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Figure 02. Cell viability of metastatic prostate cancer
cells lines in response to novel synthetic
naphthoquinone-derived compounds . MTT assays
using a) PC-3 and b) DU145 metastatic cell lines have
been performed using 100 uM of each compound,
which are classified into 4 families: Mannich bases,
coumarin thiols, thiols-quinones and bis-quinones.
Among the 34 compounds tested, 4 of them (2
mannich bases and 2 thiols-quinone) promoted higher
inhibition on PC-3 and DU-145 cells. The results are
represented as mean * standard deviation (SD).
Statistical analysis was performed using t-test
(*p<0.01, **p<0.001, ***p<0.0001).
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Patients presenting metastatic prostate cancer (PCa) generally acquire resistance to androgen
deprivation and docetaxel (DXT) therapies. New approaches have been tested in order to propose
innovative therapeutic approaches, including testing of novel products derived from natural compounds
or their combination with current chemotherapeutic drugs used at first line treatment in PCa.
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OBIJECTIVES

e Evaluate the cytotoxic effect of novel synthetic naphthoquinone-derived compounds in metastatic
prostate cancer cells lines
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Investigate the cellular and molecular mechanisms by which compounds the inhibit cell viability r | Figure 03. IC50 analysis of of 4 novel synthetic
: a) PC3 : naphthoquinone-derived compounds metastatic
: Z:' - : prostate cancer cells lines. The analysis was
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: o I I I I i I [ : correspond to thiols. a) PC-3, and b) DU145 metastatic
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| Al DUtas e | prostate cancer cells were cultured in RPMI-1640 medium ! % Gl Gl G | cell viability using 100 pM of both RC10 and RCDFC
: o ge 1 supplemented with 10% SFB + 1% P/S; 2) The naphthoquinone 1 p) DU145 I compounds and 100 uM and 50 uM of 4F-tiol and 3-
i - ® & : derived compounds were resuspended in DMSO and diluted | 250, - - . . " . mm RC1O | CH3 tiol, respectively. Based on obtained results, we
: e e 4 — : in PBS; 3) Cell lines were plated in 96 well plates for 24h until : _ 200- '_I = " I - - @ RCDFC : choose these compound concentrations to evaluate
i » vy | the next day. Cell viability in response to 100pM of each | = 150- D 2.cH3 Tio | cellcycle and apoptosis. The results are represented as
| ( \/ | compound was tested after 24h, 48h and 72h by using MTT 1 = 400- | mean t standard deviation (SD). Statistical analysis
: ® @ I assays. IC50values of each compound was selected by plating : % 50 H n ”ﬂ H nﬂ nnn : was performed using t-test (*p<0.01, **p<0.001,
I : cells in 6-well plates for 24h until the next day using I o AEREEIRIRE AELEE nﬁ - 1 ¥**p<0.0001).
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: I oty Mo L — T &= [ wtam | : 1a) . =Rt 2™ : metastatic prostate cancer cells lines in response to 4
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: 5x [ J L |_[ J [ | : : %f “ I compounds. Cell cycle analysis was performed using
: e E B e/ [ I ’ "l o : compound concentrations exhibiting higher inhibition
. .. IV ; ! b pes | on cell viability (50 uM, 25 uM, 12,5 uM, 6,75 uM and
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Table 01. Structural and molecular formula of novel synthetic naphthoquinone-derived compounds. We evaluated cytotoxic effect of I F i B sveees 3 : 3% > HM). Apoptosis analysis wer.e been performed
e . : ey . . _ . : _ : _ I E g 0 s ocpioss z j using the 2 compound concentrations (6,75 uM and
34 synthetic distinct naphthoquinone-derived compounds, classified into bis-quinones (n=3 ), thiols-quinones (n=3), mannich bases (n=18) and i z £ . . .
. . . . . . . . E z I 12,5 uM), which promoted higher cell accumulationin
coumarin thiols (n=10) over PC-3 and DU-145 metastatic prostate cancer cells lines by using 3-(4,5-dimethylthiazol -2-yl)-2,5-di-phenyl [ 3 3 I
: . e . . . . o [ s Sub-G0/G1 phase of cell cycle. a) RC10, b) RCDFC, c) 3-
tetrazolium bromide (MTT) assays. Propidium iodide staining for simultaneous cell cycle analysis and apoptosis determination have been l e I . . .
erformed I ¢) . PC3 y CH3-Tiol, d) 4F-Tiol. In cell cycle analysis 12,5 uM and
P ' : 5 O s g:: : 6,75 uM of each compound promoted higher
I % —pe R i accumulation of cells in Sub-G0/G1 phase of cell cycle.
SYNTHETIC NAPHTOQUINONE-DERIVED SYNTHETIC NAPHTOQUINONE-DERIVED : : N : In these concentrations there were only ~10%
_ : ! } I apoptotic cells. The results are represented as mean
Name Molecular Formula | Chemical Structure Name Molecular Formula Chemical Structure ) | standard deviation (SD).
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