO mice. bFGF (red outline) is one of the dysregulated cytokines revealed by Cytokine array analysis.
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Supplemental table 1. Information of antibodies, recombinant protein, and viruses used.
	Name
	Cat #
	Dilution
or doses
	Application
	Company

	Anti-CD31
	Ab28364
	1:100
	IHC
	Abcam (Cambridge, MA)

	
	
	1:500
	WB
	

	Anti-FGFR1
	9740
	1:1000
	
	

	Anti-GFP
	2555
	1:500
	IHC

	

	
	
	1:200
	IF
	

	Anti-p-Smad2
	3101
	1:1000
	IHC
	

	Anti-bFGF
	05-118
	1:150
	IHC
	Millipore (Billerica, MA)

	
	
	1:500
	WB
	

	Anti-p-HH3
	06-570
	1:1000
	IHC
	

	
	
	1:1000
	WB
	

	bFGF neutralizing antibody
	05-117
	1.8 mg/kg
	i.v. injection
	

	IgG
	PP54
	1.8 mg/kg
	
	

	Anti- TGFBR2
	SC400
	1:200
	IHC
	Santa Cruze
Biotechnology (Santa Cruz, CA)

	Recombinant bFGF protein
	3139-FB-025
	4.4 µg/kg
	i.v. injection
	R&D Systems (Minneapolis, MN)

	α-SMA
	M085129
	1:100
	IF
	Dako (Carpinteria, CA)

	
	
	1:100
	IHC
	

	
	
	1:500
	WB
	

	α-Tublin
	T8203
	1:2000
	WB
	Sigma (St.Louis, MO)

	Ad5 CMV eGFP
	101
	250 (MOI)
	Infection

	Baylor College of Medicine
(Houston, TX)

	Ad5 CMV Cre
	104
	
	
	


IHC: Immunohistochemistry; IF: Immunofluorescence; WB: Western blot; i.v.: intravenous

Supplemental table 2. List of the primer sequences.
	Gene 
	Species
	Sequence (5′-3′)

	Fgf2 
	Mouse
	Forward: GACCCACACGTCAAACTACA

	
	
	Reverse: GCCGTCCATCTTCCTTCATAG

	Gapdh
	Mouse
	Forward: GGAGAAACCTGCCAAGTATGA

	
	
	Reverse:  TCCTCAGTGTAGCCCAAGA

	FGF2
	Human
	Forward: GACCCTCACATCAAGCTACAA

	
	
	Reverse: AGCCAGTAATCTTCCATCTTCC

	GAPDH
	Human
	Forward: GTGGTCTCCTCTGACTTCAAC

	
	
	Reverse: CCTGTTGCTGTAGCCAAATTC
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