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Figure S1. Spheroid histology. The layer of cells was arranged close together and appeared densely
packed at the starting density of 200 cells/well in control spheroids samples and in MAM-2201-
treated spheroids at the lower concentration tested (1-5 uM) at both 24 and 48 h. No necrotic core
presence was observed in both control and treated spheroids. In MAM-2201-treated spheroids a
loosely cell packing and poor internal cohesion of cell-to-cell contacts were observed starting from
20 uM after 24 h, and 10 uM after 48 h. Marked presence of interstitial spaces between individual
cells was evidenced at the highest concentrations tested (30 pM). Scale bar 100 pm.
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Figure S2. Masson’s trichrome staining. Representative images of trichrome staining in D384 sphe-
roid section treated with MAM-2201 (1-30 uM) after 24 h (a) and 48 h (b). A progressive ECM dis-
assemble started at>20 uM MAM-2201 after 24 h and > 10 uM MAM-2201 after 48 h: ECM appeared
less compact with more empty spaces compared to control. Marked loss of ECM staining was ob-
served at 30 uM MAM-2201 after 24 h with exacerbation after 48 h. Notably, the lower concentration
tested (1 and 5 uM) did not affect the ECM staining. Rectangle indicated the magnification (9X) and
black arrows indicated the ECM and head indicated the empty spaces (reduction of the amount of
collagen fibers). Scale bar 100 pm.



