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Figure S1. Expression of FGFR1 and ABC transporters in breast and non-small cell lung cancer cells. Human
breast MCF7, SKBR3, T47D, MDA-MB-231 and human non-small cell lung cancer NCI-H1395, NCI-H1650, NCI-
H1975 and A549 cells were lysed and probed with the indicated antibodies by immunoblotting. Tubulin was used
as control of equal protein loading. The image is representative of 1 out of 3 experiments.
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Figure S2. Time-dependent intracellular accumulation of Enoxaparin-conjugated SEDDS. A549 cells were
treated 48 h with a non-targeting siRNA (scrambled) or with a pool of 3 siRNAs targeting FGFR1 (siFGFR1), then
incubated 1, 3 or 6 h with 0.25% v/v blank SEDDS (S), enoxaparin-conjugated SEDDS (S/Enox-Pa), or enoxaparin-
conjugated SEDDS containing docetaxel (80 uM final concentration; S/Enox-Pa/DTX). Representative photographs
of scrambled and siFGFR1 A549 cells at each time point were shown. The photos are representative of 1 out of 3
experiments. For each experimental condition a minimum of 5 field were examined. The photos are representative
of 1 out of 3 experiments. Ocular: 10X; objective: 60X. Bars: 50 um.
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Figure S3. Expression of downstream effectors of FGFR1 in A549 cells treated with Enox-coated SEDDS. A459
cells were incubated for 24 h with fresh medium (ctrl), 0.25% v/v Enox coated SEDDS (S/Enox-Pa) or Enox coated
SEDDS containing docetaxel (80 uM final concentration; S/Enox-Pa/DTX), then lysed and probed with the indicated
antibodies by immunoblotting. Tubulin was used as control of equal protein loading. The image is representative
of 1 out of 3 experiments.
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Figure S4. Effects of MRP1 and BCRP pharmacological inhibition on Enox-coated SEDDS containing DTX. A459
cells were incubated for 72 h with fresh medium (ctrl), 80 uM free docetaxel (DTX), 0.25% v/v Enox coated SEDDS
(S/Enox-Pa), SEDDS containing docetaxel (80 uM final concentration; S/DTX), Enox coated SEDDS containing
docetaxel (80 uM final concentration; S/Enox-Pa/DTX), in the presence of the MRP1 inhibitor MK571 (25 uM; panel
a) or BCRP inhibitor fumitremorgin (5 uM, Fumi; panel b). Cell viability was measured by a chemiluminescence-
based assay in quadruplicates. Data are presented as means + SD (n=3). *p<0.001: vs ctrl; °p<0.001: S/Enox-Pa/DTX
vs DTX; #p<0.01: S/Enox-Pa/DTX vs S/DTX; §p<0.01: MK571/Fumitremorgin-treated (+) vs untreated (-) cells.
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Figure S5. Weight monitoring and post-mortem tissue examination. 1 x 10° A549 cells were inoculated
subcutaneously in the right flank of 6-week-old Balb/C female nude mice. When tumors reached the volume of 100
mm?, mice (n=8/group) were randomized in the following groups and treated once a week for 6 weeks as reported:
1) Vehicle group (ctrl), with 100 pL saline solution intravenously (i.v.); 2) docetaxel 2.5 mg kg (DTX 2.5), in 100 uL
Intralipid i.v.; 3) docetaxel 5 mg kg (DTX 5), in 100 pL Intralipid i.v.; 4) SEDDS containing docetaxel at 2.5 mg kg-
! final concentration (S/DTX 2.5) i.v.; 5) SEDDS containing docetaxel at 5 mg kg™ final concentration (S/DTX 5) i.v.;
6) Enox coated SEDDS containing docetaxel at 2.5 mg kg™ final concentration (S/Enox-Pa/DTX 2.5) i.v.; 7) Enox
coated SEDDS containing docetaxel at 5 mg kg final concentration (S/Enox-Pa/DTX 5), i.v. Animals were
euthanized at week 7. (a) Animals weight was monitored weekly. (b) Representative hematoxylin-eosin staining of
liver, kidney and spleen examined post-mortem in ctrl and S/Enox-Pa/DTX 5 group. For each experimental
condition a minimum of 5 field were examined. Ocular: 10X; objective: 10X (liver, spleen), 20X (kidney). Scale bar:
50 um.



Table S1. Hematochemical parameters of the animals.
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Animals were subjected to the experimental protocol of Figure 4 and 54. At 3.5 and 7 week (i.e. at the
mid-point and at the end of the study), 200 uL blood were collected to measure the following
parameters: red blood cells (RBC), white blood cells (WBC), haemoglobin (Hb), platelets (PLT), lactate
dehydrogenase (LDH), aspartate aminotransferase (AST), alanine aminotransferase (ALT), alkaline

6



phosphatase (AP), creatine phosphokinase (CPK). Data are presented as means + SD (n=8
animals/group). *p<0.05: vs ctrl.



