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Supplementary figure 1. MMP-9 expression in mammary tumor cell lines. 

Tumor cell lines were established in vitro from BALB-neuT mammary tumors. 

Tumor cell lysates (A) and cell supernatant (B) were analyzed for MMP-9 expression 

by western blot under non-reducing conditions, with the mAb MAB 13415. 

A) MMP-9 expression in three tumor cell lines analyzed at p 15 (lanes 1-3), and in the 

N2C mammary tumor cell line at p 35 (lane 5). Splenocytes from MMP-9-/- mice were 

included as control (lane 4). 

B) Analysis of cell supernatant revealed a band of >160 kD, compatible with TIMP-

MMP-9 complexes secreted by mammary tumor cell lines at p 15 (lanes 1-3) but not 

by N2C cell line at p 35 (lane 5) nor by MMP-9-/- splenocytes (lane 4). 

 

Supplementary figure 2. Analysis of zoledronate effects on mammary tumors 

developed in BM chimeras. 

Immunostaining for F4/80 showed essentially a similar pattern of stroma macrophage 

distribution in tumors developed in MMP-9-/-> BALB-neuT (A) and in MMP-9+/-> 

BALB-neuT (B) chimeras. Treatment with zoledronate significantly decreased the 

number of F4/80 positive cells in the tumor of both MMP-9-/- (C) and MMP-9+/- (D) 

BM chimeras. (Magnification 4x). 

 

Supplementary figure 3. Zoledronate inhibits the effects of tumor-produced MMP-9 

on BM hemopoiesis. 
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Temporary BM aplasia was induced by 5FU in normal BALB/c and tumor bearing 

BALB-neuT mice, treated chronically with zoledronate or saline (n= 4). Recovery of 

BM hemopoiesis was measured 6 and 14 days later, as total number of colonies in 

methylcellulose. Zoledronate does not affect the hemopoietic rescue in BALB/c mice 

(A), while in BALB-neuT it decreased significantly the total CFU number obtained at 

day 14 (B). (*** p= 0.0001). (bars: SD) 
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