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Supplementary Figure S1. Characterization of cisplatin response in the used PT-res clones.
A) Schematic table reporting the cytokines, and their relative positions on the array used in
Figure 1. B) Graphs reporting cell viability of TOV-112D (left) and OVSAHO (right) parental
and PT-res clones treated with increasing doses of cisplatin (CDDP) for 72 hours. Data report
the percentage of viable cells with respect to the untreated cells and represent the mean (+SD)
of three independent experiments. The tables under the graphs show the IC50 of CDDP for



each cell line. Statistical significance was determined by a two-tailed, unpaired Student’s t test
(**p <0.01, **p <0.001).
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Supplementary Figure S2. TIMP-1 expression is downregulated by MEK inhibitors. A)
Western blot analysis of pERK1/2 and ERK1/2 total expression in whole lysates of TOV-112D
and OVSAHO PT-res clones treated with U0126 10 uM in combination or not with CDDP (15
uM for TOV-112D and 10 uM for OVSAHO) for 24 hours. B) Western blotting analysis of TIMP-
1 expression from CM of indicated parental EOC cells treated for 24 hours with CDDP (15 uM
for TOV-112D and 10 uM for OVSAHO) or U0126 10 pM for 24 hours. The lower panels show
the Ponceau staining of the nitrocellulose membranes to check the levels of protein input.
Densitometric analysis of TIMP-1 expression (normalized to Ponceau) is reported under the
blot. C) Western blot analysis of pERK1/2 and ERK1/2 total expression in whole lysates of TOV-
112D and OVSAHO described in B. In A and C GAPDH was used as loading control
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Supplementary Figure S3. Effects of Conditioned Medium of Parental and PT-res cells on
the tube forming activity of HUVEC. A) Left, representative images of the tubes formed by
HUVEC cells seeded on Matrigel and challenged with CM from parental and PT-res TOV-112D
cells (clone 7); scale bar 150um. Right, graphs reporting the evaluation of the total tube length,

total branching points, total loops, mean tube length, mean loop area and mean loop perimeter,
as obtained with the Wimasis software; P values were obtained using the paired Student’s t-
test; * P<0.05, ns: not significant. B) Left, representative images of the tubes formed by HUVEC
cells seeded on Matrigel and challenged with CM from parental and PT-res OVSAHO cells
(clone 39); scale bar 150pm. Right, graphs reporting the evaluation of the total tube length, total
branching points, total loops, mean tube length, mean loop area and mean loop perimeter, as

obtained with the Wimasis software; P values were obtained using the paired Student’s t-test;

ns: not significant.
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Supplementary Figure S4. High TIMP-1 expression predicts prognosis in EOC patients. A)

Kaplan-Meier survival curve evaluating the OS of stage I-Il EOC patients treated with platinum

(n=93) stratified for TIMP-1 expression. p value is reported in the plot; HR = Hazard Ratio and

CI = Confidence Interval. B) Kaplan Meyer curve evaluating the overall survival of EOC

patients (n=21) stratified on the increased or decreased of TIMP-1 circulating RNA expression

of coupled plasma samples. In A and B the p values were calculated using the log-rank test.



