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Secction S1.

Ames test model provided by ACD/Labs Percepta software is based on the database
containing information about 5511 chemicals, whose mutagenic properties were tested
experimentally. Those compounds were divided into the following groups, taking into account
the outcomes of the Ames tests: positive, negative, weakly positive and inconclusive. All the
records contain also information about: used bacteria strain (TA97, TA98, TA100, TA102,
TA104, TA1535, TA1537, TA1538, E. Coli), potential metabolic activation, tested dose
range, used solvents and method of experiment.

In the case of T.E.S.T. mutagenicity model, a database consisting of 5743 compounds, which
were experimentally tested for potential of inducing the frame-shift mutations or base-pair
substitutions in the histidine-dependent strains of Salmonella typhimurium, was applied. In
fact, the software calculates the mutagenic potential of the unknown compound using three
QSAR models: hierarchical clustering (HC), nearest neighbor (NN) and FDA model. Then the
Consensus model (which was used in our study) is built by simply averaging of the three
obtained outcomes. Due to different applicability domains of the HC, NN and FDA models,
the Consensus model is able to provide the highest coverage and the best accuracy of
prediction.

Carcinogenic potential was calculated using CAESAR model version 2.1.9 (Vega software).
In this case the QSAR classification model was based on the neural network (NN) approach.
The obtained outcomes are assigned to one of the following classes: Positive or Non-Positive
(compound is assigned to the class having value greater than 0.5).



Table S1. Applied LC and MS/MS parameter

Device Parameter

Value

LC Solvents A —0.1% aqueous solution of HCOOH
B — acetonitrile

Gradient 10% B to 40% B
Analysis time 9 min
Post-time equilibration 2 min
Flow rate 0.3 mL min*
Injection volume 2uL
Column temperature 35°C

MS lon source Electrospray (ESI)
Mode Positive
Source temperature 300 °C
Drying gas flow 10 L min?
Nebulizer pressure 40 psig
Capillary voltage 3500V
Fragmentor voltage 140V
Skimmer voltage 65V
Octopole voltage 750V
Mass range 90 —950 m/z

Acquisition rate

1.5 spectras®




Table S2. Predicted toxic properties of dapoxetine and its metabolites

Commpound Mutagenicity Percepta Mutagenicity T.E.S.T. Carcinogenicity
DAP 0.28 0.44 -
M1 0.24 0.37 -
M2 0.14 0.47 -
M3 0.13 0.51 -
M4 0.09 0.14 +
M5 0.25 0.52 +
M6 0.16 0.26 +
M7 0.22 0.52 -
M8 0.25 0.24 -
M9 0.15 0.61 +
M10 0.25 0.59 -
M11 0.19 0.56 -
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Figure S1. MS/MS spectrum and fragmentation pattern of dapoxetine
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Figure S2. MS/MS spectrum and fragmentation pattern of M1
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Figure S3. MS/MS spectrum and fragmentation pattern of M2
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Figure S4. MS/MS spectrum and fragmentation pattern of M3

X104

+ESI Product lon (st 0,789 min) Frag=150,5Y CID@10,5 (180,1373{z=1) -> =) him_60min10ul &

eH”

910546

o
CH:]
105.0638
|
©/ CH,

117.0838

o,

1350797

OH

10,1362
-

g 8 90 52 M %

w00 102 104 106 08 10 112 1ia 106 108 120 122 124 126 128 130 132 134 136 138 140 142 144 6 148 150 152 15 156 158 160 162 164 166 168 170 Tz 174 176 178 180 182 184

Counts vs. Mass-to-Charge (miz)

Figure S5. MS/MS spectrum and fragmentation pattern of M4
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Figure S6. MS/MS spectrum and fragmentation pattern of M5
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Figure S7. MS/MS spectrum and fragmentation pattern of M6
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Figure S8. MS/MS spectrum and fragmentation pattern of M7
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Figure S9. MS/MS spectrum and fragmentation pattern of M8



=103

4£51 Product lon (1t 4,918 min) Frag=153,9V CID@133 (284,1473z=1] -> ) him_60min10ul3

173.0583

193.0744

1170699

/%/cﬁ\

27125

115 10 1% 130 135 140 145 0 55 160 65 0 w5 0 i85 190 195

EES

20 25 zo 26 2 25 240 25 W0 255 %0 45 20 25 20 M5 20 2% a0

Counts va. Mass-to-Charge {mz)

Figure S10. MS/MS spectrum and fragmentation pattern of M9
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Figure S11. MS/MS spectrum and fragmentation pattern of M10
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Figure S12. MS/MS spectrum and fragmentation pattern of M11



