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Table SM1: The structures of LSD-1 inhibitors utilized in Pharmacophore hypothesis generation.
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Table SM2: PDB codes and crystallographic criteria of LSD-1 proteins utilized in SB modelling together with structures and bioactivities of their co-
crystallized ligands.

Protein R
No. Co-crystallized ligand I(f\flo Reference
PDB Resolution Free® Work? (nM)
code A)
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..
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T/\/\II}II N O/
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\
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U ~ )
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Table SM2: PDB codes and crystallographic criteria of LSD-1 proteins utilized in SB modeling together with structures and bioactivities of their co-
crystallized ligands.

Protein R
No. Co-crystallized ligand 1Cso Reference
PDB  Resolution Free? Work® (M)
code A)
=
T )
5 o (
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N/\:>7
=
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Table SM2: PDB codes and crystallographic criteria of LSD-1 proteins utilized in SB modeling together with structures and bioactivities of their co-
crystallized ligands.

Protein R
No. Co-crystallized ligand 1Cso Reference
PDB  Resolution Free? Work” (D
code A)
H
O
Z///—O
244% SLHH 3.05 0.186 0.159 Q 0.0084 24
/
o (0)
N// HN
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S o
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Table SM2: PDB codes and crystallographic criteria of LSD-1 proteins utilized in SB modeling together with structures and bioactivities of their co-

crystallized ligands.

Protein R .
No. Co-crystallized ligand Ki Reference
PDB  Resolution Free? Work? (KD
code A)
N
=
254*% 5YJB 2.96 0.219 0.189 N 0.029 44
O
HN
N
SN

aR-Free: assesses possible over-modeling of the data.
PR-Work: measures of the agreement between the crystallographic model and the experimental X-ray diffraction data

*Compound with asterisk as mentioned in table SM 1
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Section SM1. Docking-Based Pharmacophore Modeling: Preparation of the docking ligand-
protein complexes.

Molecularly Diverse potent LSD-1 inhibitors (199, 206, 208, 224, 230, 248, 256, 270 and 276 Ki or
IC50 <200 nM, Table SM1) were selected to represent potent LSD-1 ligands. Figure SM1 shows
the distribution of the selected compounds within the most potent LSD-1 inhibitors (ICso or Ki < 1
uM in Table SM1) based on LogP, molecular weight, sum of hydrogen bond donors and acceptors.
Clearly, the selected compounds are well distributed within the potent LSD-1 ligands, therefore,
should reflect significant differences in how they dock into LSD-1, and therefore, provide better

coverage of possible binding modes assumed within LSD-1 binding pocket.

Molecular Weight

; ° i ’ ¥ s 6
8
9 | | ;
10 | t il \
" | =1 — 550
| 8 _
. | h ®
.o @ —© |
" |l ®e | ® @ @
_ ® °_9 ' :
400 ‘ﬁ | ' 350
- 0.9 -~ —®

350

Number of H- bond forming groups ~ <

Figure SM1: 3D-plot showing the molecular diversity of the docked ligands. Red cubes (m) represent

selected potent ligands, while blue spheres (®) represent potent compounds in training list (Activity <
1 uM).
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Section SM2. Docking-Based Pharmacophore Modelling: Ligand Docking.

Three docking engines were utilized: LibDock *°, LigandFit ¢ and CDOCKER *’. The binding pocket
was defined as the cavity volume occupied by co-crystallized ligand within LSD-1 (PDB: 5LHI) 3!->2,

= LibDock

The site-feature docking algorithm (LibDock) *° docks ligands, after removing their hydrogen atoms,
into an existing active site as guided by binding hotspots. The ligands' conformations are aligned to
polar and apolar receptor interactions sites, i.e., hotspots *>>*. Docking with LibDock have a number
of steps ***3: (i) Remove hydrogen atoms, (ii) Rank ligand conformations and prune by solvent
accessible surface area (SASA), (ii1) find hotspots using a grid that is placed into the binding site
using polar and apolar probes. (iv) Align ligand poses to binding site hotspots using triplets (i.e., three
ligand atoms are aligned to three receptor hotspots). (v) Poses exhibiting clashes with binding site are
removed. (vi) A final rigid body optimization is performed using a simple pair-wise score. Top
scoring ligand poses are retained. (vii) Hydrogen atoms are added back to the docked ligands. (viii)
CHARMmMmM minimization can be carried out to minimize steric clashes caused by newly added
hydrogen atoms +-3,

The following LibDock parameters were applied in the current study: CAT-CONFIRM module of
Discovery Studio was used to generate a maximum of 255 conformers (not exceeding an energy
threshold of 20kcal/mol from the most stable conformer) for each ligand employing "BEST"
conformation generation option. A binding site sphere of 8.15A radius surrounding the center of the
co-crystallized ligand (246 table SM2, PDB code: SLHI) 3 was used to define the binding site. The
number of binding site hotspots (polar and apolar) was set to 100. The ligand-to-hotspots matching

RMSD tolerance value was set to 0.25 A. The maximum number of poses saved for each ligand

during hotspots matching before final pose minimization = 100. Maximum number of poses to be
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saved for each ligand in the binding pocket = 100. Minimum LibDock score (poses below this score
are not reported) = 100. Maximum number of rigid body minimization steps during the final pose
optimization (using BFGS method) = 50. Maximum number of steric clashes allowed before the pose-
hotspot alignment is terminated (specified as a fraction of the heavy atom count) = 0.1. Maximum
value for nonpolar solvent accessible surface area for a particular pose to be reported as successful =
15.0 A%2. Maximum value for polar solvent accessible solvent area for a particular pose to be reported

as successful = 5.0 A% No final ligand minimization was implemented (i.e., in the binding pocket).

= LigandFit

LigandFit uses Monte-Carlo techniques to generate ligand conformations and docks them into the
active site using a shape-based initial docking. The docked poses may optionally be minimized with
CHARMmM and evaluated with a set of scoring functions. LigandFit docking deals with the receptor
as rigid and the ligand as flexible. In LigandFit, docking is composed of following sub-steps *°: (i)
Conformational exploration of flexible ligands employing Monte Carlo search. (ii) Pose and
conformation selection based on shape similarity with the binding site. (iii) Candidate conformers
and poses exhibiting low shape dissimilarity are further enrolled in calculation of dock energies. (iv)
each docked conformation/pose is further fitted into the binding pocket through rigid-body
minimization iterations. (v) Docked conformers and poses of docking energies below certain
threshold (user-defined) are clustered according to their root mean square (RMS) similarities.
Representative conformers/poses are further energy-minimized within the binding site and saved for
subsequent scoring 6.

The following LigandFit settings were implemented in the current research. A binding site composed

of 6783 grid points (grid spacing of 0.5A in the X, Y and Z dimensions) surrounding the co-
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crystallized ligand within LSD-1 (PDB code: SLHI) ** was used. Monte Carlo search parameters:
number of trials = 30000 and search step for torsions with polar hydrogens = 30.0. The RMS threshold
for ligand-to-binding site shape match was set to 3.0 A. Interaction energy parameters: The interaction
energies were assessed employing CFF force field (version 1.02) with a non-bonded cutoff distance
of 10.0 A and distance dependent dielectric. An energy grid extending 3.0 A from the binding site
was implemented. The interaction energy was estimated by a trilinear interpolation value using soft
potential energy approximations. Rigid body ligand minimization parameters: 40 steepest descend

followed by 80 BFGS minimization iterations were applied to every orientation of the docked ligand.

= CDOCKER
CDOCKER is based on simulated annealing-molecular dynamics for docking *” CDOCKER protocol
includes the following steps. (i) A set of ligand conformations are generated using high-temperature
molecular dynamics starting with different starting conformers. (ii) Random orientations of the
conformations are produced by translating the center of the ligand to a specified location within the
receptor active site. (iii) A softened energy is calculated, and the orientation is kept if the energy is
less than a specified threshold. This process continues until the desired number of low-energy
orientations is found, or a maximum number of bad orientations have been tested. (iv) Each
orientation is subjected to simulated annealing molecular dynamics by heated up to a high preset
temperature then cooled to the target temperature. (v) A final minimization of the ligand in the rigid
receptor using non-softened potential is performed. For each final pose, the energy (interaction energy
plus ligand strain calculated by CHARMm force field) and the interaction energy alone are calculated.
The poses are sorted by CHARMm energy, and the top scoring (most negative, thus favourable to

binding) poses are retained. To enhance performance and shorten calculation times, non-bond energy
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grid is used for interaction energy calculations instead of full potential energy terms *’ The following
CDOCKER parameters were implemented in the current project: A binding site sphere of 8.15 A
radius surrounding the center of the co-crystallized ligand (PDB code: SLHI) ** was implemented.
Starting ligands' conformers were energy-minimized then heated to 1000 K over 1000 molecular
dynamics steps to generate 10 starting random conformations for each ligand. Each random
conformer was rotated 10 times within the binding pocket for subsequent energy refinement. The van
der Waals energies of the resulting conformers/poses were evaluated and those of > 300 kcal/mol
were discarded. Surviving conformers/poses were exposed to a cycle of simulated annealing over
2000 heating steps to targeted temperature of 700 K followed by 5000 cooling steps to targeted

temperature of 300 K. The docked poses were energy minimized to a final minimization gradient

tolerance zero Kcal/mol/A. Top 10 poses were saved for subsequent scoring.

Section SM3. Docking-Based Pharmacophore Modelling: Scoring of the Docked Poses.

Highest ranking docked poses generated by LibDock, LigandFit, and CDOCKER were scored
employing 7 scoring functions: Jain *3, LigScorel, LigScore2 6, PLP1, PLP2 *, PMF and PMF04 °.
LigScorel and LigScore2 scores were calculated employing CFF force field (version 1.02) and using
grid-based energies with a grid extension of 7.5 A across the binding site. PMF scores were calculated
employing cutoff distances of 12.0 A for carbon-carbon interactions and other atomic interactions,
while PMF04 scores were calculated employing cutoff values of 6.0 and 9.0 A for carbon-carbon

interactions and other atomic interactions, respectively.
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Section SM4. Docking-Based Pharmacophore Modelling: Pharmacophore Generation from
Docked Poses.

Each ionizable compound yielded 42 docked poses (2 ionization states x 3 docking engines x 7
scoring functions), non-ionizable compound yielded 21 poses (3 docking engines x 7 scoring
functions). The resultant 336 virtual LSD-1 ([7 ionizable compounds x 42 docked poses] + [2 non-
ionizable compounds x 21 docked poses] = 336) complexes were imported into Discovery Studio 4.5.
Hydrogen atoms were added to the proteins using the Discovery Studio 4.5 protein template for
hydrogen atoms. The Receptor-Ligand Pharmacophore Generation Protocol of Discovery Studio 4.5
was then used to extract a maximum of 10 pharmacophore models from each docked pose. A total of
902 pharmacophores were generated and fitted against inhibitors (1-198, Table SM1) end up with
669 pharmacophores that succeeded in mapping more than 5 compounds (less successful
pharmacophores were discarded). Pharmacophores were clustered into 85 groups using the average
hierarchal linkage clustering algorithm available in Discovery Studio (each cluster include
approximately 8 pharmacophores). A total of 85 pharmacophores that best explain training
compounds' bioactivities, i.e., of best correlations (F-statistic) connecting fit-values (calculated by
equation 4) with training list bioactivities (-Log (ICso) for compounds 1-198 in Table SM1), were
selected to represent their clusters. However, pharmacophores with less than 4 features were
discarded, leaving 29 models employed subsequently in ML. Table SM3 shows information about

representative pharmacophores including their features, success criteria.
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Table SM3: The performance of the best representatives (cluster centers) of clustered pharmacophore hypotheses generated for LSD-1 using
Docking-based methodology.

DO Jomizaion sate ocking - Sring gy peneg  Pharmacophoric Features in Generated P
Ionized LibDock PLP1 3 HBA, POSIon, RingArom, 2xHbic 0.01
199 Ionized LibDock LigScorel 1 HBA, POSIon, RingArom, 2xHbic 0.06
Un-ionized LibDock LigScore2 3 HBA, POSIon, RingArom, 2xHbic 0.23
Un-ionized LibDock LigScorel 5 HBA, POSIon, RingArom, 2xHbic 0.004
Un-ionized LibDock Jain 3 HBA, POSIon, RingArom, Hbic 4.87
Un-ionized Ligandfit PMFO04 5 2xHBA, POSIon, Hbic 0.2
206 Ionized CDocker PLP1 4 2xHBA, POSIon, Hbic 0.12
Ionized LibDock PLP1 3 HBA, POSIon, RingArom, 2xHbic 1.33
Tonized LibDock PMF 3 HBA, POSIon, RingArom, Hbic 0.01
Ionized LibDock PMF04 8 2xHBA, POSIon, Hbic 0.02
Tonized LibDock PMF04 10 2xHBA, POSIon, RingArom 0.12
Un-ionized LibDock PMF 5 HBA, POSIon, RingArom, 2xHbic 0.01
Tonized LibDock PLP2 3 HBA, POSIon, RingArom, 3xHbic 0.004
208 Tonized CDocker PMF04 9 HBA, POSIon, RingArom, 2xHbic 0.01
Ionized LibDock PMF 9 HBA, POSIon, RingArom, 3xHbic 34.61
224 Un-ionized LibDock Jain 5 2xHBA, POSIon, Hbic 0.24

256 Un-ionized CDocker LigScorel 10 HBA, POSIon, RingArom, Hbic 0.14
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Table SM3: The performance of the best representatives (cluster centers) of clustered pharmacophore hypotheses generated for LSD-1 using Docking-
based methodology.

l?;g:ad Ionization state l;lo:gkii:f fsu (;):tlll(l)%l Hypotheses Pharmacophog;ssfl::::: in Generated FP

Un-ionized LibDock Jain 6 4xHBA, RingArom, Hbic 1.90

276 Un-ionized Ligandfit LigScorel 2 2xHBD, HBA, Hbic 0.24
Un-ionized LibDock PMF 5 3xHBA, RingArom, 2xHbic 17.31

Un-ionized LibDock Jain 9 HBD, HBA, RingArom, 2xHbic 17.58

Un-ionized LibDock PMF 6 HBA, POSIon, RingArom, Hbic 5.60

Un-ionized Ligandfit PLP2 1 HBA, POSIon, RingArom, 2xHbic 0.02

230 Un-ionized Ligandfit PMF 1 2xHBD, HBA, Hbic 343
Tonized Ligandfit Jain 3 2xHBA, POSIon, 2xHbic 0.58

Ionized Ligandfit PLP1 5 2xHBA, POSIon, 3xHbic 0.16

Un-ionized LibDock PLP1 1 2xHBA, POSIon, RingArom 27.08

248 Ionized CDocker LigScorel 6 HBA, POSIon, RingArom, Hbic 16.82
Ionized LibDock PMF04 10 HBD, HBA, RingArom, 2xHbic 0.25

“Compound as in table SM1. “Fisher statistic calculated based on the linear regression between the fit values of collected inhibitors (1-198, Table SM1) against
pharmacophore hypothesis (employing the "best fit" option and equation (4), supporting section SM7) and their respective LSD-1 inhibitors bioactivities.
‘Bolded underlined row correspond to pharmacophore model that emerged in the best ML models.



45

Section SMS. Supervised ligand-based pharmacophore modeling: Selection of Training
Subsets
The collected list of compounds (1-198, Table SM1) were exported from ChEMBL or sketched

from recent published articles '%1%-27-2932

and transformed into single conformer 3D-structures in
Discovery Studio 4.5, then saved in structure database (SD) format. The conformational space of
each collected compound (Table SM1) was explored by DiscoveryStudio 4.5 using the “BEST
conformer generation” option to generate reasonable multi conformers for each ligand.
Conformation generation is based on the generalized CHARMm force field implemented in
Discovery Studio 4.5 36163, Default parameters were used in the conformation generation
procedure, i.e., a conformational group was generated with an energy threshold of 20 kcal/ mol
from the local minimized structure which has the lowest energy level and a maximum limit of 255
conformers per molecule %1763, These compounds were then categorized into 8 diverse training
subsets of bioactivity ranges extending over 1.8-2.6 logarithmic cycles (subsets A, B, C, D, E, F,
G, and H in Table SM4). Each set’s member compounds were selected in such a way that each
compound in each structural cluster was sampled at least once *>***, Training compounds were
carefully selected to conform to certain envisaged hypothetical binding mode, and that their inter-
member LSD-1 inhibitory differences are attributable to pharmacophoric features (e.g., hydrogen
bond acceptor (HBA), hydrogen bond donor (HBD), hydrophobic (Hbic), positive ionizable

(Poslon), hydrophobic ring aromatic (HbicArom) or ring aromatic (RingArom)) and not steric

and/or electronic effects (electron-donating or -withdrawing groups) 28:61:65-67.70,
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Section SM6. Supervised ligand-based pharmacophore modeling: Exploration of

Pharmacophoric Space.

Molecules of each training subset (and associated conformational models) were placed into

spreadsheets together with their bioactivities (ICso values). The bioactivities were reported with

“Uncertainty” of 3, i.e., the real bioactivity of any inhibitor is assumed to be situated in an interval

ranging from ' to 3 times the reported value of that inhibitor +%°7°. HYPOGEN module of

Discovery Studio 4.5 was used for automatic pharmacophore generation.

The training subsets were used to explore the pharmacophoric space of LSD-1 inhibitors over 64

automatic HYPOGEN modeling runs that included probing two inter feature distances (100 and

300 picometers), 4 or 5 pharmacophoric features and presence or absence of exclusion spheres, as

in Tables SM4 and SM5.

Pharmacophore modeling using HYPOGEN proceeds through three successive phases: (i)

constructive phase, (ii) subtractive phase, and (iii) optimization phase. During the constructive

phase, HYPOGEN produces common conformational alignments among potent training

compounds in a training subset.

A particular inhibitor is defined as being within this category if it satisfies equation (1) 37",
(MAct x UncMAct) - (Act/ UncAct) > 0.0 ............. (1)

Where “MAct” is the activity of the most active compound, “Unc” is the uncertainty of the

compounds, and “Act” is the activity of the training compounds under question.

In the subsequent subtractive phase, HYPOGEN removes some pharmacophores that fit inactive

inhibitors as defined based on equation (2) 3!,

Log (Act) —log (MAct) >BS ............. (2)
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Where BS is the bioactivity spread. This value is set 3.5 by default; however, in the current project

we modified to be between 1.8 and 2.6 due to limitations in the availability of inactive compounds

of more than 3.5 log cycle’s difference of the most potent member. Table SM4 shows the

bioactivity spread values implemented for each training subset.

Finally, in the optimization phase, HYPOGEN implements fine perturbations to pharmacophores

that survived the subtractive phase (vectored feature rotation, adding new feature and/or

subtracting an existing feature) to find new models of better correlation with bioactivity.

Table SM4: Training subsets employed in exploring the pharmacophoric space of LSD-1 inhibitors using
HYPOGEN and corresponding explored pharmacophoric features.

173, 180, 190,
194, 195, 198

No. of Compounds® Bioactiv
bsets | compounds it Explored Feat ¢
Subsets P M?St Moderate active Least active S y d¢ xplored Teatures
active? prea
1,3,7,8,9,12, 108, 117, s HBA (0-4), HBD (1-2), Hbic
A 18 26 16,17, 19, 20, 21, 118.151 . (0-1), POSIon (0-1),
28,29 ’ HbicArom (0-3)
B 19 41, 42,43, | 40,45,47,52,53, | 79, 83,97, 108, 26 HBA (1-1), HBD (1-2),
49, 50, 51 54 117, 118,151 HbicArom (3-3)
79, 83, 97, 108, 26 HBA (0-2), HBD (1-3),
C 12 49, 50, 51 52,53, 54 117, 118 HbicArom (1-3)
79, 83, 97, 108, 29 HBA (1-2), HBD (1-3),
D 12 41,42, 43 47,54 117,118, 151 HbicArom (1-3)
57, 58, ) HBA (2-2), HBD (1-1), Hbic
E 13 61, 63, 70 74,717,778, 82 97,98, 117,118 (0-2). HbicArom (1-1)
104, 127, 135,
105,111, | 170, 171,173, )5 HBA (1-2), HBD (1-1), Hbic
K 18 125 180, 190, 194, | /0> 83,123,162 (0-2). HbicArom (0-1)
195, 198
171,173, 180, 190, 29 HBA (1-2), Hbic (1-2), Hbic-
G 13 101, 129 194, 195, 198 79, 83, 123, 162 Arom (1-2)
104, 125, 127,
H 18 105, 111 135, 170, 171, 79,83, 123, 162 )5 HBA (1-2), HBD (1-1), Hbic

(0-2), RingArom (0-1)

aPotency categories as defined by equations (1) and (2) under supporting section SM6.°Structures are shown in table SM1.

dBioactivity spread determines the separation between actives and inactive compounds for the “Subtractive Phase” during
HYPOGEN pharmacophore modelling as in equation (2) and related text. ‘HBA: Hydrogen Bond Acceptor, HBD: Hydrogen
Bond Donor, RingArom: Ring Aromatic, Hbic: Hydrophobic, HbicArom: Hydrophobic Aromatic POSIon: positive ionizable

feature. Numbers in brackets refer to the allowed ranges of corresponding features.
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Table SMS: HYPOGEN automatic runs and parameters implemented to explore the pharmacophoric

space of each training subset in table SM4.

Run Min-Max Features® Spacing® EV*
1 4-5 100 0
2 4-5 300 0
3 5-5 100 0
4 5-5 300 0
5 4-5 100 10
6 4-5 300 10
7 5-5 100 10
8 5-5 300 10

*Max-Min refers to the allowed range of pharmacophoric features in each model.
Spacing refers to the maximum interfeature distance in picometers. Other parameters were set to their default values.
°EV: maximum number of allowed exclusion volumes.

Section SM7. Supervised ligand-based pharmacophore modelling: Assessment of the
Generated Pharmacophore Hypotheses

During generation of pharmacophore hypotheses, HYPOGEN attempts to reduce certain cost
criteria consisting of three components: Weight cost, error cost, and configuration cost 3%4%72
Weight cost increases when the feature weight (bioactivity contribution of each feature) in a model
diverges from 2. The deviation between the experimentally determined bioactivities and estimated
values adds to the error cost. The activity of any training compound can be predicted from certain
pharmacophore model through equation (3) 3606263,

Log (Estimated Activity) = I+ Fit..................... 3)

Where, I = the intercept of the regression line gained by plotting the log of the biological

activity of the training set compounds against the Fit values of the training compounds. The Fit

value for any compound is calculated automatically by equation (4).
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Fit = mapped hypothesis features x W [1— X(disp/tol)?] ............. (4)
Where, mapped hypothesis features represent the number of pharmacophore features that
successfully superimpose (i.e., overlap or map with) corresponding chemical moieties within the
fitted compound. “W” is the weight of the corresponding hypothesis feature spheres. This value is
fixed to 1.0. “disp” is the distance between the center of a particular pharmacophoric sphere
(feature centroid), and the center of the corresponding overlapped chemical moiety of the fitted
compound. “Tol or Tolerance” is the radius of the pharmacophoric feature sphere. “X(disp/tol) >”
is the summation of (disp/tol)’> values for all pharmacophoric features that successfully map
corresponding chemical functionalities in the fitted compound >4,
The third cost term, known as "configuration cost" (Config cost), penalize the complexity of the
hypothesis. The more features in a generated hypothesis the higher the value of this cost.
The overall cost (total cost) of a hypothesis is obtained by summing over the three cost factors.
However, error cost is the main contributor to total cost. Furthermore, HYPOGEN calculates the
cost of a null hypothesis that assumes no relationship in the data, i.e., experimental activities are
normally distributed about their mean. Accordingly, the greater the difference from the null
hypothesis cost, the more likely that the pharmacophore hypothesis represents significant
correlation. HYPOGEN ranks the generated pharmacophores according to their total costs
39606263 HYPOGEN presents the highest-ranking models (10 by default) as optimal
pharmacophores generated from certain automatic modeling run.
Another approach to assess the quality of Discovery Studio-HYPOGEN pharmacophores is to
cross-validate them based on Fisher’s randomization test (Fisher, 1966) via Cat-Scramble program
implemented in HYPOGEN. In this validation HYPOGEN is instructed to generate 9 random

spreadsheets by the Cat-Scramble command. Subsequently, HYPOGEN is challenged to use these
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random spreadsheets to generate pharmacophore hypotheses using same features and parameters
used in generating the initial unscrambled hypotheses. Success in generating pharmacophores of
comparable cost criteria to those produced by the original unscrambled data reduces the confidence
in the unscrambled original pharmacophore models and the training compounds 3%%626375 Based
on Fisher randomization criteria, only pharmacophores that scored more than 80% significance
were included in subsequent processing (clustering and ML analyses). Therefore, 407

pharmacophore models were selected for subsequent clustering.

Section SMS8. Supervised ligand-based pharmacophore modeling: Clustering of the
Generated Pharmacophore Hypotheses

Surviving models were clustered into 40 groups using the hierarchical average linkage method in
HYPOGEN. Subsequently, best representatives based on their F-values (calculated from the
correlation of fit values against the bioactivities (-Log (ICso)) for the total list of collected LSD-1
inhibitors 1-198 in Table SM1) were selected. Subsequently, pharmacophores of less than 4
diverse features or only fitted less than 5 compounds in Table SM1, were removed leaving 27
surviving pharmacophores to proceed to the subsequent ML modeling. Supplementary table SM6
shows information about representative pharmacophores including their features, and success

criteria.



Table SM6: The performance of the best representatives (cluster centers) of clustered pharmacophore hypotheses generated for LSD-1 using

51

HYPOGEN pharmacophores generation methodology.

Trzsli::ng Run”  Hypotheses Pharmacophoric Features in Generated Hypotheses Total cost (li;:o(:lfl:sl;il st(i)(sltl(lial Rrun® F total’

1 2 HBA, HBD, Hbic, POSIon 77.15 67.70 9.45 0.95 0.48
1 4 2xHBA, HBD, HbicArom 77.59 67.70 9.89 0.94 1.21
3 7 HBA, HBD, HbicArom, Hbic, POSIon 78.14 67.70 10.44 0.89 1.28
4 5 HBA, HBD, HbicArom, Hbic, POSIon 77.97 67.70 10.27 0.94 0.38

A 4 7 HBA, HBD, HbicArom, Hbic, POSIon 78.58 67.70 10.88 0.94 0.18
5 10 2xHBA, HBD, HbicArom 77.38 67.70 9.68 0.93 1.03
6 2 2xHBA, HBD, Hbic 75.38 67.70 7.68 0.97 3.28
6 9 2xHBA, HBD, Hbic 76.10 67.70 8.4 0.92 8.33
7 6 HBA, HBD, HbicArom, Hbic, POSIon, 3xEV 76.69 67.70 8.99 0.93 1.93
1 1 HBA, 2xHBD, HbicArom 56.76 68.69 11.93 0.99 32.08
2 1 HBA, 2xHBD, HbicArom 56.53 68.69 12.16 0.99 133.56

c 2 7 HBA, 2xHBD, HbicArom 57.47 68.69 11.22 0.97 35.03
5 9 HBA, 2xHBD, HbicArom, 3xEV 58.06 68.69 10.63 0.97 37.76
6 5 HBA, 2xHBD, HbicArom 56.50 68.69 12.19 0.98 43.96
6 6 2xHBA, HBD, HbicArom 56.62 68.69 12.07 0.98 34.25
1 2 2xHBA, HBD, HbicArom 58.03 62.34 431 0.99 2.34
2 9 2xHBA, HBD, HbicArom 57.54 62.34 4.8 0.99 10.63

E 6 1 2xHBA, HBD, HbicArom, 3xEV 56.67 62.34 5.67 0.99 13.50
6 6 2xHBA, HBD, HbicArom, 2xEV 57.24 62.34 5.1 0.98 7.02
6 8 2xHBA, HBD, HbicArom 57.34 62.34 5 0.98 19.12
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Training Run®  Hypotheses® Pharmacophoric Features in Generated Hypotheses Total cost ~ Costofmull - Residual g, ye g gotalr
Set? hypothesis Cost?
1 5 2xHBA, HBD, Hbic 79.9 79.20 0.7 0.95 0.20
1 8 2xHBA, HBD, Hbic 80.09 79.20 0.89 0.96 13.04
F 1 9 2xHBA, HBD, Hbic 80.22 79.20 1.02 0.97 4.79
2 2 2xHBA., HBD, Hbic 78.24 79.20 0.96 0.97 5.26
5 5 HBA, HBD, 2xHbic, 1IXEV 78.36 79.20 0.84 0.96 15.56
1 2 2xHBA, HBD, Hbic 79.27 79.20 0.07 0.98 0.16
i 1 8 2xHBA, HBD, Hbic 79.87 79.20 0.67 0.97 6.03

?Correspond to training subset in Table SM4.

Correspond to runs in Table SM5.

“Best models among their cluster members, as judged based on F-statistic generated by correlating fit values of the whole list of collected compounds with the
corresponding bioactivities (Table SM1). Numbers correspond to rank of each hypothesis in each DiscoveryStudio automatic pharmacophore generating run.

“The difference between the total cost and the cost of the corresponding null hypotheses.

“The correlation coefficients between bioactivity estimates and bioactivities of corresponding training compounds in the subset.

Fisher statistic calculated based on the linear regression between the fit values of collected inhibitors (1-198, Table SM1) against pharmacophore hypothesis (employing
the "best fit" option and equation (4), see supporting section SM7) and their respective LSD1 inhibitors bioactivities.

¢Bolded underlined row correspond to pharmacophore model that emerged in the best ML models.



53

Section SM9. Unsupervised ligand-based pharmacophore modelling: Selection of Training
Subsets and Exploration of Pharmacophoric Space

The pharmacophoric space of LSD-1 inhibitors was explored through 16 carefully selected training
subsets from the collected inhibitors (see Supplementary Table SM7). Each subset was used to
conduct 12 automatic runs (Table SMS). Needless to say, that training compounds for
unsupervised pharmacophore modelling need not to be bioassayed by the same procedure.

The training subsets were selected such that each subset represents certain hypothetical binding
mode. Subsequent pharmacophore exploration translated the proposed binding modes into
corresponding pharmacophore models. The training compounds of each subset were selected in
such a way that the inter-member bioactivity differences within each subset are attributable to the
presence or absence of pharmacophoric features (e.g., hydrogen bond acceptor [HBA], hydrogen
bond donor [HBD], hydrophobic [Hbic], positive ionizable, or ring aromatic [RingArom]) rather
than bioactivity-enhancing or -reducing auxiliary groups (e.g., electron-donating or -withdrawing
groups). The conformational space of each inhibitor was explored adopting the “CAESAR” option
within Discovery Studio 4.5. Default parameters were used in the conformation generation
procedure, i.e., a conformational group was generated with an energy threshold of 20 kcal/ mol
from the local minimized structure which has the lowest energy level and a maximum limit of 255
conformers per molecule *%%, The unsupervised pharmacophore generation package “Common
Feature Pharmacophore Generation” evaluates active training set members based on the types of
chemical features they contain, along with the ability to adopt certain conformation that allows
those features to be superimposed on a particular configuration. The user defines how many
molecules must map completely or partially to the hypothesis via the Principal and MaxOmitFeat

parameters. Compounds that were considered as “active” were assigned a principal value of 2 and
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MaxOmitFeat of 0 to ensure that all of their chemical features will be considered in pharmacophore
generation. On the other hand, compounds that were treated as “moderately active” were assigned
a principal value of 1 to denote their intermediate status. Inactive compounds were assigned a
principal value of 0. Each moderately active or inactive compound was carefully evaluated to
assess whether its low potency is attributable to missing one or more pharmacophoric features (i.e.,
compared to active compounds) or related to possible steric clashes within the binding pocket, or
due to both factors. Therefore, inactive (or moderately active) compounds suspected of missing
one or more pharmacophoric features were assigned MaxOmitFeat values of 1 or 2, respectively.
Spaces occupied by conformers of this group of compounds and free from conformers of active
compounds are filled with exclusion volumes. On the other hand, compounds that seem to be
inactive mainly due to steric clashes within the binding pocket were assigned MaxOmitFeat value
of 0. This value instructs unsupervised LB-modeling to force inactive compound(s) to fit all the
pharmacophoric features of the binding model and therefore permits the software to identify spaces
occupied by excess structural fragments of inactive compounds and fill them with exclusion
volumes. Table SM7 shows training subsets, “Common Feature Pharmacophore Generation”
parameters and explored pharmacophoric features employed in unsupervised exploration of the
pharmacophoric space of LSD-1 inhibitors. For each training subset and related parameters,
unsupervised LB-modelling was instructed to explore 4, 5 or 6-featured pharmacophores, at 1.0 or
3.0 A interfeature distances and with or without exclusion volumes, as in Table SMS8. The resultant
pharmacophores are ranked as they are built. The ranking is a measure of how well the active
training molecules map onto the proposed pharmacophores, as well as the rarity of the
pharmacophore model. If a particular pharmacophore is “rare,” then it will be less likely to map to

an inactive compound and therefore it will be given a higher rank >4,
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Table SM7: Training subsets, Unsupervised LB-pharmacophores modeling parameters and explored pharmacophoric features employed in

unsupervised exploration of the pharmacophoric space of LSD-1 inhibitors.

. Principal/MaxOmitFeat Combinati
Subsets No. of e Explored Features®
Compounds 2/0 1/1 1/0 0/2 0/1 0/0
1,3,7,8, 108
I 18 26 9,12, 16, 117’ HBA (0-4), HBD (1-2), Hbic (0-1), POSlIon (0-1),
17,19, 20, 118 1’51 RingArom (0-3)
21, 28, 29 i
41, 42, 79, 83,
43,49, 40,45, 47, 97, 108, .
J 19 50, 51, 53, 54 117, HBA (1-1), HBD (1-2), RingArom (1-3)
52 118, 151
49, 50 7, 83,
K 12 P 53, 54 97, 108, HBA (0-1), HBD (1-3), RingArom (1-3)
51,52
117,118
79, 83,
L 12 41"‘;2’ 47, 54 971’11708’ HBA (1-2), HBD (1-3), RingArom (1-3)
118, 151
57,58, 70,774,177, 97, 98, i i _— . i
M 13 61, 63 78, 82 117,118 HBA (1-2), HBD (1-1), Hbic (0-2), RingArom (1-1)
104, 125,
127,135,
170,171, 79, 83, . .
N 18 105, 111 173. 180, 123, 162 HBA (1-2), HBD (0-1), Hbic (0-2), RingArom (0-1)
190, 194,

195, 198
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Table SM7: Training subsets, Unsupervised LB-pharmacophores modeling parameters and explored pharmacophoric features employed in unsupervised

exploration of the pharmacophoric space of LSD-1 inhibitors.

No. of Principal/MaxOmitFeat Combination® .
Subsets compounds® 570 11 70 02 o1 070 Explored Features
171, 173, 180,
o) 13 101,129 190,194, 195, 79, %2123’ HBA (1-2), Hbic (1-2), Hbic-Arom (1-2)
198
104, 125, 127,
" 135, 170, 171, 79,83, 123, HBA (1-2), HBD (0-1), Hbic (0-2),
P 105, 111 173, 180, 190, 162 RingArom (0-1)
194, 195, 198
. 265. 266 262, 263, HBA (1-3), Hbic (0-1), POSIon (0-1),
Q 254, 256, 257 ) 250 264 RingArom (2-3)
0 249, 255, 267, HBA (2-4), Hbic (0-1), POSIon (0-1),
R 252, 253, 258 268, 269 250, 259 RingArom (2_3)
HBA (1-4), Hbic (1-3), POSIon (0-1),
9 218,219 223,225,
S 207, 208, 209 226, 279 RingArom (1-3)
200, 201, HBA (2-4), Hbic (0-1), POSIon (0-1),
T 1 202,203, 221,222,224 210,279

204, 205

RingArom (1-3)
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Table SM7: Training subsets, Unsupervised LB-pharmacophores modeling parameters and explored pharmacophoric features employed in unsupervised
exploration of the pharmacophoric space of LSD-1 inhibitors.

No. of Principal/MaxOmitFeat Combination® .
Subsets compounds® 70 11 70 02 o1 070 Explored Features
272,274
10 Y 277,278, HBA (2-4), Hbic (0-1), RingArom (0-2)
U 271,273,276 275 280, 281
y " 229,244,245, 235237, ;gz, ;gg, HBA (2-4), Hbic (0-2), POSIon (0-1),
246, 247 241 > ’ RingArom (1-3)
233
227, 228, HBA (1-3), Hbic (0-1), POSIon (0-1),
A\ 12 236, 240 238, 243 242 231, 232, 239 RingA 13
233, 234 ingArom (1-3)
, 213, 214, HBA (0-3), HBD (1-3), Hbic (0-1),
X 212,216 215 211, 215 RingArom (0-2)

*Compounds' structures are shown in Table SM1. °2/0: Active compounds with no missed feature, 1/1: Intermediate compounds with one missed feature,
1/0: Intermediate compounds with no missed feature, 0/2: Inactive compounds with tow missed features, 0/1: Inactive compounds with one missed
feature, 0/0: Inactive compounds with no missed features. “HBA: Hydrogen Bond Acceptor, HBD: Hydrogen Bond Donor, RingArom: Ring Aromatic, Hbic:

Hydrophobic, Hbic-Arom: Hydrophobic Ring Aromatic POSIon: positive ionizable feature. Numbers in brackets refer to the allowed ranges of corresponding
features.
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Table SM8: “Common Feature Pharmacophore Generation” automatic runs
performed to explore the pharmacophoric space of each training subset in table SM7.

Min-Max

Run Features® Spacingb EV©
1 4-4 1.0 0
2 4-4 3.0 0
3 5-5 1.0 0
4 5-5 3.0 0
5 6-6 1.0 0
6 6-6 3.0 0
7 4-4 1.0 10
8 4-4 3.0 10
9 5-5 1.0 10
10 5-5 3.0 10
11 6-6 1.0 10
12 6-6 3.0 10

*Max-Min refers to the allowed range of pharmacophoric features in each
model. "Spacing refers to the maximum inter-feature distance in A. Other
parameters were set to their default values. “EV: maximum number of
allowed exclusion volumes.

Section SM10. Unsupervised ligand-based pharmacophore modeling: Clustering of the
Generated Pharmacophore Hypotheses

Eventually, 882 pharmacophore models resulted from automatic runs. These were fitted against
LSD-1 inhibitors 1-198 Table SM1, and their fit values (generated by equation 4, supporting
section SM7) were correlated with their corresponding bioactivities (ICso values, Table SM1) to
determine their correlation F-values. Subsequently, the resulting pharmacophores were clustered
using hierarchal average linkage clustering algorithm into 60 groups (about 14 pharmacophores
per cluster). Thereafter, pharmacophore models that best explain bioactivity variations within
LSD-1 inhibitors 1-198 (Table SM1), based on F-statistic, were selected to represent their clusters
yielding 60 pharmacophores. However, models with less than four features were discarded leaving
24 pharmacophores to proceed for subsequent ML. Table SM9 shows the performances of

surviving pharmacophores.
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Table SM9: The performance of the best representatives (cluster centers) of clustered pharmacophore
hypotheses generated for LSD-1 using Unsupervised-LB pharmacophore modeling.

Pharmacophoric Features in Generated

Training Set? Run®  Hypotheses Hypotheses F¢
I 1 3 HBA, HBD, POSIon, RingArom 0.37
J 1 9 HBA, 2xHBD, RingArom 60.58
K 3 3 HBA, 2xHBD, 2xRingArom 25.58
L 2 5 2xHBA, HBD, RingArom 2491
8 8 2xHBA, HBD, RingArom, 10xEV 12.25

1 4 HBA, HBD, RingArom, Hbic 3.32

2 8 HBA, HBD, RingArom, Hbic 8.87

3 5 HBA, HBD, RingArom, 2xHbic 9.37

M 3 10 HBA, HBD, RingArom, 2xHbic 5.07
4 4 2xHBA, HBD, RingArom, Hbic 4.96

4 6 2xHBA, HBD, RingArom, Hbic 5.57
6 2 2xHBA, HBD, RingArom, 2xHbic 11.10

11 3 2xHBA, HBD, RingArom, 2xHbic 6.24

7 4 2xHBA, RingArom, Hbic, 10xEV 0.44

P 7 6 2xHBA, RingArom, Hbic, 10xEV 0.85
9 6 2xHBA, RingArom, Hbic, 10xEV 0.06

3 5 HBA, POSIon, 2xRingArom, Hbic 8.88

Q 3 7 HBA, POSIon, 2xRingArom, Hbic 8.32
9 9 HBA, POSIon, 2xRingArom, 10xEV 3.11

1 4 HBA, POSIon, RingArom, Hbic 0.08

S 1 10 HBA, POSIon, RingArom, Hbic 0.38
2 9 HBA, POSIon, RingArom, Hbic 0.003

W 4 7 HBA, POSIon, 2xRingArom, Hbic 0.003
6 8 HBA, POSIon, 3xRingArom, Hbic 0.52

®Correspond to subsets in Table SM7.

Correspond to runs in Table SMS8.

“Fisher statistic calculated based on the linear regression between the fit values of collected inhibitors (1-198, Table SM1)
against pharmacophore hypothesis (employing the "best fit" option and equation (4), supporting section SM7) and their
respective LSD-1 inhibitors bioactivities.

4Bolded underlined row correspond to pharmacophore model that emerged in the best ML models.
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SM11. Validation of generated Pharmacophore Models using Receiver-operating
Characteristic (ROC) Curve Analysis.

ML selected pharmacophores were validated using receiver-operating characteristic (ROC) curve
analysis. ROC analysis evaluates the capability of a particular pharmacophore model(s) to
correctly classify a group of compounds into actives and Inactives. It affords the Area Under the
ROC curve (ROC-AUC) **86% ROC curve is plotted by considering the highest score of an active
molecule as the first threshold then counting the number of inactive compounds within this cut-off
value, and both the corresponding sensitivity (Se) and specificity (Sp) are calculated using
equations (5) and (6), respectively. This process is repeated using the active molecule possessing
the second-highest score and so on until the scores of all active compounds are considered as

selection cut-off values 3¢°7.

So Number of Selected Actives TP
Total Number of Actives TP + FN

_ Number of Discarded Inactives TN
Total Number of Inactives TN + FP

Where, TP (true positive) is the number of active compounds that are captured by the

pharmacophore under concern, FN (false negative) is the number of active compounds discarded
from the hits list, TN (true negative) is the number of discarded inactives, while FP (false positive)
is the number of captured inactives.

The ROC curve for ideal distributions (where active compounds are separate and distinct from the
inactives, i.e., no overlap between actives and inactives) arise vertically to the upper-left corner
(Se = Sp = 1) and then joins the upper-right corner horizontally. Hence, the more a ROC curve

bends towards the upper left corner of the diagram, the more distinct the signal appears ®.Success
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of a virtual screening workflow depends on the area under the ROC curve (AUC): with an optimal
value of 1 and random distribution of 0.5. Any virtual screening that performs better than random
discrimination of actives and inactives get an AUC value between 0.5 and 1, whereas an AUC
value lower than 0.5 represents the unfavorable case of a virtual screening method that has a higher

probability to assign the best scores to inactives than to actives >°-.

Section SM12. In vitro experimental studies- Cell culture: Growth conditions.
SH-SYS5Y (Neuroblastoma, CRL-2266), Panc-1 (pancreatic carcinoma, CRL-1469) and U-87 MG
(glioblastoma, HTB-14) originally obtained from the American Type Culture Collection (ATCC;

USA) and were kindly provided by Stem Cell Therapy Center (CTC), University of Jordan.

Each cell line was cultured in specific media. SH-SY5YH and U-87 MG cells were cultured with
Dulbecco’s modified Eagle medium: Nutrient Mixture F-12 (DMEM/F-12) (DMEM) (Gibco,
USA), While Panc-1 cells were cultured in Advanced Dulbecco’s modified Eagle medium
(Advanced DMEM) (Gibco, USA), supplemented with 15% (v/v) heat-inactivated fetal bovine
serum (FBS) (biowest, USA), 1% v/v L-glutamine (EuroClone, Italy), and 1% (v/v) penicillin-
streptomycin (EuroClone, Italy). Cells were grown in 75 cm? attached types, filter-cap culture
flasks (Membrane Solutions, USA). Then were incubated at 37°C in a 90% humidified atmosphere
of 5% CO2 (normoxic conditions) and were maintained in a tissue culture incubator (Nuaire,
China). The equipment’s used in cell culture were commercially pre-sterilized and disposable, and
cell culture grade quality solutions were used. All procedures involving the cell culture were

performed under class II biological safety cabinet (Heal-Force, China).
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Section SM13. In vitro experimental studies- Cell culture: Cell Harvesting (Passaging).

When the confluency of the attached cells on a flask surface exceeds 80%, (i.e., observed under
an inverted light microscope (Olympus, USA)), trypsin-EDTA (Ethylene diamine tetra acetic acid)
was used to trypsinize the cells. The medium was aspirated, cells attached to the flask surface were
washed with phosphate buffer saline (PBS) (Hyclon,USA). Thereafter, 2 ml of 1X trypsin-EDTA
(Gibco, USA) was added. Afterwards, the flasks were incubated at 37°C for 3-5 minutes (until
detachment of cells was observed from outside of the flasks and under the inverted light
microscope), and FBS-supplemented growth medium (4 ml) was added to deactivate the trypsin.
Detached cells' suspension was centrifuged (Biofuge, Heraeus, Germany) at 1020 RPM, 4 °C for
5 minutes in 15 ml or 50mL polypropylene tubes (Isolab, Germany). Eventually, cells were re-
suspended in fresh media and passed into new culture flasks or separated for further experiments,
it has to be mentioned that SH-SYSY cells were with passage number not exceeding 14, U-87 MG

with passage number 6-8, while Panc-1 with passage number equal 32.

Section SM14. In vitro experimental studies- Cell culture: Cell Proliferation Assays.

=  Viable cell count

An aliquot of trypsinized cells was used to count viable cells, they were stained with trypan blue
(Sigma-Aldrich, UK) in 1: 1 ratio (Trypan blue: Cell suspension). As viable cell membrane is
impermeable to trypan blue, the viable cells appear as bright sphere, while dead cells stained in
dark blue colour. Stained cell mixture was loaded on Countess II slide, to accurately count the
viable cell by applying a deep-learning neural network algorithm implemented in Invitrogen

Countess II.
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= MTT Cell Proliferation Assay

Inhibitory effect of the hits on SH-SYSY cells were evaluated by a colorimetric method of
CellTiter Non-Radioactive Cell Proliferation Assay Kit® (Promega, USA), based on the
reduction of a yellow tetrazole, 3-(4,5-Dimethylthiazol-2-yl)-2, 5-diphenyl tetrazolium bromide

(MTT), to a purple formazan, a process that take place in the mitochondria of viable cells.

Briefly, the cells were seeded onto 96-well plates (Greiner, Germany) at a concentration of 2x10%
cells/well and incubated for 24 hours through which cells are attached to the walls of the wells.
Subsequently, hits under concern were screened on 50 uM and 10 pM concentrations (100 pL/
well). Each concentration was added in triplicates, and every plate contained a control of cells in
plain medium. The cells were then incubated at 37 °C for 72 hours. After incubation, the media
were aspirated from the wells and replaced by fresh media (100 pL/ well), and 15 pl MTT dye
solution. The plates were incubated at 37 °C for four hours, and then 50 pL of solublization/stop
solution was added to each well. Optical density (OD) at 560 nm wavelength was recorded one

hour later using a 96-well plate reader (GloMax, Promega).

= Reversal of SH-SYSY resistance by verapamil

As SH-SYSY cells are highly expressing ATP binding cassette subfamily B member 1 (ABCBI,
MDRI1) (Normalized expression, NX: 36.8%) '%, cell resistance were reversed using 10 uM
concentration of verapamil added with each hit and incubated with cells for 72 hours for

subsequent MTT viability assay 11192,
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FAD901

(E)

Figure SM2: Crystallographic complexes SLGT and SLHH with corresponding pharmacophore models fitted onto
the co-crystallized ligands. (A, B and C) Three crystallographic SB pharmacophores generated from co-crystallized
complexed ligand in SLGT (compound 235 in Table SM1). (D and E) Two pharmacophore models extracted from
the complexed ligand in SLHH (compound 229 in Table SM1). Hbic features are represented as light blue spheres,
HBD as purple vectored spheres, HBA as green vectored spheres, RingArom as orange spheres.
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Table SM10: ML Training list compounds

C d Activit
""‘I‘]’;’““ SMILES zl;‘s Y | Source

ML- 1 O=C(OC(C(HD(HDHN(CHDHDHDCHD(HDHDNAC(HDN(HDCIHDHDN(CESDISIC(HD)(H)C=IN Active 27
=NN(C=1[H]D)C((H])([HDC3=C([H])C(=O)OC=2C([H])=C(O[H])C([H]))=C([H])C=23)C([H])([H])C4([H][H]

ML- 2 O=C(NIC([HD)(HDC(HD(HDC(HDHIN(HDHDCHD(HDCI(HPHDC(H)(HPN{/C2=CAH])C([H])=C(C#N Active 33
)YC(HD=C2[HDC(HD)(H)C3=C([H)C(HD=C(C(H])=C3[H])C(HD(HD[H]

ML- 3 O=C(OC(C(HD)(HDHMHEHCHDNHDMHDC(HD(HDHDNAC(HD(HDC(HD(HDN(CE[SDISIC(H)(H)C=IN Active 27
=NN(C=1[HD)C(HD(HD)C3=C(H)C(=O)OC=2C([H])=C([CIDC(HD)=C([H)C=23)C([H])([H])C4([HD[H]

ML 4 | O=CONICAHD(HDCHDHDCHNN(HDHDCHD(HDCI(HDHDCHNHINUC2=COHDCHD=CCHN |, o | 4
)YC(HD=C2[H)C(H])(H)C3=C([HDC((H])=C([H)C([H])=C3[H]

ML.s | O=CONICHD(HDCHDCHDCCHDNHDHDCAHN(HDC I (HDHDCHD(HYN(C2=COHDO(HD=CCHN |, o | 5
)C([H])=C2[H)C([HD([H])C3=C([H])C([H])=C4/C(=C3/[H])C([H])=NN4C([H])([H])[H]

ML- 6 O=C(OC(C([HD(HDHN(CHD(HDHDCHDHDHDNAC([HD)(HDCIHDHDN(CESDISIC(HD)(H)C=IN Active 27
=NN(C=I1[H]DC(H])([H)C3=C([H)C(=O)OC=2C([H])=C(N([HD[H])C([H])=C([H])C=23)C([H)([H])C4([HD[H]

ML- 7 O=C(NIC(HD)(HDC(HDHDC(HNCHD(HDCIHDHDCIHDHDNHDHDCHDHDNGC2=CAHDC([ Active 33
H])=C(C#N)C([HD=C2[HDC([H])([HDC3=C([H)C([H)=C(C([HD)=C3[H)C(H])([HD[H]

ML- 8 O=C(N1C(HD)(HDC(HDHDCHNCHD(HDCI(HDHDCIHDHDNHDHDCHDHDNGC2=CAHDC([ Active 33
H])=C(C#N)C([HD=C2[H)C(H)([HDC3=C([HDC([H)=C([CI])C([H])=C3[H]

ML- 9 O=C(N1C(HD)(HDC(HDHDCHNCHD(HDCI(HDHDCIHDHDNHDHDCHDHDNGC2=CAHDC([ Active 33
H])=C(CAN)C([H])=C2[H])C([H])([H])C3=C([HDC(H])=C([F)C([H])=C3[H]

ML- 10 O=C(NIC([HD)(HDC(HD(HDC2(C(HD)HDCHHDHDCHNHDN({HDC2(HDHDC(H)(HPN(C3=C(\[H] Active 33

)C(HD=C(CHN)C([H])=C3[HDC(HD(HDCA=C(HNC(H]))=COC(HD(HDIHDC([F]))=C4[H]
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Table SM10: ML Training list compounds

Compound SMILES Activity S
ID class ource

ML-11 | NWC/CA=CHDC(H])=C(C2=CON=C(/[H]))C(OC(HD([HDIC@] L(HDC(HN(HDCCHDHDN(HDCI[HDHD=C | 4 . 34
2[H)C3=C(HDC([H))=C(C([H])=C3[HDC(H)(HDIHDC([H])=C4[H]

ML-12 | NC/CI=CAHDC(H])=C(C(H])=CI[HD[C@@]4[HDIC@]((H)(C2=C(HNC(HD=C(C(H)=C2[HNCHD[HDH | 4 .. 34
DEHDHDNCEO)C@]3(HDC(HD(HDCHDHDNHDC(H)(HDC3(HDHDCAH[H][H]

ML 13 | WC/CI=CAHDC(HD=C(C(H])=CIHD[C@@]4(HDIC@I[H)(C2=C(HNCHD=C(C(H)=C2[HNC(H([HDH | , . 34
DC(HDHDN(CE=O0)[C@@]3(HDCHDHDC(HNIHDCHD(HDIC@IHDHIN(HDHDC3(HPIHDC4H([H][H]

ML-14 | NC/CI=CAHDC(H])=C(C(H)=CI[HD[C@@]4[HDIC@]((H)(C2=C(HNC(HD=C(C(HD=C2[HNCHD[HDH | , . 34
DCHDHDNCEO)YC(HD(HDIC@3(HDCHD(HDCHNDIHDNHDCHD(H)C3(HDHDC4((HDH]

ML-15 | WC/CI=CAHDC(H])=C(C(H])=CI[HD[C@@]4[HDIC@](H)(C2=C(HNC(HD=C(C(HD=C2[HNCHD[HDH | , .. 34
DEHDHDN(CEO)YC(HD(HDIC@3(HDCHD(HDNHDC(HD(HDCHD(HDC3(HDHDC4((HDH]
N#C/C1=C(\[H])C([H)=C(C([H)=CI[H])[C@@4(HD[C@]([H)(C2=C(H)C([H])=C(C([H])=C2[H])C([H])([H][H

ML- 16 Rg%ﬁ%([H])N(C( O)C(HN(HDIC@B(HDC(HN(HDCHDHDIC@I(HDIN(HDHDC(H([HDC3(HPIHDC4 | Active 34
NHC/C1=C[HDC([H])=C(C((HN=C1[HN[C@Q@]4([H)[C@]([H]YC2=CHNC([H])=C(C((H=C2H)CHI([H][H

ML-17 25(([[P1]]))[([I]1])N(C(=0)[C@]3([H])C([H])([H])C([H])([H])[C@@]([H])(C([H])([H])C3([H])[H])C([H])([H])N([H])[H]) Active 34

H])[H
N#C/C1=C(\H)C(HD=C(C([H)=CI[HD[C@@]4(HD[C@]([H])(C2=C(H)C([H])=C(C([H])=C2[H])C([H])([H])[H

ML-18 | DC(HD(HDN(CE=0)[C@@3(HNCIHD(HDC(HNHDIC@I[HN(C(HD(HDCI(HDHDC(HDHDN{HDC(H | Active 34
DHDH])CA(HDH]
N#C/C1=C(\[H])C(H)=C(C([H])=C I [HN[C@@4(HN[C@](H])(C2=C([H])C([H])=C(N=C2/[H]) OC(H])([H)[H])

ML-19 gg[(f[ll]{)]()[[HH]])N(CFO)C([H])([H])[C@@]3([H])C([H])([H])C([H])([H])[C@@]([H])(N([H])[H])C([H])([H])C3([H])[H]) Active 34
N#C/C1=COH])C(HD=C(C(H)=CI[HD[C@@]5([HD[C@]([H])(C2=C([H]C([H])=C3/C(=C2/[H]C([H])=NN3C([

ML-20 | H)((HDHDC[HD(HDN(CEO0)[C@@]4(HDC(HD(HDC(HNHDIC@@][HDMN(HDHDCHD(HN)CA(HD[H] | Active 34

)C5([HD[H]




88

Table SM10: ML Training list compounds

C Activit

A SMILES | e

ML-21 | SIECUSICAHDHDC=IN=NN(C=1[H)C(H])[HNC=2C(HD=C(HDCEC(HDC=2[HNCAHDAHDIHDNICAHD | 5 ive 28
H)CHD[HDN(CEO)OC(C(HDHDHD(CCHNHDHDC(HD(HDHDC[HD(HDC3([HD[H]

ML-22 | NC/CI=CAHDC(H])=C(C(HD=CI[HDIC@@]5([HD[C@](H)(C2=C((H)C(HD=C3/C(=C2/[H)C([HD=NN3C([ | , .. 34
H)([HDHDC(HD(HDN(C(=0)CA=C([H)C([H))=C(C((H)=CAHDC(HD(HDN(HDH)CS(HD[H]
N#C/C1=C(\[H])C([H]))=C(C([H))=CI[HD[C@@]5((HD[C@]([H(C2=C([H])C([H])=C3/C(=C2/[H])C([H)=NN3C([

ML-23 | Hh([HDHDC(HD(HDN(CEO)[C@4H[HDCHNHDCHD(HDIC@@IHICIHDN(HDCHHDHDCHD(H]) | Active 34
N([HDHDCS(HD[H]

N#C/C1=C(\[H])C([H])=C(C([H])=C1[HD[C@@]5([HD[C@]([H(C2=C([H])C([H])=C3/C(=C2/[H]) C([H)=NN3C([

ML-24 | H)([HDHDC(HD(HDN(C(=0)[C@@]4[HDCHDHDC(HD(HDIC@IHNC(HD(HDCA[HDHDC(HD([H]) | Active 34
N(HDCHD(HDHDC([HD[H]

ML-25 | VC/C3=CAHDC(H)=CNIN=C(C([H])=CIOC(HD([HDC(HD[HDCOMHNCHNHDHDCHDHDHDCEO | 4 oo 34
IN2C(HD(HDIC@IHDN(HDHDCHDHDC(HD[HDC2(HDHDC((H])=C3[H]

ML-26 | NC/CA=CAHDC(H)=CNIN=C(C([H])=CIOC(H])([H)C=20N=C(C=2[HDC(H)(HDCHD(HDHDCEON3 | , . 34
C(HDHDIC@IHDN{HDHDCHD(HDC(HD(HDC3(HDHDC([H]))=C4[H]

ML-27 | NC/CS=CAHDC(H)=CNIN=C(C([H]))=CIOC([H])([H)C=20N=C(C=2[H)C([H])([HDHNCEOINACHDAHDL | 5 ;e 34
C@B(HDIC@@][HDN(HDC(HDHDCHIHDCI(HDHDCA(H)HDC([H))=C5[H]

ML-28 | NC/CA=CAHDC(H)=CNIN=C(C([H])=CIOC(H])([H)C=20N=C(C=2[HDC(HN(HPHDCEONICHDAHDL | 5 tive 34
C@@I(HDMN(HDHDC(HD(HDC3(HDHDC(H])=C4[H]

ML-29 | NCC=C(H])=C(H)CYC2=CYN=C([HDCOC(HN(HDCI[HDCHDHDCHNDIHDN(HDCIHDAHDCIHDL | 5 e 75
H])=C2[H])C=3C([H])=C([H])CENC=3[HDC(HD(HDHD=C([H))C=4[H]

ML-30 | FICCICHD=CHDCECHDC=1[F)C=3/N=C([HDCOC(HN(HDC2(HDCHDIHDCIHNDIHDNHDCTHDA | 4 tve 25

HDC2([HD[H]D=C(HDC=3C=A4C(HD=C(HDC(CAN)=C([H))C=4[H]
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Table SM10: ML Training list compounds

CO(Iln Ip]())un SMILES Activity Source
class

ML.31 | N#CC=4C(H]=C(H)C(C2=CON=C([HNCN(HNC((H)(HD[C@@] | (HDCHN(HDCHNHNCAHNIHDNC | 5 oo | 55
H])C1([H])[H])=C2[H])C=3C([H])=C([H)C(=C((HNC=3[HNC(H])([HD[H])=C([H))C=4[H]

ML.32 | N#CC=1C(HD=C(HNC(=C(HNC=1[HNC=3C(H)=C(OC(HN(HNC2(HNCIHNIHNCAHNHDNCHDCTHD | 4 ive | o5
H])C2(HD[HDC(H])=NC=3C=4C([H])=C([H))C(CHN)=C([H)C=4[H]

ML.33 | WFCC=IC(H)=C(THNC(=C([H))C=1[H])C=3C(H))=C(OC(H)(HNC2(HNC(HNHDCCHNIHDNCHDCTHN | A oiive | o5
H])C2([H])[H])C((H])=NC=3C=4C([H])=C((H)N=C(H])C=4[H]

ML-34 | [FICCED(FNOC=1C(HD=C(HNC(=C((H)C=1[HNC=3/N=C([H)C(OC((H)(HNC2A(HNCCHD(HNCCHDHDN | , oo | 5s
(HDC(H])([H)C2([H][H])=C([H])C=3C=4C([H])=C([H])C(C#N)=C([H])C=4[H]
[FIC(IF)([F)C1=C([HNC(H]=C(C([H])=C 1[HNC(HI(HD[SIC=3N=C2N=C(C([H])=C(N2N=3)N((H)N((H])[H]) .

M35 ey Active | 31

ML. 36 | [FICSIC(HD=C([H))C(=C((H)C=1[H])C=3/N=C(/[HNC(OC(HN(HDC2(HNC(HN(HNCHDIHDNIHNCTHNC | 4 oo | o5
[H)C2([HD[H])=C((HNC=3C=4C([H])=C([H))C(C#N)=C((H)C=4[H]

ML-37 | N#CC=1C([H)=C(H)C(=C([HC=1[H)C=3C([H])=C(OC(HN(HNC2(HNCHNHNCAHNHDNCHDCTHDT | A ive | o5
H])C2(H)[HDC([H])=NC=3C=4C([H])=C([H)C([H])=C((H)C=4[H]

ML 3g | HICCHD((H)C=1C((H)=C(H))C(=C(H]))C=1[H])C=3/N=C([H])C(OC([HI)[HNC2(HNCHDHDCCHDTHDN |, o | e
(HDCHD(HNC2((HN[H]=NC=3C=4C([H])=C((H)C(=C([H))C=4[H))C((H])([H][H]

ML. 30 | NHCC=4C(H])=C([H])C(/C2=C(N=C([H)C(OC([H)(HNC 1 (HDCHD[HNCHNIHDNHDCCHDAHNCI(H] | oo | 5s
)IH)=C2[H)C=3C([H])=C([HNC(=C(HNC=3[H)C(HD(HDC(HD(HDH)=C(H)C=4[H]

ML 40 | N#CC=4C(HD=C([H])C(C2=C(N=C([HNC(OC(H)(HDCI(HNCHD(HDCHDIHDN(HDCIHDAHDCIAH] | , oo | 55
)[H])=C2[H])C3=C([H))C([H])=C((HNC(=C3[HNC(HD(HDH)=C(H)C=4[H]

ML.41 | NFCC=4C(HD=C(H])C(/C2=C(N=C([H)C(OC(H)(HN[C@@] 1 ((HNC(HN(HDCHD[HDCHNIHDNHDC |, o | s

L(HDHD=C2[H)C=3C(HD=CHDC(=CAHDC=3[HDCHD(HDHD=C((H)C=4[H]
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Table SM10: ML Training list compounds

Compound SMILES Activity S
ID class ource

ML.47 | [FIC=ICAHD=CAHNC(=C([F)C=I[H))C=3/N=C([H))C(OC(H)(HDC2HDCHNHDCAHDCHINCHNC | , o | 5o
(HD(HDC2(HDH])=C(HDC=3C=4C([H])=C(HDC(C#N)=C([H])C=4[H]

ML-43 | NCC=AC(H)=C(H)C(CI=COC=1C(H)=C(HDC(=C(HDC=1HDC(HN(HDHDC(HD=C[HDCOC(H | , . 25
DHDC2(HDCAHD(HDC(HDHDNHDC(HD(HDC2((H[H])=C3[H])=C([H])C=4[H]

ML-44 | FICAFDAFDC=1C(HD=C(HDCEC(HDC=1[H)C=3/N=C([HDC(OC(HD[HDC2(HDCAHNAHDCAHD | 4 e 25
HYNHDC(HD(HDC2(HDHD=C(HDC=3C=4C([H]))=C([H)C(C#N)=C([H])C=4[H]

ML.45 | [BIC=IC(H)=C(IH)C(=C(H])C=1[H])C=3/N=C([H]))C(OC(HD(HNC2((HNCHNHNCCHDAHINCHD | , o | s
C(HD([HDC2([HD[H])=NC=3C=4C([H])=C([H])C(C#N)=C([H])C=4[H]

ML-4¢ | FVCI=NCIH])=C(C(H])=CI[H)C=3/N=C([H)C(OC(HN(HDC2(HDC(HN[HDCAHDIHDNIHDCHD | 4 e 25
(HDC2(HDH])=C(H)C=3C=4C([H])=C([HD)C(C#N)=C([H])C=4[H]

ML-47 | NFCC=IC(HD=C(H)C=C(HDC=1[H))C=3C(HD=COC(HN(HDC2(HNCHDHDCCHDIHDNIHDC[ | 4 . o 75
H)(HDC2([HD[H])C([H])=NC=3C=4C([H])=C([H])C([H])=NC=4[H]

ML-48 | NWFCC=AC(HD=C(H)C(C2=CUN=C(/[H))C(OC(HD([H)CL(HDCIHNHDCCHNHDN(HDCCHDIHDC |, oo 75
I([HDHD=C2[H)C=3C([H]))=C(HD)C(=C(HDC=3[HDC(HN([HDH])=C([H])C=4[F]

ML-49 | NCC=1C(H]D=C(HDCEC(H)C=I[HDC=3C(H])=COCHD[HDC2(HDCHNHNCTHDIHDNHDCT | 4 0o 25
H))(HDC2(HDHDC([H]))=NC=3C=4C([H])=C([H])[S]C=4[H]

ML.s0 | NFCC=AC(H=C([HC(UC2=CON=CTHDCOC(HIYHDCI((HNCCHDHNCAHDIHDNHDCAHNHDC |, o | s
I([HDHD=C2[H)C=3C([H])=C(HDCEC(HDC=3[HDCHN(C[HD(HDHDCHD(HDHD=C(H)C=4[H]

ML-51 | [FVCA=CAC2=CON=CAHDCOC(H(HDCI(HDCHD[HDCHDHDN(HDCHDHDCI(HDHD=C2[ |, . 75
H)C=3C([H])=C(H)CEC(HNC=3[HNC(HD(HDHDC(HD=C([H)C(C#N)=C4[H]

ML-52 | NCC=AC(H]=C(HPC(C2=CON=C([H)COC(HD([H)CLIHNCHN(HDCHD(HDN(HDCHDAHDC | 4 0o 25

I([HDHD=C2[H)C=3C(HD=C(HDC(OC(HDN(HDHD=C(HNC=3[H])=C([H])C=4[H]
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C d Activit

omlfl);)un SMILES El:l‘slls y Source
[H]C=2C(=NCI=NCE=NNIC=2N([H])C3=C([H])C(H)=C(C([HD=C3[H)N4C([HD)((HDC(HDH([HDN(C([H

ML- 53 ]})I%I[{%M([HD[H])C([H])([H])[H])[S]C([H])([H])C5=NC=6CCN SHD=C(HDC(HD=C(HDC=6[HNC(H( | Active 19

ML- 54 O=C(C=I1C([HD=C(H])C(O[H])=C([H])C=1[H])N([H])N=C([H])C=2C([H])=C([H])C([H)=C([H])C=20O[H] | Active 23

ML- 55 g;%(zl\; ([[HH]])N=C(C=1C([H])=C([C1])C([H])=C([H])C=1O[H])C([H])([H])[H])C=2C([H])=C([H])C([H])=C([ Active 23

ML- 56 O=C(C=1C([H])=C(HDC(O[H])=C(HDC=1[HDN([HDN=C([H])C=2C([H])=C([CI])C([H])=C([H])C=20[H] | Active 23

ML- 57 SIB((?:(:I\; ([[HH]])N=C(C=1C([H])=C([H])C([H])=C([H])C=1O[H])C([H])([H])[H])C=2C([H])=C([H])C(O[H])=C([ Active 23

ML- 58 O=C(N([H])N=C([H)C1=C(O[H])C([H])=C([HDC([H])=C1[H])C=2C([H)=C([H])C([Br])=C([H])C=2[H] Active 23

ML- 59 O=C(N([H])N=C([H])C1=C(O[H])C([H])=C([H])C([H)=C1[H)C=2C([H])=C([H])C([H])=C([C1])C=2[H] Active 23

ML- 60 O=C(N([HN=C(C=1C([H])=C(HDC(H])=C(HDC=TO[HDC(H)(HNHDC=2C(HD=C(HNC([HD=C(C | , . . 23
=2[H][S](=O)EO)N3C(HD(HDC(HD(HDOC(H])(HDC3([H][H]

ML-g1 | OSNIHIN-COCICQHY-CAANCLH-CAHPCIOEDCLHDHDIEDC2CDNCACD-CED | pive [ 23

ML-g2 | G COUHIN-COCICOMI-CHNCEHY-CAHNCAOHNCEHIHNHNC-2CEHD-CAHICTDC | pgive | 23

ML- 63 S;[%(]N([H])NZC(C=1C([H])=C([C1])C([H])ZC([H])CZIO[H])C([H])([H])[H])C=2C([H])ZNC([H])ZC([Cl])C Active 23

ML- 64 O=CIN([HDN=C(C=1C([H]))=C([HDN=C([CIDC=1[HNC((HD(HNHDC=2C(HD=CHDC(HD=C(C=2[H]) | 4 iive 23
[SIEO)EON3IC(HD(HDCHD(HDOC(HD(HDC3([HD[H]

ML- 65 O=C(/C1=CAHDCH)=CHPCMNCHD[HDCHD(HDHDCIHDIHDC(HD([HDHD=CIHDN(HD | , o 23
N=C(C=2C([HD=C(HDC[HD=C(C=2[HDC(HD(HDHDC(HD(HDH]

ML- 66 g:]g?cﬁj é[[g]])N=C(C=1C([H])=C([C1])C([H])=C([H])C=1O[H])C([H])([H])[H])C=2C([H])=C([H])C([CI])ZC([ Active 23

ML- 67 O=C(N([HPN=C(C=1C([H])=C(HDC(H])=NC=1[HNCHD[HDHDC=2C(H)=C(HDCH)=C(C=2[HD[ | , e 23

SIEO)EON3IC(HD(HDCE(HD(HDOCHHN([HDCI(HD[H]
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C d Activit
""‘I‘]’;’““ SMILES zl;‘sy Source
ML- 68 O=C(N([HDN=C(C=1C([HD)=C(HDC([CI)=C(HDC=1OHDC(HDN(HDH)C=2C([H])=C([HDC([H])=C(C Active 30

=2[HD[S](FO)FO)N3IC(H)(HDC(HD(HDOC(H])([HDC3([H])[H]

ML- 69 [H]C=2C(=ENCIENCENNTC=2N(HDN(HDHDISIC(HD(HDC3=C(HDC(H])=C([H)C(H])=C3[H])C([ Active 31
H])([HD[H]

ML- 70 N#C/C4=C(\[H))C([H])=C(/C1=N/C(=C(N1/C2=C(\[H])C(HD)=C(C([H])=C2[H)C(HD(HDHDC(H])([H]) Active 35
[H])CEO)NIC(H])([HD)C(HDN(HDC(HD)(HDIC@@]([HDN(HDHDC3((HD[H])C([H)=C4[H]

ML- 71 O=C(N([HDC2=C([H])C([HD=C(HDCOC(HD([HDCI([HDCHD(HDC(HDH(HDN(C(HD)(HDCI(H][ Active 36
HDC(H](HDH]=C2[H])C=4AN(C3=C([S]C([H])=C3[H)C=4[H)C(HD(HD[H]

ML- 72 N#C/C4=C(\[F])C([H])=C(/C1=N/C(=C(N1/C2=C\H])C([H)=C(OC(HN)(HDIHDC([F)=C2[H])C([H])([H] Active 35
YHDCEON(HDIC@]3(HDC(HDHDCHDHDCHD(HDN(HDC3(HDH])C([H])=C4[H]

ML- 73 O=C(N([HDCI1=C([H))C([HD)=C([H)C(=CI[H)C(H)(H])O/C3=CAH]C(H)=C(OC2([H)C(HD(HDC([ Active 36
HD(HDN(HDC(HD(HDC2([HDH])C([H])=C3[H])C=5N(C4=C([S]C([H])=C4[H])C=5[H))C([H])([HD[H]

ML | NHC/CA=CC[F))C(H])=C(CI=N/C(=C(N1/C2=CO[HDC((H)=C(OCH(HDHDCFH=C2AHNCAHNH] | o | 55
YHDCEON(HD[C@@]3(HDC(HD(HDC(HD)HDN(HDCI(HPIH]DC([H])=C4[H]
O=C(/C2=C(\H]DC=1[S]C([H])=C(HDC=IN2C([H])([HD[HPN(HDC3=C(C([H])=C([H)C(H])=C3[HDC([

ML- 75 Elgggg]_)gs/[CHS]:C(\[H])C([H])=C(OC4([H])C([H])([H])C([H])([H])N(C([H])([H])C4([H])[H])C([H])([H])[H]) Active 24
O=C(/C2=C(\[HDC=1[S]C([H])=C(HDC=IN2C(H])([HDHDN(H])C3=C(C([H])=C(HDC(H)=C3[HDC([

ML- 76 H%;([(I:{]%C%[H])([H])CSzC([H])C([H])=C(OC4([H])C([H])([H])C([H])([H])N([H])C([H])([H])C4([H])[H])C([ Active 24
H])=C5[H

ML- 77 O=C(/C2=C(\H]DC=1[S]C([H])=C(HDC=IN2C([H])([HDHPN(HDC3=C(C([H])=C([H)C(H])=C3[HDC([ Active 24

H])([HDO/C4=CHC((H])=C(C(HD=CAHDNSC([HI)[HDCHN([HDN(HDC(HD(HDC5(HD[H]




93

Table SM10: ML Training list compounds

C d Activit

omlll);)un SMILES El;‘:s y Source
O=C(/C2=C(\[H]))C=1[S]C([H])=C([HDC=IN2C([H])([HDHDN(HDC3=C(C([HD=C(HDC([H])=C3[H

ML- 78 DCEON(HDC5S=C(HDC(HD)=C(OC4(HDC(HD(HDC(HD(HDN(HDC(HDHDCA(HDHDC(H | Active 24
D=C5[H]

O=C(/C2=C(\[H))C=1[S]C([H)=C([HDC=IN2C([H])([HDHDN(HD)C3=C(C([HD=C(HDC([H])=C3[H

ML-79 DC(HD([HDO/CA4=COH])C([HD)=C(C(HD=CAHDN(HDCS(HDCHD(HDCHD(HDN(HDC([H]) | Active 24
((HDCS(MHD[H]

ML.g0 | O=CUC2=COHNC=1[SIC(H])=C([H])C=IN2C([H])([HDH)N([H])C3=C(C(H)=C(HNC(HD=C3[H | , . 04
DC(HDHDO/CS=CAHDC(HD=COC(HD([HDCAHDC(HD(HDN(HDC4(HDHDC([HD=C5[H]

ML.g1 | O=CUC2=COHNC=1[SIC(H])=C([H]))C=IN2C([H])([HD[H])N([H])C3=C(C(H)=C(HNC(HD=C3[H | , . 04
DC(HD(HDO/CA=CAHDC(HD)=C(OC(HD(HDN(HDCENHDN(HD[HDC(H]D=CA[H]

ML- 82 N#C/C4=C(\[F])C([H])=C(/C1=N/C(=C(N1/C2=C(\[H)C([H])=C(OC([H])[HD[H]DC([F)=C2[H])C([H] Active 35
Y[HDHDCEON(HDC3(HDC(HD(HDCHDHDN(HDCHD(HDC3((HDHDC([H])=C4[H]
O=C(/C2=C(\[H)C=I[S]C([HD=C(HD)C=IN2C([H])([HD[HDN([HDC3=C(C([H])=C([H)C([H])=C3[H

ML- 83 DC(HD(HDO/CS=COAHDC(HD)=COC(HDN(HD[C@@]4(HDC(HD{HDN([HDC(HD({HDCA(HD[ | Active 24
H])C([H])=C5[H]

O=C(/C2=C(\[H)C=I[S]C(HD=C(HD)C=IN2C([H])([HD[HDN([HDC3=C(C([H])=C([H)C([H])=C3[H

ML- 84 DC(HD(HDO/CS=COHDC(H)=C(O[C@@]A(HDC(HD(HDCHD[HDCIHDHDN({HDCHI( | Active 24
H])C4([HDH]DC(H])=C5[H]
O=C(/C2=C(\[H])C=1[S]C([H)=C([HDC=IN2C([H])([HDHDN(HD)C3=C(C(HD=C(HDC([H])=C3[H

ML- 85 DC(HD([HDO/C5=CAHDC(H)=C(O[C@@]4([HDC(HD(HDC(HD(HDIC@](HDIN(HDHDC(H | Active 24
D(HDCA(HDHDC(HD=CS[H]
O=C(/C2=C(\[H))C=1[S]C([H)=C([HDC=IN2C([H])(HDHDN(HDC3=C(C(HD=C(HDC([H])=C3[H

ML- 86 DC(HD([HDO/C5=CAHDC(HD=C(OC(HD)([HD[C@J4(HDC(HD(HDN(HDC(HN(HDCA(HD[H] | Active 24

)C(H]D=C5[H]
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Compound SMILES Activity S

1) class ource
O=C(/C2=C(\[H))C=1[S]C([H)=C(H)C=IN2C([H)([HDH])N([H])C3=C(C([H])=C([H)C([H])=C3[HDC([

ML-87 | H)([HDO/C5=C(H])C([H])=C(O[C@@]4(HDCHD(HDC(HN([HDIC@J[HDMN(HDHDC(H)(H])C4 | Active 24
(HDHDC(H]=C5[H]
O=C(/C2=C(\[H))C=1[S]C([H)=C([H)C=IN2C([H])([HDH])N([H])C3=C(C([H])=C([HDC([H])=C3[H]C([

ML- 88 EI%)[(I[{I]{])O/C%C(\[H])C([H])=C(0[C@]4([H])C([H])([H])N([H])C([H])([H])C([H])([H])C4([H])[H])C([H])= Active 24

ML.go | O=CUC2=COHDC=1[SICH])=C([H)C=IN2C([H])HDH)N(HC3=C(C(HD=CHNCAHD=CIHNCA | \ o | 4,
HD([H)O/C5=CAH])C(H]))=C(O[C@@]4(HDC(HD(HDCHNHDN(HDCA[HDHDC(H])=C5[H]

ML-90 | WFC/CA=CAFDC(H])=CYCI=N/C(=C(N1/C2=CH])C([H)=C(OC(HD([HDHDCFN=C2[HDCHNH] | 4 4 o 35
YHDCEOINIC(HD(HDCHNCI(HPHDCHD(HDN(HDHDC(H])=C4[H]

ML- 91 O=C(/C2=C([HDC=1[S]C(H)=C(HNC=IN2C(HD[HDHPN(HC3=C(C(H)=C(HDCHD=C3HDC | , . o 24
HD([H))O/CA=CH])C(H])=C(OC(HD(HDC(HNHDCHD(HDN(HDC(H)(HDHD)C([H])=C4[H]
O=C(/C2=C(\[H))C=1[S]C([HD=C(H)C=IN2C([H)([HDH])N(H)C5=C(OC(H)([H[C@]3([H)C([H])(

ML- 92 [HDCHDHDNCHDHDC3(HDHDC(HHDIC@@]4([HDCHD(HDCHDHDNHDC(HD(H] | Active 24
)CA(HDHDC(HD=C(H)C(H])=C5[H]
O=C(/C2=C(\[H]))C=I[S]C([H)=C([HDC=IN2C([H])([HD[HDN([H)C3=C(/C(=C(/[H])C([H])=C3[H])C([H]

ML- 93 YHDOC(HDIHDHDC(H)([HDO/C5=CAHDC(HD=C(OC(H)([HD[C@@]4([HDCHD(HNC(H])[H] | Active 24
N(HDCA(HDHDC([H])=C5[H]
O=C(/C2=C(\[H))C=1[S]C([HD=C([H)C=IN2C([H])([HDH])N(H])C3=C(/C(=C(/[H])C([H])=C3[H])C([H]

ML- 94 )HDOC(HN(HDHDC(H)([HDO/C5=COHDC(HD=C(O[C@]4[HDC[HDHDC(HD[HDCHD(H]) | Active 24
N(HDC(HD([HDCAHDHDC(H])=C5[H]
O=C(/C2=C(\[H])C=1[S]C([HD=C([H)C=IN2C([H)([HDC(HD(HDHDN(H])C3=C(/C(=C(/[H)C([H])=C

ML- 95 3HDCHDHDOC(HD(HDHDCHD(H)O/C5=CAHDC(H))=C(OC(HN(HDIC@@J4(HDC(H])([H] | Active 24

)CHDIHDN(HDCAHDHDC(HD=C5[H]
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Compou Activi
nd ID SMILES ty Source
class
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=1N2C([H])([H])[H)N([H])C3=C(/C(=C(/[H])C([H=C3[H))C(H])([H])

ML-96 | OC([H])([H])C([H])([H][H])C([H])([H]O/C5=C(H]C(HN=C(OC(HIHD[C@@I4(HDCHD([HDCIHN([H] | Active | 24
YN([H])CA(HD[H])C([H])=C5[H]
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=1N2C([H])([H])[HDN([H])C3=C(/C(=C([H])C([HN=C3[H))C(H])([H])

ML-97 | OC([H])([HC([H])([H)[H]C(H])([HNO/C5=COH]C(H)=C(OCAHDCIHDHDCIHNIHDNHDCAHD(H | Active | 24
))C4([H])[H])C([H])=C5[H]

ML o5 | NFC/CS=CQIFDC([H])=C(/C1=N/C(=C(N1/C3=C([H])C=2C(=NN(C=2[H))C((H)((HDHDC(HD=C3HDCTHD{ | , iivo | 35
H])[H])C(=0)N4C([H])([HC([H])([H)C(HD(HDC@@](H)N(HD[H])C4(H])[H])C([H])=C5[H]
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H))[H)N([H])C3=C(/C(=C(/[H])C([H)=C3[H])C([H])([H])

ML-99 | NAC([H])([H])C([H])H)OC([H])(H])CA(H] [H])C([H])([H])O/C6=C(\[H])C(H)=C(OCS(HNCHN(HDC(H]) | Active | 24
(CHD)N(CH])C(H]((H)CS((H)H])C([H)=C6[H]

ML 100 | NFCICS=CIFDC(H)=C(/CI=N/C(=C(N1/C2=C([H])C3=C(C([H)=C2HDN(N=C3/[HDCHNHDIHDCAHN | oo | 35
H])[H])C(=0)N4C([H])([HDC([H]([H)CHDHDC@@](HD(N(HD[H])C4(H])[H])C([H])=C5[H]

ML- 101 | [H]C=2C(=NC1=NC(=NN1C=2N([H])N(HD[H]D[SIC([H])([H])CXC[H])C((H])[H][H] Active | 31
[H]C=1/C(=C(/O[H])C([H])=C([H])C=1C([H])=C([H])C2=C((H])C([H])=C([H])C(O[H])=C2[H])C=3/N=C(HNC( | , .
ML-102 HI)=C([H])C=3[H] Active 29
ML- 103 N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=ENN(C=2[H])C([HD(HDH[HDC(HD)=C3[HDC(H])( Active 35

H])[H])C(=0)N4C([H])([HN[C@@]([H])(N([H])[H])C([H])([H])C4(H][H])C([H])=C5[H]
[H]C=1/C(=C(/O[H])C([H])=C([H])C=1C([H])=C([H])C2=C([H])C([H])=C([H])C(=C2[H)C(=NO[HN(HD[H])C | , .

ML-104 | —3 /N=C(/[H)C([H])=C([H])C=3[H] Active ) 29

ML 105 | N#C/CS=CQIFDC(H)=C(/C1=N/C(=C(N1/C3=C([H])C=2C(=NN(C=2[H)) C(HD((HD[HDC(IHN=C3HNCAHD{ | 4 oo | 35
H])[H])C(=0)N4C([H])([HN[C@@]([H)(N(C(H])H)[H)CHD(HDHDCH](H)CAHNH])C([H])=C5[H]

L~ 106 | HIC=1/C(=COTH])C([H])=C([H)C=1 C(THD=C(AT)C2=C(HI)C(H])-C(IH) C(-C2[HNC-NO[HDNHDENC | , - | g

3=NC(HD=C(HDC(HD=N3
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C d Activit
""‘I‘]’;’““ SMILES zl;‘s Y| Source
ML- 107 N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=ENN(C=2[CI])C(HD)((HD[HDC(H])=C3[HDC(H])( Active 35
[HDHDCEONAC(HD(HD[C@@](HDIN(HDC(HD(HDHDC([HDN(HDCA(HDHDC((H])=C5[H]
[H]C=1/C(=C(/OH])C([HD)=C(HD)C=1C([H)=C([HDC2=C([H))C([HD)=C(C([H)=C2[HDC(=NO[HDN([HD[H])C :

ML- 108 3=NC([H])=C([H])C([H])=N3 Active 29

ML- 109 | NFC/C4=COFNC((H])=C(CI=N/C(=C(NI/C2=C([HDC(HD=C(OC(HN)(HDHDC(HD=C2[HDC(HD[HDHD) | , . o 35
CEON3C(HN)(HDC([HD(HDCHN(HDIC@@I(HDN(HDHDC3(HDHDC(H])=C4[H]
[H]C=1/C(=C(/O[H])C([H])=C([H)C=1C([HD=C([H])C2=C([HDC([H))=C([HD)C(=C2[HDN([HH[HDC=3/N=C(/[H -

ML- 110 1)C(H]=C([H])C=3[H] Active 29

ML- 111 N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=ENN(C=2[HDC(H])([HD[HDC(H])=C3[FDC(HD( Active 35
HDHDCEONAC(HD(HD[C@Q@I(HDN(HDC(HD(HDHDC(HD[HDCAHDHDC(H)=C5[H]
[H]C=1/C(=C(/O[H)C([HD=C([H)C=1C([H)=C([H)C2=C([H)C([HD=C(C([H))=C2[HDN([H])[H])C=3/N=C(/[H :

ML- 112 1C(H])=C([H])C=3[H] Active 29

ML- 113 N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=ENN(C=2[HDC(H])([HD[HDC(H])=C3[FDC(HD( Active 35
HDHDCEONAC(HD(HD[C@@](HDN(C(HD(HDHDC(HD(HDHDC(HD(HDC4(HDHDC(HD=CS[H]
[H]C=1/C(=C(/O[H)C(HD=C([H)C=1C([H)=C([H)C2=C([H)C([HD=C([HDC(=C2[HDN([H])[H])C3=NC([H]) :

ML- 114 —C([H])C([H])=N3 Active 29

ML- 115 | NFE/CS=CAFDC(H)=C{CI=N/C(=C(N1/C3=C([H])) C=2CENN(C=2[HNC([H)((HDHDCFD=C3HDCAHDN[ | , oo 35
HPHDCEONAC(HD(HDC@Q@I(HDNC[HD(HDHDC(HD(HDHDC(HN(HDCAHDHDC(HD=C5[H]

MlL- 116 N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=NN(C=2[CIDC(H])(HD[H]C(H])=C3[HDHC(H])( Active 35
[HDHDCEONAC(HD(HDC(HD(HDC[HD([(HD[C@@](HDN(HDHDCA(HDHDC(H])=C5[H]

ML- 117 | HIC=VCECCOHDC(HD=CHDC=1C(H])=C(HNC2=C(HDC(HD=C(HDCEC2HPN[HDHDC=3/N=C(H | , . o 29

DE(HD=C(O[H])C=3[H]
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Compound

Activity

D SMILES class Source
N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C3=C(\[H])C=2C(=NN(C=2[CI])C([H])([H])[H])C([H])=C3[H])

ML | CODQICCONAC NN EIC@ITHNTCTITMITCATDID | Acive | 33
[H]C=1C(-NC([H])=C([H])C=1C([H])=C([H])C2=C(H]C([H])-C((HNC(-C2HC(-NO[H)N(HDHNC3 | ,

ML —clommper)-CHNC(H-C3[H] Acive | 29
[H]C=1C(-NC([H])=C([H])C=1C([H])=C([H])C2=C(H])C([H])=C(C(H])-C2[HC(-NO[HDN(HDHDC3 | ,

ME-120 )~y o) =CH)C(H])-C30[H] Adive | 2
N#C/C5=C(\[F])C([H])=C(/C1=N/C(=C(N1/C2=C(\[H])C([H])=C(/N=C2/[HD[C@@]3([H])C(TH])[HDC3([

ML-121 | HDIDCEHDEHDHDCCONAC YT EHNIDC@@EDNCIIDCATIHICH | Acive |35
=C5[H
[FIC=3C([H)=C([H])C(O[H])=C(C=1/N=C(HNC([H])=C(C=1[HNC(H])=C((HC2=C(HNC(-CENCH |,

ML 122 | )=CoH]C(=NO[H]N(H]H]C=3[H] Adive | 2

ML 123 | NFCICA=C([F])C([H])~C(/CI=N/C(-C(NT/C2=C([H)C([H)=COC(HI(HDHNCF)=C2AHNCAHNH] | , = | 4
)[HDC(=ON3C(HD(HDCHDHDCHD(HNC@@]HNN(HDH)C3(HDHDCH)-CA[H]

VL. 124 | HIC=ICNC(H])=C([H])C=1 C([H])=C(H])C2=C(IHDC(H])=C(CAH)=C2IHDN(HNHDCCAENCT | oo | o
H])=C([H])C([H])=C30[H]

VL. 125 | NHCICA=C([F])C([H])~C(CI=N/C(=C(NI/C2=C([H))C([H])=C(OC(H)((HDHNCF)-C2AHDCAHNH] | , - | 4
)[HDC(=ON3C(H](HDCH)(HDC@@I(HDN(HDHDC3(HDH)C(H])-C4[H]

VL. 126 | [SECONCHDH]N((HDN([H])C=2/N=C/[SIC(HD)(H])CACIH)N=-C(C=I CH)=C(HDCAHN-CAHNCT | | |
[H])C=2C#N

VL. 127 | NACICA=C(F])C([H])=C(CI=N/C(=C(NI/C2=C([H)C([H)=COC(HI(HDHNCF)=C2AHDCAHDH] | , - | 4
HDCEON(HDC@@I3(HDCHD(HNCHDHDCIHDHDNH)C3(H)H)CH)=CA[H]

ML 125 | [SIFCON(HDN(H)C2-NC(NC(CI=C([H)C(OCHI)([HH)-COCIH)HDHNCOCTHNHNHD | o | g
~C1[H])=C2C#N)[SIC(H])([H])CHC[HDN(H])[H]

VL. 120 | SFCONCH]N([H)C2=NC(=NC(C=I C([H])=C([HDC(-C(HNC=[HDCARDHDEN-C2CANSICTEN | oore | 18

H))C#C[HDN([H][H]
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Compound ID SMILES Ag;:ity Source
ML- 130 [SI=CIN(HDN(H])C2=NC(=NC(C=1C([H)=C([HNCECHDC=I[HDCHDHDCAHNCHDAH] | 5 oo 18
JHDC(HD(HDHD=C2CHN)[S]JC(HD(HDCHCH]N([H])[H]
MI- 131 [}?]]):Ci(ﬁl({[%]C)LEI]C)#NI\(I[H])N([H])C:2/N =CUISICHDHDCHCHPN=C(C=1C(HD=CHDCAFD=C | A iive 18
ML- 132 E:S:]T[CH%\)I EI[\IITL]])([:HO]))I[\I(g[_%]C)EéE:}E%C=2/N =C(/[SIC(HD(HDCHCIHPN=C(C=1C([HD)=C([HDCE=C([H]) Active 18
ML- 133 [}%])ziﬁg%giggg\(l[H])N( [HDC=2/N=C(/[S]C(HD(HDCHCHPN=C(C=1C([HD=C(HDCACID=C{ | 4 tive 18
wirse | SECOMHIEINGINGHIC2N-COSIHEDCAHIN-CCICH)-CINCEDC | poive | 1
ML- 135 %Iél]]jgg EI[Jlgzj[Ez])CIj#g\[IH])N([HDCZZ/N =CUSICHD[HDCHCHIN=C(C=1C(H)=C(HDC(BrD=C( | , e 18
Mit3s | SECOUHIINGINGHIC-2N-COSIIIDCACHIN-CCICHD-CONCMI-C | e | 1
ML 137 | SL-COHDNIDCENCENGCI-COMICH)-CDCOCTINID-CIRD-CIOMIS |y | 18
ML- 138 SI]:)((:jg([[HH]]))C[E]z)é\I#EI[\IHDN([H])sz/N =C(/[SIC(HD(HDCHCHPN=C(C=1C([HD=C([HDC(CI])=C([ Active 18
ML- 139 Sg((EIlBIr\%g((TI[{S]%):I\CI?(S[E{]%C(ZO)C 1=C(HDC2=C(HDCHD=COH)C(O[HD=C2[HDCI=CHDC(H]) | , 4 o 26
ML- 140 RIZ{]C)ICI\(I[(S]()::OC)(IZI?(([[HH]]))C:(EE%{%;E(C[ggg%I({:]:)%g]([H])C:3 C(C=2[H))=CHDC(HD=CHDC=3HDCA=C |, o 2%
wi-ta1 | O COMINGECE NCCNCCICTHI)-CRDCCCEIC THICTNTII - COMSI | pie | 15
ML- 142 %Tféﬁi(é(gg]))lé(([[HH]]))i(gﬁﬁc])1;(([7%%2gg]:)%g]( [HDC=3C(C=2[HD=C(HDC(HD=C(HDC=3[HDPCA=C |, .. . 2%
ML- 143 O=C(N([HDN([H)C2=NCENC(C=1C(H)=C(H)CECHDC=1HDCHNCHDIHDHDCAHDC | 4 e 13

[HDHD=C2CAN)[S]C(HD(HDCHC[HDN(HD[H]
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Table SM10: ML Training list compounds

Compound ID SMILES AS;VS?Y Source
O=CIN(C(=O)N([H))C(=0)C I=C([H])C2=C([H])C([H])~C(O[HT)C(O[H])-C2H)) C3=C(HNC( .
ML- 144 - C(BCE]—CIH] Active 26
O—C(N([H])[H])N([H])N([H])C=2/N=C(/[S]C([H)( [H])CHCTH])N=C(C=I C((H))~C([HDC([H])- -
ML- 145 C([CI])C=1[H])C=2C#N Active 18
0=CIN(C(=0)N([H])C(=0)C1=C([H])C2=C([H])C([H])=C(O[H])C(O[H])=C2[H))C3=C([HNC(( .
ML-146 | Hy)=C(OC(HI)NHNHCH)=C3[H] Active 20
O=CIN(C(=O)N([H])C(=0)C I=C([H])C2=C([H])C([H])=C(OC([H)((HI[H) C(O[H])=C2[H)C .
ML-147 | 3=c(H)CQHD-CBr)C(H)=C3[H] Active %
VL 148 | O-CIN(C(=O)N([H])C(=0)C1=C([H])C2=C([H])C([H])=C(OC(HD(HDHNCOCTHN(HNH] |, - >
y=C20C([H])H][H)C3=C((H]C([H]=C(Br])C(H])=C3[H]
O=CIN(C(=O)N([H])C(=0)C1=C([HC2=C([H])C([H])=C(OC([HI) [HDH))C(OC(THI)[HD[H] .
M9 y—campes—cH)CH)=C(Br)C((H]-C3[H] Active 26
[CI)/C2=C(\[H])C([H])=C1[S]C([H])=C(/C1=C2\[H])C([H])([H])[S]C=4N=C3N=C(C([H])=C(N3 .
ML-150 | N=4)NHDNHDHDCHD(H]H] Active o
[C1J/C1=C([H)C([H)=C(C([H])=C1 [H)) C([HI)([H])[SIC=3N-C2N=C(C([H])~C(N2N=3)N([H]) |
ML-TST | N(HDHDCHD(HDH] Active o
[HIN(C(=N\C([H]) (HD[HDN((H) C((H) () C((H((HDCHD H)N(HDCHDHNCHN( CHEMBL
CHEMBL1198896 | H))C([H])((HDN((H)C((H]((H)C(HD(H)C(HD(H)N(HNCENCHDHDHDN(HDCH | Active | e,
)(HDHDCH](H]H]
O=C(N([H])C=1 C([H])~C([H])C([H])~C([H])C=10C=2C([H])~C((H) C(H])~C([HD C=2[HNC(( | ChEMBL
CHEMBL2182004 H])([H])C(=NO[H])N([H])[H] Active database
[HIN(C([H)((H)C(CH]) (HD[H)C(H]) (HNC(H)((HDC(HI((HIN((H]C((HI [HDCH)=C( | ChEMBL
CHEMBLIIORH | mpeqrp@pNEH)CHDHDCHNHNCHDHDNHDCCHDHDCH)HDIH] AV | database
[C1IC=2/C(=C(/OC=1C([H])=C([HNC([H])=C([H])C=1[HNC(H])=C([H)C=2[HNC((HI[HDN( j ChEMBL
CHEMBL3621615 | T o i) ACiVe | jarabase
O=C(N([H])N=C(C=I C([H])=C([CINC(H])=C([H))C=1 O[H)C((H]([(H) [H])C=2C([H])~C([H]) . ChEMBL
CHEMBL3682529 C([CI))=C([Br])C=2[H] Active Jatabase
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Activity

Compound ID SMILES class Source
CHEMBL3682531 | O-COVIHDN=C(C=IC(H)=C(CICH)=C(HDC=TOMHNCTHNHDHNC=2CTHYNCICI= | 5 ive | CHEMBL
C([Br])C=2[H] database
CHEMBL3682532 | O-CONIHDN=C(C=IC(H)=C(ICIC(H)=C(HDC=TOMHNCHNHDHNC=2CTH)-NCIH)=C | ;.| ChEMBL
([CI])C=2[H] database
O=CN(H)N=C(C=IC((H])=C(ICI)C(H])=C(THNC=TOMHDC(HNHDHNC=2CAHN=CAHNC(H | . | ChEMBL
CHEMBLIGRS3 | h=cic=a[HPN3CHDHDCHD(HDOCIHNHDC3(HDIH] A | database
O=C(N([H])C=1C([H])=C([H))C(=C(HDC=1HNC(HN(HNCHNHNIHDNCHDIHDCTHD(H] |, oo | ChEMBL
CHEMBLITSI DeanpupequnHpe=2C(H)=CH)C(H)-CHHC=2(H] A | database
CHEMBILA060903 | IN(HDC(ENOHDC=2C(H)=CAH)C(H=C(C(H)=CHDC=TCTH)=CAHNCOMHN=CAHD | 5 ive | CREMBL
C=1[H])C=2[H] database
cupLanezso | (INIHDCONOUC2CH-CINETH)-CCH-CIETCT-COHIN-CHNCT |y | CHEMBE
[HICHDH)CAHDHDCHN(HNISIC=3/N=C(ISYCI=NICHD=CHNCHD=CIHNC2N-N |, - “I ChEMBL
CHEMBLAOGS0 | N(C-2N-3)C(H])([H]C-40C(H)-C(H)C=4[H] A | databse
[H]C#CC([H])([H])[S]C=3/N=C(/[S]/C1=N/C([H])=C([H])C([H])=C 1 [H])C=2N=NN(C=2N=3)C([H]) . | ChEMBL
CHEMBLAOGSI | (151))C-4C([H)~C(HDCHD-C(HDCA[H] R database
[HIN((HDC(ENOTHDC=2C(H])=C(HDC(CHD=CHNC=ICH)=CAHNCOMHD=COMHNC=TH | , - T ChEMBL
CHEMBLA069ST0 | 17y oy ACUIVE | 4o tabase
CHEMBLA070601 | FINCHDC=NOTH)C=2C(H)=C(HC(THD=C(C(H)=C((HNC=1 C(H)=CHNC(OH)=COO[H] | , . | ChEMBL
)C=1[H])C=2[H] database
[Br/C2=C(C([H])=C(HNC=1C(H])=CHNCUCENOHDNHDHD=CHNC=THNCIHN=COL | .+ | ChEMBL
CHEMBLA072238 | |1\ o =cory Active | 4 iabase
O=[SI(=0)(N([H])CT=C([HC(OCTHI)[HH])=C(C(THD=CITHNN2N=C(C((H)=C2CHDHH | , . | ChEMBL
CHEMBLAVTT | e H)H)C=4CH)=CHNC=3NCEO)CHDHDHDCHDHDCIHDAHNC=3C=4H] | A | database
[SI=CN(HDN([H]C2-NC(ENC(C=T CHD=C(HC(-CHDC=1HDCTHNCAHDIHDIHDCHD | 5 ive | CHEMBL
CHENBLAPSTO | (aap)=Coc)[SICH(H)CACHINHD[H] A | database
[HI[C@@]3(C=I C(TH)=C(HNC(=C((H)C=1HNCAHNHDHDCHNHDN(CO)[C@I2HNC( CHEMBL
CHEMBL4079847 | [HD((HDC(HD(HNC(HN(HDIC@@IHNNHDHNC2(HNHNCHDHDIC@@IBHNC=4C( | Active | g5

[HD=C(HDC(CHN)=C([H))C=4[H]
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Compound ID SMILES Ag;zisty Source
[HIN((H) C(=NO[H])C=2C([H])=C([HDC(C(THD=C(HC=1C([H)=C(HDC(O[H)=C(HNC=I - ChEMBL
CHEMBLA080291 | 100" rpimc—orh] Active tabace
[HIN((HDC(=NO[H])C=2C([H])=C(HDC(TH)=C(C(H=C(HNC=I C((H)=C(OTHNC(HD=C( - ChEMBL
CHEMBLAOBI2I | (3100 ooy Active tabace
(HIIC@I(C((HD([H)OC=2C([H])=NC(C=I C([H])=CH)C(=C([H))C=I[HDC(HN(HDH)=C . ChEMBL
CHENIBLAVS® | (c=2ampesseup=caupecamy=cH)e=3H)CHDHNCHDHDNHDCA(HD[H] ACve | database
(HICHD(HDC(HDHDCHI(H[SIC=3N=CU[SCI=N/C([H])=C(H)C(H)~C1[HNC=2N-NN(C . ChEMBL
CHEMBLAOSTI® | —oN=3)c((H)C=AC(HD=CHDCIH)=CH)C=4[H] A | dotabase
[HI[C@@]3(C=1C(H)-C(HNC(-C(HDC=THNCHNHNHDCHNHINC-O)CHNHNC@@ ChEMBL
CHEMBLA4087724 | 2(HDC(HD(HDCHN(HDCHDHDNIHDC2HDHDCAHN(HNC@Q@BHNC4CH)-C(H]) | Active | ™
C(CAN)=C([H])C=4[H]
CHEMBLa0gs0gs | 11C2 OO =CDCI-CARICT-CTCICNOFNEDH)-CIHCEHCOFC | e | CHEMBL
[H]C(H])([S]C=3/N=C(/[S]/C1=N/C([H])=C([H])C([H])=C 1 [H])C=2N=NN(C=2N=3)C([H])([H])C=4C([ . ChEMBL
CHEMBLAOYSES | mp=cqupe(Hp-CqHDC=4IH)C=SC(H)=CHNCH)=CH)C=5[H] Aetive database
crEMBLa91505 | 1712 CCODCH)-CHNCCT-CDCICTHCTHI- TN OINENICIT | e | CHEMBL
CHEMBL4093001 | PV C2=COCTHD=C(HC=1C((H)=CAHDCICNOMHDN((HDH)=CAHDC=THNCH)=COMHDC( | 5 oo | ChEMBL
O[H])=C2[H] database
[SI=CONHDN(HDIC@@J3[HDN2/N=C(SICHI([HN)C=T CTHD=CH)CH)=CHNC=ITHIN=C - ChEMBL
CHEMBLADYS | o) C@@)H)(CH)HDIHDC3 (HDH)NHD{H] A | database
CHEMBL4099241 | BV C2=COC(HD=CAH)CI=C(HNC(HD=C(HNCUCENOHDNHDH-CIHDCEHD=COMDC |, oo™ | ChEMBL
O[H])=C2[H] database
CHEMBLa104513 | 712 CCOMCT-COH)CCT-CCTCTH-CODCUCNORNGII-CHNCT | e | ChEMBL
0=C20C=1C([H])=C(O[H)C(H])~C(C=1/C(=C2HNCTHHNIN=N/C(-C HCH(HDISIC]
ML-152 | SONACEHI(HDCAHD(HDN(CO)OCCHDHDHNCAHIHDHDCAHHDIHNCTHNHDCAC | Inactive 27
(H)[H)CH](H)(H]
Mitss | SIECASICAHIH)C=IN=NN(C=TTHDCHN(HC=2C(H)-CHNC-CAHDC-2(HDCTHNHDH] | [ »

IN3C(HDHDCHDIHDEIHDIHDC(HDHDCI([HD[H]
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Compound ID SMILES Ag;zisty Source

[ST=C([SIC([H])([H])C=1N=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C(=C([H]) C=2[H])C([H])([H][H] .

ML-154 YN3C([H])(H])C(H])(HDOCH]([H)CI((HD[H] Inactive 28

MLo15s [S]=C([SIC([H])([H))C=IN=NN(C=1[H])C([H])([H)) C=2C([H])~C([H])C(H)=C([HDC=2[H)N3C(HD( | . 25
[H)CHD(HDCHDHDCIHDIHDCI(HDH]

VL156 [CIIC=1C([H))=C([H])C([H])=C([HDC=1 C([H])((H)N2N-N/C(=C2 /IR C(EI(HDSICSINACTHN | | 9,
[H)CHD(HDNCHDCH](H)C3((H)H]
[C1C=1C([H])=C([H])C(=C([H])C=1 [H])C([H])([H])N2N=N/C(=C2/[H])C([H])([H])[SIC(=[SIN3C([H])( |

ML-157 [H])C([H])([H)N([H])C(H])([H])C3((H])[H] Inactive 28
O=C(OC(C([HI)([H])[H])(C((HT)((HI)[H])C((HT)((H]) [H]NAC(H])((H) C(HI HDN(CISDISICHI

ML-158 H])C=1N=NN(C=1[H])C([H])([H])C=3C([H])=C([H])C2=C([H])C([H])=C([H])C([H])=C2C=3[H])C([H])( | Inactive 28
[H])CA(H])[H]
[SI=C([SIC([H])([H])C=IN=NN(C=1 [H])C([H])( [L]) C=2C([H])=C([H])C([H])=C([H])C=2[H))N3C([H])( -

ML-159 [H)C(H](HDOC(H](H])C3(HD[H] Inactive 28

VL160 [SI=C([SIC([H])([H])C=IN=-NN(C=1 [H)C([H])([H)C=2C([H])~C([H C=C(H)C=2[H)CHNHDH] | | 25
YN4C([H])([H])C([HD((HDN(C(H])(H])C=3C([H])~C([H])C(H])=C([H])C=3[H])C((H])H]CA(H][H]

ViLtel O~C(OC(C([H)(HNHN(C(HIY[HH)CH)(HNHDIC@@)H)N(H)C(=0)C=IC[H)=CHNC( | | s
[H])=C([H])C=1[HC((H)([HDCHD(CHDCHDHDCIHDHDN(HDCH](H)CECIH]

N [H)[C@@)(N(H])C(=0)C=I C([H])~C([H)C([H])~C([H))C= 1 [H)} C(=0)OC(C(H)(HDHENCH(H] | | i
)IH])CHD(HDH]CHDHDCCHYHDCHDHNCIHDHPNHDCHN(H)CECCH)([HDH]

ViLtea O=C(N([H))C=1C([H])=C([H))C([H])~C(OC(H]) (HDC(HI((HDC(H)HDN(H)C(HN(HNCACH) | 22
C=1[H])C=2C([H])=C([H])C([H])=C([H])C=2[H]

ML-164 0=C(C=IN=C([S]C=1[H])N([H])C=2C([H])=C([H])C([H])=C([H])C=2[CI)C([H])((H])[H] Inactive 30

165 O=C(C=IN=C([S]C=1[H)N([H])[SIEO)=0)C=2C([H])=C([H]) C([H])=C([H])C=2[H])C([H])[H][H] Inactive 30

VLoto6 [CIIC=3C([H])~C([H])C(C=IN=C([S]C=1 [H)N(C([H)((HD[H)[S|(~0)(=0)C=2C(H]-CAHDC=C((H] | .~ 0
)C=2[H])C([H])([H][H])=C([H])C=3[H]

ML-167 0=C(C=IN=C([S]C=1[HDN([H])C=2C([H])=C((HDC([H)~C([H)) C=2C((H)(HDH) C(H)(HD[H] Inactive 30

ML168 %{C]I)]CC;I[%(][H]):C([H])C(:C([H])C:1[H])C:2N:C([S]C:2[H])N([H])C(:O)C:3C([H]):C([H])C([H]):C([ active 0

ViL-160 [CIIC=1 C([H])=C([H])C(=C([H])C=1 [H])C2N=C([S]C=2[H)N(HD[SI=O)=O)C(HD(HNCBC[H)= | | 0

C(HDC([HD=CH])C=3[H]
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Compound ID SMILES Activity Source
class

[CIC=1C([H]=C([H])C(=C([H])C=1[H])C=2N=C([S]C=2[H])N([H]) C(=0)N([H])C=3C([H])=C([H])C([ .

ML-170 H))=C([H])C=3[H] Inactive 30

ML-171 O=C(C=IN=C([S]C=1[HDN(H])C(=O)N([H)C=2C([H)=C([HDC([HD=C(HDC=2[HDC(HD(H]D[H] Inactive 30

ML-172 O=[S](=0)(N([H])C1=N/C(=C(/[H])[S]1)C=2C([H])=C([H])C([C1])=C([H])C=2[H])C([H])([H])[H] Inactive 30

ML-173 O=C(C=IN=C([S]C=1[H])N([H])C=2C([H])=C([H]))C([H])=C(O[H])C=2[H])C([H])([H][H] Inactive 30

ML-174 0=C(C=1N=C([S]C=1[H])N([H])C(=0)C=2C([H])=C([H])C([H])=C([H])C=2[H])C(H])([H])[H] Inactive 30

ML-175 O=C(C=IN=C([S]C=1[HDN([H])C=2C([H])=C([H])C(OC([H([HD[HD=C([H))C=2[H])C([H([H])[H] Inactive 30

ML-176 [O-][N+](=O0)C=1C([H])=C([HDC(EC([HDC=1[HDC=2/N=C(/[S]C(H])([H)CH#C[H])N=C(|C1])C=2C#N Inactive 18
[FJC=3C([H])=C([H])C(N([H])C=2/N=C(/[SIC([H])([H])C#C[H])N=C(C=1C([H])=C([H) C([H])=C([H])C .

ML-177 1 [H])C=2C#N)=C([H])C=3[H] Inactive 18
[CIC=1C([H])=C([H])C([H])=C(H])C=1C([H])([H)N2N=N/C(=C2/[H])) C([H]}[H][SIC=3/N=C(/[CI])C .

MLALT8 - (CiNy=C(N=3)C=4C([H])=C(IHDC(TH)=C([H])C=4[H] nactive 18

ML-179 [CIIC=1C([H])=C([H])C([H)=C(C=1[H])C=2/N=C(/[SIC([HD([H])CHC[H])N=C([CI])C=2C#N Inactive 18
[C1C=1C([H])=C([H])C(=C([H])C=1[H])C=4/N=C(/[S]C([H])([H])C=2N=NN(C=2[H])C([H])([H])C=3C( .

ML-180 [H])=C([H])C([H])=C((H])C=3[CI)N=C([CI])C=4C#N nactive 18
O=[N+([0-)C=2C([H])=C([H])C(/C1=N/C(=NC(N([H)N([H)) C(=N[H))N([H][H])=C1 C#N)[S]C([H]) .

ML-181 ([H])CAC[H])=C([H])C=2[H] Inactive 18

ML-182 NH#C/C1=C(N=C(/[S]C(H([H])CHC[HN=C1C=2C([H)=C(HDC(H)=C(HNC=2[HIN(HDC=3C((H | | . "

D=C(HDC(=C(HDC=3[HNC(H](HDH]
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Activity

Compound ID SMILES class Source
CHEMBL1468131 | O=C(N([H])C1=C(OC([H])([H])[H])C([H])=C([H])C([H])=C1[H])C([H])([H])C(=N[H])N([H])O[H] Inactive gﬁxfj
O=C(OC(H])([H])C=1 C([H])=C(H])C(=C(H])C=1[H])C(HI)HDN(H])C(H])((H])CHIHNCH .
CHEMBL1938900 | [HDC([HD(HDN(O[H])C(=O)C([H])=C([H)C(=O)O[H)N([H])C3=C([H])C([H])=C([H])C=2C([H])=C([ Inactive | 4 tase
H])C(IH])=C(H])C=23
CHEMBL2181951 | O=C(N([H])C=1C([H])=C([H])C([FD=C([FDC=1[FDC([H])([H])C(=NO[H])N([H])[H] Inactive %};Elﬁ}ig
CHEMBL2181952 | O=C(N([H])C=1C(TH})=C(TH)C(F))=C([H))C=1 [FI)C(THT)(H])C(=NO[H)N(H]{H] active | -
CHEMBL2181953 | O=C(N([H])C=1C([H])=C([HDC(H])=C(F])C=1[F)C([HD([HDCE=ENO[H])N([HD[H] Inactive %};Elﬁ}ig
CHEMBL2181954 | O=C(N([H])C=1C(TH))=C(TH)C(F))=C(FI)C=1[H))C(THT)(HI)C(=NO[H)N(H][H] active | o
CHEMBL2181956 | O=C(N([H])C=1C([H])=C([HDC(H])=C([F])C=1[H])C([H)([HDC(E=ENO[H])N([HD[H] Inactive %};Elﬁ}is
CHEMBL2181958 | O=C(N([H])C1=C(C([H])=C([H])C([H])=C1 [H)C([H])([H[H])C(HI)[H)) C(-NO[HN(HD[H] active | O
cHEMBL2 181961 | O-CONIICI-CLCH)-CRDCH-CIHICUHHDCCHNHDIDCHIHICENOFINGD | e | CHEMBL
CHEMBL2181962 | O-CONIHDCICICUH)-CHPCHY-CIHICAHCTHMHDDCHNTEDIICHEICN | e | CHEMBL
CHEMBL 2181963 | O CONHIC CH)-CIICHI-COHIC-1C-2C(H)-COICT)-CEDC-2DAMII | g, | CHEMEL
CHEMBL2182005 | O=C(N([H))C=1C([H))=C([H})C(H])=C([H])C=1C([F])([F)[FI)C([H])([H])C(-NO[HN(H])[H] active | Gy
CHEMBL2182006 | O-C(N([H])C=1C([H])=C([H})C([H])=C([H])C=1 [CIC(TH])[H])C(-NO[H]N((H][H] nactive | PO
CHEMBL2182007 | O=C(N([H))C=1C([H])=C(H})C(H])=C(H})C=1[Br)C(H])([H)CENO[HNH)H] Imactive | CHEMBL

database
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[Br]C=2C([H])~C([H])C(C=1 CH])-CHC(OCHI(H)C@)HOMHDCHIHYN(H)CIHI) [H . ChEMBL
CHEMBL2426056 | ) CaCiH))=C(HI)C=1[H])-CHI)C=2[H] e ] database
[CIC=2C([H])=C(H)C(C=1C([H])-CH)COCTHIHD[C@NHIOHNCHNHDN(H)C(H])(H . ChEMBL
CHEMBL2426057 | }ycoCiH))=CHI)C=1[H])=CCIHC-2[H] e ] database
[CI}/C2~COH])C(C=1C(H]-CH)COCHI)HDIC@IHOHDCHN(H)NHDCHI)HCHC] . ChEMBL
CHEMBL24260S8 | 1))—((H))C=1 H)=C(HDC(CID=C2[H] e durabase
O~C(OC(HI)([H][H)C=1C(H)=C(HNC(OC(HIHDIC@IHNOMH)CHHIN(C(HIHDH]) . ChEMBL
CHEMBL2426059 | (117 H))CHCIH)~C([H])C=1[H] TN database
O~C(OC(HI)([H]H)C=1C(H)-C(HNC(OC(HIHDIC@IHOMH)CHHNHDCH)(H]) . ChEMBL
CHEMBL2426060 | (., ovin ™ (1) Co 1] Inactive database
O~C(OC(H)(HDH])C(HINH])C=1 CIH])~C(HNCOCHIHDIC@KHOMHNCTHD(HPN(C(H . ChEMBL
CHEMBL242606T | 1) /1)) 117)C([HI)([H])C#CTH])-C((H])C=1 [H] T database
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Compound ID SMILES class Source
O=C(OC(HD([HNHNCHINH)C=1C(H)=CIHNCOCIHDHDIC@IHNOMDCAHD | 4 ChEMBL
CHEMBL2426062 | )N HI)C(IHI)((H) CHCIH])=C([H])C=1 [H] e database
O=C(OC(HD([HNHNCHIHNCHI(H)C=1C(H)=CHNCOCIHN(HNC@IHNOL |4 . ChEMBL
CHENBLAZ633 | e HDN(CHIHDIHDCHI(H) CACHI=CHDC=1 [H] nactive database
O=C(N([H[H])C=1C([H])=C((HNCOCHN(HDIC@IHNOMHDCAHNAHDINCHNCAHN | 4, ChEMBL
CHEMBL2426064 H])C#C[H])=C([H])C=1[H] Inactive database
O=C(C=1C([H])-C((HNCOCHIHDIC@@IHOMHDCHNHINCAHDIHDHNCH) | ChEMBL
CHEMBL2426129 | (1) CHC[H))=C(H]C-1[HDN(HD[H] R R
(HO[C@](HI(C(HIHDN(HDCHDHNCHCHDCHNHDNHNC=1C(H)=CAHNC(= | ¢ ChEMBL
CHEMBL2A26130 | ¢(prpyc=1 [ C=2C([H)=CHDCHD=CH)C=2(H] TN | database
(HIO[C@@([H)CHI(HDN(C=1C([H)=C(HDC(=C(H)C=1 HDC=2CHD=CAHDCHD | 4 . ChEMBL
CHEMBL26IL | —c =2t D HDCHDIHDNH)CHIH)CHCTH] actiee database
chpMmLatasant | [1O2COHD-COCNGHDCISIOEH)-CODCDEHDCHNENID N | gy, | CHEMBL
CHEMBL3134312 | [CIC=2CAHD=CHDCN(HDC=1[SICIHD=CON=D[C@@IHNOMHDCHNHYHD=C([ | oo | ChEMBL
H])C=2[H] database
[FIC=1C([H)=C(HDC(=C(HNC=1[HNC=2N=C(SIC=2(HN(HDC=3CHD=CAHNCAC= | | - ChEMBL
CHEMBL3134314 | o1y Inactive database
O=[N+]([O-))CI=CN((HDC(HD(HDCHDHDNHDHDC(=CH)CC1HDC(F]) . ChEMBL
CHEMBL3217220 | oy £ 1~ 0)[0.] Inactive database
O=[SI(=O)N((H)CI=C(H])C(OC(HI)([HH]=C(C([H)=C1{HIN2N=C(C([H])=C2C(HI)( CHEMBL
CHEMBL4064882 | H[H]C(H])([H][H)C=4C([H)=CHNC=3N(C(=0)C(-C(HNC=3C=4[HNCHN(HNIH)C | Inactive dntabass

((HI)([HDH]
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Compound ID SMILES AS;VS?Y Source
[HIN([H])C(=NO[H])C=2C([H])=C([H])C(C([H])=C([H])C=1C([H])=C(O[H])C(O[H])=C(O[H]) . ChEMBL
CHEMBLA096792 | o " i oty Inactive atabase
[C1]C=1C([H])=C([H])C(OC(H])([HN)CH([H)C(H])(HDN(CH])[HDH)C(HI)([H])CHC | ChEMBL
CHEMBLS8706 [H])=C([CI])C=1[H] Inactive database
O=C(OC(C([H])([HD[H])(C([H])([HD[H)C(H])([H)[H)NAC(H])([H)C(H])HDN(C(=[S
ML-183 SIC(H])([H])C=IN=NN(C=1[H])C([H)([H])C3=C([H])C(=0)OC=2C([H])=C([HDC([H])=C([H Moderate 27
1)C=23)C([H])([H])C4([H])[H]
[Br]/C1=C(/C([H])=C([H])C([H])=C1[H])C([H])([H])[S]C=3N=C2N=C(C([H])=C(N2N=3)N([H
ML-184 | N(HD[H]DC(H])(H]H] Moderate 31
[F]C=1C([H])=C([H])C(=C([H])C=1 [H])C([H])([H])N2N=N/C(=C2/[H])C([H])([H])[SIC(=[S)N
ML-185 3C([H])(H)C(H])(H)N(H)C(H])([H)C3([H])[H] Moderate 28
[S]=C([S]C([HI)([H])C=1N=NN(C=1 [H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H])C([H
ML-186 | 3y () [H])N3C([HI)((HDC((H])((HDN(H])C(CH)((H]C3(HD[H] Moderate 28
[H]C=2C(=NC1=NC(=NN1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H])NAC([H])([H])C([H])
ML-187 ((H])N(C([H])([H])CA(H])[H])C(H])(HDHN[SICHI(H)CHIH)CS=C(HNCHD)=C( | Moderate 19
H])C([H])=C5[H])C([H])((H])[H]
[S]=C([S]C([HI)([H])C=1N=NN(C=1 [H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H])C([H
ML-188 | ((H]H)NAC(H])((H]C((H])(H)N(C(=0)OC([HI)[H)C=3C([H])=C([H)C(H])=C((H)C= | Moderate 28
3[H])C([H])((H])C4([H])[H]
O=C(OC(C([H])([HD[H])(C(H])((HDHDC(H])(H)HDNIC(H])([H)C(HI)HDN(C(=[SL
ML-189 SIC([H])([H])C=IN=NN(C=I[H])C([H])([H]) C=2C([H])=C((H)C([H]))=C(IHNC=2[F)C([H))([ | Moderate 28
H])C3([H)[H]
O=C(OC(C([H])([H])[H])(C([H])([H[H]) C([H])([H]) [H)N3C([H])([H]) C((H]) (HDN(C(=[S
ML-190 SIC([H])([H])C=IN=NN(C=I[H])C([H])([H]) C=2C([H])=C([H)C([H])=C([HNC=2[CINC(HI)([ | Moderate 28

H]DC3((HD[H]
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Activity

Compound ID SMILES class Source
NHC/C1=C([H])C([H])=C(C((H])=C 1 [H)[C@@4(HD[C@)([H])(C2=C([H])C([H])=C(N=C2/[H])OC

ML-191 | (H)(HDHDCIHDHDN(CEO)CHIHDIC@I3((H)CCHNHDNHNCHDHDCH(HDC3( | Moderate | 34
[H])[H])C4([H])[H]

[H]C=2C(=NCI=NC([H])=NN1 C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H)NACH]([HC(H])(

ME-I92 | HpN(C(HI(HDCAHDH]C(H]((HDHDCHIYHDC(H])HDH] Moderate | 19
[H]C=2C(=NC1=NC(=NN1C=2N([H})C([H])([H])C([H])[HDN(HDHD[SIC(HI)[H])C3=C([H])C([H

M3 e =CIHDCHI HDH] Moderate | 31
[FIC=1C([H])=C([H])C([H])=C([H])C=1C([H])([H])N2N=N/C(=C2/[H])C((H])([H])[S]C(=[SN3C([H]

ML (RN HDNHDCHINHDC3((H][H] Moderate | 28
MLtos | O~COOCCAHHDHCIHN(HNH)CHHDHPNICCH(HDCAHDHDNCHSHISICAH] | oo |
)([H])C=IN=NN(C=1[H])C([H]}([H])C=2C([H])=C([H])C([H])=C([H])C=2[Br])C([H])([H])C3((HD[H]
[H]C=2C(=NC1=NC(=NN1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H)NAC(H])(HC(HI)(H)N
ML-196 | (C(IH])([H])CA(HDH]C(HI)YHDHDISIC(HD(HNCH)(HNCHD(H)CS=C(HNC(H])=C([H]) | Moderate | 19

C(H)=CS[H])C(H])([HD[H]

Vigor | [SIFCASICEHI(H)C=IN-NN(C=1[H)C(H)(H)C=2C(H])-CHNC-=CAHNC2AHDCAHNHN | oo | o
H])NAC([H])([H])C([H])H)N(C=3/N=C(/[H])C([H])=C([H)N=3)C([H])([H])C4((H])[H]
[FIC=1C([H])=C([H])C([H])=C([H])C=1C([H])([H])N2N=N/C(=C2/[H])C((H])([H])[S]C(=[ST)NAC([H]

ML-I98 (D) C(H)([HDN(C=3/N=C(/H])C([H])=C(HDN=3)C([H])([H])CA([H])[H] Moderate | 28
[SI=C([SIC([HI)([H])C=TN=NN(C=1[H])C([H])([H])C=2C([H])~C([H])C(=C([H])C=2[H) CHI (]

ML-199 | H)N3C(H])([H])C(HD)([H)N(C(H]([H])C3(HDHDISI=0)=O)C(H)([H)[H] Moderate | 28
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Activity

Compound ID SMILES class Source

w200 | HIC=2C(-NCI=NC(-NNIC=2N([H})C3=C([H)C(IH])-C(C([H)=C3H)NACHD(HNCHDAHDN | (oo | o
(C(HI)((H)CAHDH]C(H])(HDHDISIC(HI(H)C(H])HC(H](HDHDC(H)((HD{H]
[H]C=2C(=NC1=NC(=NN1C=2N([H])N((H)[H])[S]C([H])([H])C3=C([H)C([H])=C(C([H])=C3[H])C(

ML-201 | [ () [H]C(H](HDH] Moderate | 31

L0z | O~COOCTHD(HNCAHNIHDHYNICH)HDCIHNHPNCISDISICEHHNC=IN-NNC=I[ | oo |
HI)C([H])([H])C=2C([H])=C(H)C(=C([H])C=2[H)C(TH)([HHDC([H])([H])C3((H])[H]

Wi20s | O=COCCHN(CHDHDHNCH)HDHDNICH)HDCHNHDNCSHISICTHNHNC=IN | o |
=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H])C([H])([H[H)C((H])((H])C3((H])[H]
O=C(N3C([H])([H])C(H])([HDN(C(=[SDISIC(H])([H])C=1N=NN(C=1 [H])C([H])([H]) C=2C([H])=C(

ML204 | ) C(=C(HDC=2[H])CHIN HNHDCHN(H)C3(HDHDCHDHH] Moderate | 28

WL20s | [HIC=2C(-NCI=NC(=NNIC=2N([H))C3=C([H]C([H])-C(C(IH)=C3H)NAC(H(HDCAHDHDN | oo |
(C(HI)((H)CAHDHC(H])(HDHDISICHI(H])C((H)=C((HHDC(HI)(H])H]
[CIJC1=C(C(C)=C(H])C(H])=C 1 [HNC(HD(HN[SIC=3N=C2N=C(C([H])=C(N2N=3)N([H])N([H

ML-206 | pH)CH)(H]H] Moderate | 31

WL207 | [HIC=2C(-NCI=NC(=NNIC=2N([H))C3=C([H])C([H])-C(C(IH)~C3HPNAC(H)(HDCAHDHDN | oo |

(CHD(HDCAHDHDCHDHDHDISICHN([HDCHCHDC(H)((HH]
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Activity

Compound ID SMILES class Source
[H]C([H])([H])C=1C([H])=C([H])C(=C([H])C=1[H])C=3/N=C(/[H])C(OC([H])([H])C2([H])C([H])([H])

ML208 | C([H])([HDN(H]C([H])([H])C2([H][H])=C([H])C=3C=4C([H])=C([H])C(=C([H])C=4[H])C([H])([H]) | Moderate | 25
N5C([H])([H])C([H])([H]))OC([H])([H)C5([HD)[H]

ML200 [H]C=2C(~NCI-NC(=NN1C=2N([H})C3=C([H])C([H))=C(C([H)=C3H)NACH(HDCCHNHDN | o | o
(C(TH])((HDCAHD[H]C(HI)(HHD[SICHDHCS((H)CHI)(H]CS(HNH])C(HI) (RN [H]
[FIC(F])([F])C1=C(C([H])=C([H])C([H])=C [H])C([H])([H])[S]C=3N=C2N=C(C([H])=C(N2N=3)N([

ML-210 | g)\N([H])H]C(H])(HD[H] Moderate | 31
[H]C([H])(O/C1=N/C(=C(/N=C 1/[H])C=2C([H])=C([H])C([H])=C([H])C=2[H])C=3C([H])=C((H])C([H

ML-211 1=C([H])C=3[H]C4((H])C(HI)[HDCHI)(HNN(HDC(HI)([H])CA(H])[H] Moderate | 23
[H]C([H])([H])C=1C([H])=C([H])C(=C([H])C=1[H])C=3/N=C(/[H])C(OC([H])([H)C2([H])C([H])([H])

ML212 | C([H])([HDN(H]C(H])([H])C2([H][H])=C([H])C=3C=4C([H])=C([H])C(=C([H])C=4[H])C([H])([H]) | Moderate | 25
N5C([H])([H])C([H)((H)N([H)C([H])([H])CS((HN)[H]

[Br]C=1C([H])=C([H])C(=C([H])C=1 [H])C=3/N=C(/OC([H])([H])C2([H])C([H])((H])C((H])(H])N([H]

ML213 ) o(H))([H]) C2([H] [H]C([H])=NC=3C=4C([H])=C([H])C(C#N)=C([H])C=4[H] Moderate | 25
[H]C([H])([H])C(HT)(HT)N([H)C([H])([H])C=1C([H])=C([H])C(=C([H])C=1[H])C=3C([H])=C(OC([

ML214 | H])((H])C2([H])C((H])([H])C(H])([HDN(H])C((H])([H)C2([H)[H])C(H])=NC=3C=4C([H])=C([H]) | Moderate | 25
C(=C([H])C=4[H])C([H])([H])[H]
[Br]C=1C([H])=C([H])C(=C([H])C=1[H])C=3/N=C(/[H])C(OC([H])([H]))C2([H])C([H])([H])C([H])([H]

ML-215 - | N([HDC(H])([H])C2([H])[H])=NC=3C=4C([H])=C([H])C([B])=C([H])C=4[H] Moderate | 25
[H]C=2C(=NC1=NC(=NN1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H])NAC([H])([H))C((H])[H])N

ML216 | (C(CHD([H)CAHDHDCIH)(HDHDISICHD(H)CSHDCH)HDCHDHDCTHNHNC(H] | Moderate | 19

J(HDES(HDHDC([HD(HDH]
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Activity

Compound ID SMILES class Source
[FIC([FI)([F)C=1 C([H])=C(C([H)=C([H])C=1 [H)C(HIN (HD[SIC=3N-C2N=C(C([H])=C(N2N=3)N(

ML217 | HDN(HDH]C(CHI) (HDH] Moderate | 31
N#CC=1C([H])=C([H])C(=C([H])C=1 [H])C=3/N=C([H]C(OC(H])(HDC2(HNC(HD(HDC(HI)([H]

ML-218 IN(HDC(H(H])C2([H[H])=NC=3C=4C([H])=C([H]) C(C#N)=C([H])C=4[H] Moderate | 25
[H]C([H])((H])C=1 C((H])=C([H)C(=C([H])C=1 [H])C=3/N=C(/[H]) C(OC([HI) [HDCA[HDCH])(H])

ML219 | COCINCHICEHIHDCHDIT-CDCSC4CH-CONCCCAICHHTOTITHD | Moderst | - 25
H
0=C(C=4C([H]=C([H])C(/C2=C(N=C([HNC(OCHD(HDC@@] 1 ((H)C(HD([H)CHNHPN(H

ML220 | DC(HD(H]CI(HDH])=C2[H])C=3C([H)=C((HNC(=CHC=3[HNC(H([H)H])-C(H)C[H]) | Moderate | 25
N(HDIC@@]S((HNC(HD(HCS(HDIH]
NH#CC=3C([H])=C([H])C(/C1=CN=C([H])C(O[H])=C1[H])C=2C([H])-C(H))C(=C([HNC=2[H]C(]

MU2ZE | H((H](HD=C((H]C=3[H] Moderate | - 23
N#CC=4C([H])=C([H])C(/C2=C(N=C(HNC(OC(HI)([H])C=1C([H)=C([HNC((H])=C([H])C=1[H])=

ML-222 | CfH])C=3C([H])=C(H])C(=C([H])C=3[HNC(HN(HD[H])=C((H])C=4[H] Moderate | 25
[H]C=2C(-NC1=NC(=NNIC=2N((H])N((HN[HD[S]C(H)((HDC(HD([H)C3=C(HNC(H)-C(HI)C

ML223 | (H])=C3HDCHD(H])H] Moderate | 31

Wiage | [HIC22C(ENCI=NC(H])=NNIC=2N([H])C3=C(IH)C(H])=C(CHD-CIHDNACTHNEDCAHDE | ppogorate | 10

HPN(C(HD(HDCA[HDHDCHDHDHDC(HD(HDH]
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Compound ID SMILES Azlt;?sty Source

1225 ][)ng]j%ngC1=NC(=NN1C=2N([H])[H])[S]C([H])([H])C3=C([H])C([H])=C([H])C([H])=C3[H])C([H voderate | 31
0=C(C=4C([H])=C([H])C(/C2=C(/N=C(/[H])C(OC([HT)([H])C1((H)C(HT) (H)CH(HDNHDC([

ML226 | H))([H])CI([HD[H])=C2[H])C=3C([H])=C([H)C(=C([H])C=3[H)C([H])([H)[H])=C([H)C=4[H])N5C | Moderate | 25
(H)(H)C(HT)HDOC(HIY(H]CS((H[H]
0=C(C=4C([H])=C([H])C(/C2=C(N=C([H])C(OC([H])([H])C1((H)C(HI)HNCHD(HDNHDC([

ML227 | H)(H)CI(HD[H])=C2[H])C=3C([H])=C([H])C(=C([H])C=3[H)C([H])([H)[H])=C((H)C=4[H])N5C | Moderate | 25
(HDHDCHIHDNCHDCHI(H)CS((H])[H]
0=C(C=4C([H])=C([H])C(/C2=C(N=C([H])C(OC([H])([H])CI((HNC(HN)(H)CHNHNNCHDC(

ML228 | H])([H])CI([H])[H])=C2[H])C=3C([H])=C([H])C(=C([H])C=3[H)C([H])([H)[H)=C([H)C=4[H])N5C | Moderate | 25
(HD(HDCCHI(HDCHN(H)CHD(HNCS(HDH]
[H]C([H])(OC=2C([H])=NC(C=1C([H])=C([H])C([H])=C([H])C=1[H])=C(C=2[H])C=3C([H])=C([H])C

ML-229 | ([H])=C([H])C=3[H])CA(H]CHI)HNCHDHDN(H])CHI)(H])CAHH] Moderate | 25
[H]C([H])(OC=1C([H])=C([H])C(=NC=1[H])C=2C([H])=C([H])C([H])=C([H])C=2[H])C3H)C([HI)(

ML-230 | qpyc([H])(HDNH)CHI(HNC3(HN[H] Moderate | 25

ML-231 [0-][N+](=0)C=2C([H])=C([H])C=10/C(=C(/[CI])C(=0)C=1C=2[H])C([F])([F])[F] Moderate | 23

WLz | [HIC-2C(-NCI-NC(NNIC=IN([H)N(HDHDSICAHDHDCHNHNCCHNHNC3-CAHDC(H | oy | o

D=C(HDC(HD=C3[HDC(HD(HDH]
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Compound ID SMILES Azlt;?sty Source

Wiaas | O-CONCHDN=C(C2=COHNC(H)=C(H)C=1CH)=CH)C(H)=CAHNC=ICHNHDHNC= | o0 | o
3C([H])=C([H])C([H])=C(C=3[H])[S](=0)(=0)N4C([H])((H])C([H])(H])OC([H])([H])CA(CH])[H]
[CI[/C1=CO\[HDC(H])=C(C([H)=CI1[HDC(H])([H]D[S]C=3N=C2N=C(C(=C(N2N=3)N([H])C4=C([H]

ML234 | )C([H])=C(C([H])=CAH]NSC([H])([H)CHDHDN(CH)HDCS(HDHNCCHD(HNHDCHN( | Moderate | 19
H])[H])C([H])([H][H]
[H]C=2C(=NC1=NC(=NN1C=2N([H])N([H])[H])[S]C([H])([H])C3=C([H])C([H])=C([H])C([H])=C3[H

ML-235 | DC(HI(C(H](HDHDCH](H]H] Moderate | 31
[CI)/C1=C[H])C([H])=C(C([H])=C 1 [H])C([H])(H][S]C=3N=C2N=C(C(=C(N2N=3)N([H])C4=C([H]

ML236 | )C([H])=C(C([H])=CAH]NSC([H])([HDCHDHDN(CH)HDCS(HDHNCCHD(HNHDCHN( | Moderate | 19
H])C(CH])(H)C(HT)(H])C(CH])([H])C([H]) (R [H])C(CHT)([H)[H]
[H]C=2C(=NC1=NC(=NN1C=2N((H)N([H])[H])[S]C([H])([H])C3=C([H])C([H])=C((H])C([H])=C3[H

ML237 - )Ca=C((HNC(H]=C(HDC([H)=CA{H] Moderate | 31
O=C(N([H])C1=C([H])C([H])=C([H])C(OC([H])([HC(HD([HDCHI HDN(C(HTYHNHDCCHI)(

ML-238 | H})CHC[H])=C1 [H])C=2C([H])=C([H])C([H])=C([H])C=2[H] Moderate | 22
[H]O[C@]([H])(C([HD(HDN(H])C(H])([H)CACHNC((H])([H)OC=1 C([H)=C([H])C(=C([HC=1[

ML239 | H)C=2C([H)=C((HNC([H])=C((H)C=2[H] Moderate | 22
[H]C([H])([HDN(C([H])([H) CACIHDC(HD(HDIC@]([H])(O[H)C(H])([H)OC=2C([H])=C([H])C 1=

ML-240 | C([H])C([H)=C([H])C([H])=C1C=2[H] Moderate | 22

N [H]O[C@]([H])C(HD(HPN(HC(H]([H)CHCIHNCH](H)OC=2C(H)=CHNCI=CAHDC(H |y | o

D=C(HDC(H]D=CIC=2[H]
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Activity

Compound ID SMILES class Source

[BrC=2C([H])=C1C((H])-C((H)C(OC(HN(HDIC@@](HIO[HNC(HNHIN(C(THI[HDHDC(]

ML242 | H)([H)CHCIH)=C(H])C1=C((H])C=2[H] Moderate | 22
[H]C((H])((HD[SIC(HI((HNC(HD([H)C=1N=C(OC=1C([H]) (HN[H)C=2C((H])=C(H)C(H])=C(

ML243 | N(HDCENHDN(H]H)C=2[H] Moderate |30

Wigas | HIC-2C(ENCI=NC(H])=NNIC=2N([H])C3=C(IH)C(H])-C(CH)-CIHDNACTHNHDCAHDE |y | 1o
H]N(C([H])((HI)C4[HD[H)C(HI)(HNH)CS=C((HNC(TH=C((HC((H])=CS[H]

Wigs | [HIC22C(ENCISNC(NNIC=2N(H)C(H])(HDCHD(HDOCTHNHNCHNAHDOCTHDNAHDCN | ypogerate | 31
HI)((HDN(HD[H]D[SICHD([H])C3=C(HDC(H)=C((HNC([H)=C3[HNC((HD(HDIH]

ML-246 0=C(C=1N=C([S]C=1[H])N([H])C=2C([H])=C([H])C([CI))=C([H])C=2[H])C([H])([H])[H] Moderate | 30

ML-247 0=C(C=1N=C([S]C=1[H])N([H])C=2C([H])=C([H])C([H])=C([CI]))C=2[H])C([H])([H])[H] Moderate | 30

ML-248 0=C(C=1N=C([S]C=1[H])N([H])C=2C([H])=C([H])C([Br])=C([H])C=2[H])C([H])([H])[H] Moderate | 30

ML-249 O=C(C=IN=C([S]IC=1[H])N(HDC=2C([HD=C(([H])C(O[H])=C([H])C=2[H])C([H])([H])[H] Moderate 30
[C1IC=1C([H])=C([HDC(=C([H])C=1 [H])C=2N=C([SIC=2[H)N(H][S](=0)(=0)C=3C([H)=C([HI)C(

ML-250 [H])=C([H])C=3[H] Moderate 30

ML-251 [FIC([FD([FDIS](=O)(=O)N([H])C1=N/C(=C(/[H])[S]1)C=2C([H])=C([H])C([CI])=C([H])C=2[H] Moderate 30

WLasy | OTSIEONCI=C(CH)-CHDCHD=CIHNCHDHDHPNH)C2-NIC(-CUHDISIIC-3CAH] | oo | oo

)=C(HDC([CID=C([HDC=3[H]
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Activity

Compound ID SMILES class Source

O=[S)(=0)(C1=C([H])C([H])=C([H))C(=C | {H)C(HD[HDHN(H])C2=N/C(=C([H][SI2)C=3C([H]

ML233 e C(C)=CHDC=3(H] Moderate |30
O=[S)(=0)(C1=C([H])C([H]=C((H)C(OC(HI[HDH])C[HDN(HDC2=N/C(-C(HDS]2)C=3C ([

ML23% - Hp=C(H)C(CI)=C([H])C=3(H] Moderate | 30
O=[S)(=0)(C=1C([H])=C([HNC(OC(HI) [HD[H])C([HC=1 [H])N([H])C2-N/C(=C([H][SIC=3C(

ML2SS | [HD=CHNC(CI)=C(HNC=3[H] Moderate | 30

ML-256 [H]IC=2C(=NCI=NC(=NNI1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H])N([H])C4=C([H])C([H])=C( Moderate 19
[H])C([H])=CATHD[S]C((HI)[HD)C5=C([H])C(TH])=C([H])C([H])=CSH)C(HI)((HDH]
[HIN(/C2=C4/C(=NC1=NC(~NN12)[S]C([H])([H)C3=C([H])C([H)=C([HNC((H])=C3[H)C(HI)(H])

ML23T | C(HI([H]CACHDHDN((HD)H] Moderate | 31
[C1IC=1C([H])=C([HDC(=C([H])C=1[H])C=2N=C([SIC=2[H)N(H])[S](=0)(=0)C=3C([H])=C([H])C(

ML238 | [H])=C(C=3[H])C=4C([H])=C([HDC([H])=C([H])C=4[H] Moderate | 30
[C1IC=1C([H])=C([HDC(=C([H])C=1 [H))C=2N=C([SIC=2[H)N([H])[S](=0)=0)C=3C([H)=C([HI)C(

ML239 | —C([HI)C=3[H])C=4C([H])=C(H]C(H])=C([H])C=4[H] Moderate | 30
[C1IC=1C([H])=C([HNC(=C([H])C=1[H])C=2N=C([SIC=2[H)N(H])[S](=0)(=0)C=3C([H])=C([H])C(

ML-260 [H])=C([H])C=3[CI] Moderate 30
[C1IC=1C([H])=C([HDC(=C([H])C=1 [H])C=2N=C([SIC=2[H)N(H][S](=0)(=0)C=3C([H])=C([HI)C(

ML-261 [H])=C([CI])C=3[H] Moderate 30

Wiaer | [CIC=ICH)=CIHNC(=CHC=1[H)C-2N-C([SIC=2[H)N(HD[SI=0)(=0)C=3CAH)-CAHNC( | pyopr | 50

[CID=C([HDC=3[H]
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Table SM10: ML Training list compounds

Activity

Compound ID SMILES class Source
ML-263 EE]C%[;]]))((:[(F[BS;I &([[S]))gg([[g]])c([H])=C([H])C=1 [SICO)EON([HDC2Z=N/C(=CUHDISI2)C=3CAH] |\ 1 qerate | 30
ML-264 EE]CC(EE])%[(F[]C)S)::I C:C(([[%]))gg([[g]])C([H]FC(Cﬂ [HDISIEO)EON([HDC2=N/C(=CUIHDISI2)C=3C(H] | yrogerate | 30
ML-265 gi](%[;]]))é[ggﬁ;l C?(([[é;]))gg([[g]])c(zc([H])Czl [HDISIEO)EON(HDC2=N/C(=CUHDISI2)C=3CH] |\ rqeae | 30
ML-266 [:Ié](?;i)%(:[gﬁizﬁﬁ(;gg}ll](;zélj[(l[{f]l)]éc(ﬁg]c)?(([[g]]))[cé][H])ZC(C([H])=C3 [HDN(HDHDISICHDIHEDCA | 10 derate 19
ML-267 [H]C=2C(=NCI=NC([H])=NNIC=2N([HDN([HD[H]DC(H])([HD[H] Moderate 31
ML-268 gggg;{l]C([H]):C([H])C(=C([H])C=1 [HDC=2N=C([S]C=2[HDN([HD[SIFO)=O)C=3[SICHD=C(H] | \1oderate | 30
ML-269 [=CC12§3:r]1 )CC(LgI[]zIZ]C([H])C(chH])C:l [HDC=2N=C([S]C=2[HDN([HD[SIFO)=O)C=3C(HD=NC([HD | \roderate | 30
R S NI |
ML-271 O=[S](=O)(C2=C(H))C([H)=C(H)C(C=IN=C(N=C([H)C=T[HDC(H)(HDHD=C2[HPN([HDC3 |\ o | 30

=N/C(=C(/[H])[S]3)C=4C(H)=C(HDC([CI])=C([H])C=4[H]
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Activity

Compound ID SMILES class Source
ML-272 EC&]HC];lgE[[;I]]))ZSg[[%]])C([H])=C(C=1[H])[S](=0)(=0)N([H])C2=N/C(=C(/[H])[3]2)C=3C([HD=C([H]) Moderate 30
ML-273 [c%]HC];Sg[[g]];(::Sg[[%]ﬁC([H]):C(C:1 [HDISIEO)EOIN([HDC2=N/C(=CUTHDISI2)C=3C(HD=C(H]) | \1oderate 30
ML-274 h(%])(:?a [Cél[]f)lé):ﬁg?])c([H])ZC(Czl [HDC=2N=C([S]C=2[HDN([HD[SIFO)=O)C=3C(HD=CHDC( | {10 derate 30
e e T
ML-277 [C%]HC]; gg[[gr]]))ZCC:(Z,[F%C( [HD=C(C=1[HD[S]I(FO)EON(HDC2=N/C(=C(HDISI2)C=3C(HD)=C(H]) | 310 derate 30
ML-278 [C%]Bcr]:) 1:%(([[HH]]))=CC:(3[FI£C( [HD=C(C=1[H]D[S](FO)=ON(HDC2=N/C(=C([HDISI2)C=3C(HD)=C(H]) | \ 10 derate 30
ML-279 SI]Z)[:S(]E((TS]))(&([[HH]])):CC:(I[[CSI]]%[:P;][);]C(NZ1)C2=C(OC([H])([H])[H])C([H])=C([H])C([H])=C2[H])C=3C([ Moderate 30
ML-280 SI]Z)[:S(]I(ES]))(&([[HH]])):C&I[g]]gjc([:%][);]C(NZ1)C2=C([H])C([H])ZC([H])C(OC([H])([H])[H])=C2[H])C=3C([ Moderate 30
ML-281 O=[S]FOYN(H]C=1[S]C((H])=CN=DC=2C(H])=C(HDCOCHD([HDHD=C(HNC=2[HNC=3CC | \ 1 10 ie 30

[HD=C(HDC(HD=C([CI)C=3[H]




Table SM10: ML Training list compounds 118

Compoun

Activity

SMILES Source
dID class

[CI]C=1C([H])=C([H])C([H])=C(C=1[H])[S](=0)(=O)N([H])C2=N/C(=C(/[H])[S]2) C=4C([H])=C([H]) C=30C([

ML282 | Hp)((HDC(HD(H))OC=3C=4[H] Moderate | 30
O=[S](=0)(N([H])C=1 [S]C(=C(N=1)C=2C([H])=C([H])C([H])=C([H])C=2[H])C([H])((H])[H])C=3C([H])=C([H]

ML-283 )C([H])=C([CI])C=3[H] Moderate 30
[CI]C=1C([H])=C([H])C([H])=C(C=1[H])[S](=0)(=O)N([H])C3=NC(C=2C([H])=C([H])C([H])=C([H])C=2[H])~

ML-284 | (([S13)C=4C([H])=C([H])C([H])=C([H])C=4[H] Moderate | 30
[H]C=2N=C1N=C5C(=C(N1N=2)N([H])C3=C([H])C([H])=C(C([H])=C3[H])NAC([H])((H)C(H)((H)N(C([H])

ML-285 | ([H])CA([H])[H])C([H])((HDHDCCHIH)CHT)(H]CS((H]H] Moderate | 19
[H]C=2C(=NC1=NC(=NN1C=2N(C([H])((H])C([H])[H)N(C([H])((H])[H])C([H])[HN[H])C((H])((HDHN[SIC

ML-286 | ([HI)([H])C3=C((H])C(H]=CHDC(HD=C3[HC(THI)((HNH] Moderate | 31
O=[S](=0)(N([H])C1=NN=C([S] 1)C=2C([H])=C([H])C(=C([H])C=2[H])C([H])([H])[H]) C=3C([H])=C([(H])C([H

ML-287 D=C([CI])C=3[H] Moderate 30

Mi2ss | O-ISIEONCI=CAHNC(H)=CHDC=CIHNCIHINHDHIN(HNC2=NN=C(SI2)C=3CIHD=CAHDCACY | ypoiere | 30
J=C([H])C=3[H]

Mg | [CIC=1C(HD=C(CICH]=C(C=1[HDISI-0)=OIN(H)C2-NN(C(H])=C2H)C=3CHD-CHNCHD= | yyoqo | 30
C([H])C=3[H]
[FIC(F])([F])C=1C([H])=C([H])C([H])=C(C=1 [H])[S](=0)(=O)N([H])C2=NN(C([H])=C2[H])C=3C([H])=C([H]

ML-290 )C([CI=C([H])C=3[H] Moderate 30

201 | O~[SI=O)XC=IC(H])=C(IHNC(=C([H)C=1 () C(HDHDHDN(HNC2-N/C(-CUIHDISICBCHD-CTH | oo | 50

)C(CID=C(H]DC=3[H]
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Table SM10: ML Training list compounds

Compound

Activity

SMILES Source
ID class
ML-292 | HIC=2CENCI=NCENNIC=2N(H))C3=C([H)C(HD=C(C((HD=C3HDNAC(HI)HDCAHDAHDNCTHDT | 31 qorate 19
HDCA(HDHDCHD(HDHDISIC(HD(HDCS=C(HDC(H)=C(HDC(H)=CS[H)C(H])([HD[H]
O=C(N([HDCI=C([HDC(HD)=C(HDCECIHDHC(HD(HDOC(H)(HDHDC=3N(C2=C([S]C([H])=C2[H])C=
ML-293 3[HDC(H])((H])[H] Moderate 36
Mi-294 | O-CONHDCI-CHDCHY-CUHDCOCTHNHDIHD-CIHNCNC-CUSICUHD-CADCSINEHD | ypogere | 36
ML-295 | O=C(N([H])C1=C([H])C([HD)=C(([H])C([H])=CI1[H])C=3N(C2=C([S]C([HD)=C2[H])C=3[H])C([H])([H])[H] Moderate 36
Mi-296 | FVCEI=COHDCHD=C(C(H])=CI[HD)C(HD[HD[S]C=3N=C2N=C(C([H])J=C(NZN=3)N([H])C4=C([HDC(H |\, ' = | g
D=C(C(HD=CAHDNSC(HD(HDC(HDHDNCHD(HDCS((HDHDC(HDHDHDC(HD)(HDH]
MiL.297 | HIC=2CENCI=NCENNIC=2N3C(H)(HDC(HDIHDCHD(HDC@@]I[HD)(C3(HDHDINAIHDIHDMHE | 1 4o | 31
DISIC(HD(HDCA=C(HDC(HD=C(HDC(H)=C4[H])C(H)([HD[H]
L2908 | [BHIC=IC(HD=C((H)CHD)=C(C=1[H)CHD(HN[SIC=3N=C2N=C(C([H])=C(N2N=3N(HNC4=CHDC( | yroqor | g
H])=C(C([HD)=CAHDNSC(HD)(HDC(HDHDN(C(HN(HDCS((HDHDC(HDHDHDC(HD(HDH]
ML-299 | [H]C=2C(=NCI=NCENNIC=2N(HDN(HD[HD[S]C(H)((HDC(HD=C((HDHDC(HD(HDIH] Moderate | 31
ML-300 | O=C(N([H])C1=C([HD)C([HD=C([HDC(F)=CI1[H])C=3N(C2=C([S]C([HD=C2[H)C=3[HDC(HD(HD[H] Moderate 36
ML-301 | O=C(N([H])C1=C([H])C([H)=C([HDC([CI])=C1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C([H])([H])[H] Moderate 36
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Table SM10: ML Training list compounds

C d Activity
omlll))oun SMILES class Source
ML-302 | O=C(N([HDC1=C([H])C([HD=C(([H])C([H))=C1[H])C=3N(C2=C(OC([H])=C2[H])C=3[HDC(H])([HD[H] Moderate 36

O=C(N([HDCI=C([HDC(HD)=C(HDCECIHDC(HD(HDISICHN(HDHDC=3N(C2=C([S]C([H])=C2[H]C
ML-303 —3[H])C([H])([H])[H] Moderate 36
ML-304 | O=C(N([H)CI1=C([H])C(H])=C([HDC(H])=C1[H])C=3N(C2=C([S]C([Br])=C2[H)C=3[H])C([H])(H][H] Moderate 36
ML-305 | O=C(N([H)C1=C([H])C([H)=C(([H)C([H))=C1[H])C3=C([H])C2=C([S]C([H)=C2[HDN3C([H])([H]D[H] Moderate 36
ML-306 | O=C(N([H)CI1=C([H])C([H])=C([H)C([H])=C1[H])C3=C([H])C=2/N=C(/[HD[S]C=2N3C([H])([H])[H] Moderate 36
ML-307 | O=C(N([H)C1=C([H])C([H)=C([H])C([H])=C1[H])C=3N(C=2/N=C(/[HD[S]C=2C=3[H])C([H])([H])[H] Moderate 36
i3 | O-CONHDC1-CHDCHD-CURDCHD-CIHICNC2N-COHINC2CSHDCCHIEDIHICTD | yrogerace | 36
ML-309 SI]:)((:[(HI\S ()[[i]])C I=C(HDC(HD=CHDC(H])=CIHDC=2N(C3=C(C=2[H)N(C(HD)=C3HDCAHDAHDHDCT | proderate | 36
mr-310 | [CWCI=CAHDC(H)=CC(H)=CI[HDC(HN(HP[S]C=3N=CIN=C(C([H)=CINZN=3)N([HDCA=C([HNC{[ | \1 4crate 19
H])=C(C([HD)=CAHDNSC(H)(HDC(HDHDNC(HN(HDCS((HDHDC(HDHDHDC(HD(HDH]
ML-311 | O=C(N([H])C1=C([H])C([H)=C([H)C([H))=C1[H])C=3N([H])C=2/N=C(/[H])N(C=2C=3[H])C([H])([HD[H] Moderate 36
MLty | O=CON(HDCI=C(HNC(H])=C(H)CHD=CI[HNC2=C([H)CI=CN2CHDHDHDNUN=CIHHDCAHN | oo torate | 36

H][H]
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Table SM10: ML Training list compounds

Compound

Activity

D SMILES class |Source
ML-313 | O=C(N([HDC1=C([H])C([H)=C([H)C([H)=CI1[H])C=3[S]C2=C([S]C([H])=C2[H])C=3[H] Moderate 36
ML-314 g;]c)([ﬁ(][H])C1=C([H])C([H])=C([H])C([H])=C1 [HDC=3N(C2=C([SVCECZ/HDC(HDHDHDC=3MHDCAHD | yroderate | 36
ML-315 SIB([jI%I([H])C1=C([H])C([H])=C([H])C([H])=C1 [HDC=3N(C2=C([SIC[HD=C2C(HD(HDHDC=3MHDCIHD | \roderate | 36

O=C(N([HDCI=C([HDC(HD)=C(HDC(H)=C1[H])C=3N(C2=C([S)/C(=C2/C(HN(HDHDC(H)(HDHD)C=
ML-316 3[HDC(H])(H][H] Moderate 36
ML-317 | O=C(N([H])C1=C([H])C([H)=C([HD)C([H)=CI[HDC=3N(C2=C([S]C([HD)=C2[HDHC=3[CIDC(H])([H]D[H] Moderate 36
ML-318 | O=C(N([H])C1=C([H])C([HD)=C([H)C([H)=CI[H]C=3N(C2=C([S]C([HD=C2[HDHC=3[IDC(H])(H]D[H] Moderate 36
ML-319 | O=C(N([H])C1=C([H])C([HD)=C([HD)C([H)=CI[HDC=3N(C2=C([S]C([I)=C2[HD)C=3[HDC(H])(H)[H] Moderate 36
ML-320 | O=C(N([H)CI1=C([H])C(H])=C([HDC(H])=C1[H])C=3N(C2=C([S]C([1])=C2[H)C=3[I])C(HD(HD[H] Moderate 36
mi-321 | BI/CI=CAHDCHD=C(C(HD=CIHNCHD[HDIS]C=3N=CIN=C(C([H)=CN2N=3)N([H)C4=C(HDC(L | 1 4orate | 19

H])=C(C([HD)=CAHDN5C(HD)(HDCHD(HDN(C(HIHDCS(HDHDC(HD(HDHDC(HI)([HDH]
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Table SM10: ML Training list compounds

C d Activit

omlll))oun SMILES El;‘:s y Source

ML-322 | [H]C=2C(=NC1=NC(=NN1C=2N((H)N((H)[H][SIC(HD(HNCCHN(HNCIHNIHNHNCIHDIHDH] | Moderate | 31

ML-323 O=C(N([HDC1=C(HDC(H])=C(H]D)C(H])=C1[H])C=3N(C2=C([S]C([F])=C2[H)C=3[HDC(H])(H]D[H] Moderate 36
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C1[H])C=3N(C2=C([S]C([H])=C2[H])C=3C([H])([H)OCHI)(

ML-324 | gy H)CH)(HDH] Moderate | 36

ML325 ;z;{c]g?é[]m)c1:c([H])C([H])=C<[H])C<[H])=c1[H])C=3N(C2=C([S]C([H])=cz[H])c:3C([HJ)<[H]>[H]>C([H] Modorate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C 1[H])C=3N(C2=C([S]C([H])=C2[H])C=3C([H])[HNN(C([H])(

ML-326 | | yy) ) C(CHI)(HDHDCHD(HDH] Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C 1 [H])C=3N(C2=C([S]/C(=C2/[H])C([H])([HDN(C([H])([H])[H

ML327 | e HD(HDHDC=3H)C(HDHDH] Moderate | 36

MLa28 QFHC]()I[@I&[]HJ)C1=c<[H])C([HD:ch])C([H])=c1[H])C=3N(C2=C<[S]C([H])=c2[H]>c=3[H])C([H])([H])C([H] Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H)C(H])([H])C([H]

ML-329 1y (H])C([H])((HI)H] Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C 1 [H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C4=C([H])C([H]

ML-330 )=C([H])C([H])=CA[H] Moderate 36

ML-331 O=C(N([HDC1=C(HDC((H])=C(H])C([H])=C1[H])C=3N([H])C2=C([S]C([H])=C2[H])C=3[H] Moderate 36

ML-332 O=C(N([HD)C1=C(HDC([H])=C([H])N=C1[H])C=3N(C2=C([S]C([H])=C2[H)C=3[HDC([HD([HD[H] Moderate 36
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Table SM10: ML Training list compounds

Compound

Activity

SMILES Source
ID class
WLass | BIC=ICCUHDCIH)=CH)C=1[HNC(H]([HSIC=3N-CIN=C(C(H])-CN2N=3)N((H)CA=C(H]) | oo |
C([H])=C(C([H])=CAHNSC(H]((HDCHD(HDN(CHI (HDCSHDHNC(HDHDHDCHI)((HNH]
ML-334 | O=C(N([H])C=1/N=C(/[H])C([H])=C([H])C=1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C([H])([H])[H] Moderate | 36
ML-335 | O=C(N([H])C1=C([H])C([H])=NC([H])=C1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C([H])([H])[H] Moderate | 36
ML-336 | O=C(N([H])C1=NC([H])=C([H])C([H])=N1)C=3N(C2=C([S]C([H])=C2[H])C=3[H])C([H])([H])[H] Moderate | 36
ML-337 | O=C(N([H])C=1/N=C(/[H])N=C([H])C=1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C([H])([H])[H] Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C(=C1HDN2C(H])([HDCHI(HPN(CH(HNC2A(HNHDCHI)(
ML-338 | H)[H)C=4N(C3=C([SIC([H])=C3[H])C=4{H])C([H])([H][H] Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([HNC(=CIHN(C(HIHNHDC(H[HD[H)C=3N(C2=C([SIC(H])=C2
ML C=3 (D CH)HDH] Moderate | 36
Misao | O CONDIICI-CAO)-CAIC-CITNCCONINCINC2-CASICEHD-CANCSIN | yjoger | 36
ML-341 | O=C(N([H])C1=C([H])C([H])=C([H])C([Br])=C1[H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C((H)([H])[H] | Moderate | 36
O=C(N([H])C1=C([H])C([H])=C([H])C(=C1[H)C((HI)[HDN2C(H](H)C(HIHDOCHD[HNC2(H
ML342 1 H)C=4N(C3=C([STC(TH)=C3[H])C=4{H])C((H])[HD[H] Moderate | 36
ML-343 | O=CIN([H])C(=0)N(C=1/N=C([SIHN(C=12)C((HD([HC(H])HNC(HDHDHNCHN(HDIH] Moderate | 32
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Table SM10: ML Training list compounds

Activity

Compound ID SMILES class Source
ML-344 g]z)%g(lg({é)zczlcz(?s(gggE}CI%EC]:);[CH(][)}CI:B;(;SIC[(I[{I]{)](;(([[HH]]))[(I[{I]{])N(C([H])([HD[HDC([H])([HD[ Moderate 36
st | SO S MBI AT COE | g |
ML-346 %;C])(gggl?l]{)]c)gﬁ][)}g[]glc])([[g]]):C([HDC(:C1[HDC([H])([H])O[HDCZ3N(C2:C([S]C([HDZC Moderate 36
wse | M DS SO T et | g | s
st | QML U AEIIOC-CMETT NI | g |
st | QSRS SOy Ut | e |
ML-350 SI]Z)S(CI\:IS([[HH]])C1=C([H])C([H])=C([H])C([H])=C1[H])C3=C([H])C2=C([S]C([H])=C2[H])C([ Moderate 36
ML-351 g;ﬁ% ()[[%]])C 1=C([H)C(HD=C(HDC(H])=CI1[H])C3=NC=2[S]C([H)=C([H])C=2N3C([ Moderate 36
ML-352 O=C3N([H))C(=O)N(C=2/N=C(/[SIC([H)((H)C1=C(HDC(H]))=C(HNCECIHDCAHN | 1o gerate 32

HPHDN(C=23)C(HD([HDC(HD(HDC(HD(HDHDC(HD(HDH]
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Compound ID SMILES Azlt;?sty Source
O=C(N([H])C1=C([H])C([H])=C([H])C([H])=C1 [H])C=3N(C2=C([S]C([H])=C2[H])C=3[H])C(

ML-353 | [H))([H])C(H])(H]N(H])[H] Moderate 36
0=C(/C2=C([H])C=1[S]C([H])=C([H])C=IN2C([H])([H)HDN(H])C3=C([HC([H)=C(C(]

ML-354 | H))=C3[H])C(IH])([H])O/C4=C(H])C([H])=NC([H])=C4[H] Moderate 24
0=C(/C2=C([H])C=1[S]C([H])=C([H])C=IN2C([H])([HN[HDN(H])C4=C(OC([H])([H])CI=C

ML335 | (HDC([H) ~NC([H)=C3[H])C((H])=C([HDC([H)=C4{H] Moderate 4
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H])HDN(H])C4=C([H)C([H])=C(OC(

ML-356 | [H))((HD)C3=C((H))C([H])=NC([H])=C3[H])C([H])=CA[H] Moderate o
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H)HDN(H])C3=C(C([H])=C(HNC(]

ML-357 | H])=C3[H)C([H])([H])O/C6=COHNC(H])=C(OCA[HCHIYHNCHDHNN(CHI(H]) | Moderate 24
CA([H])[H])C([H])([H])CS=C([H])C([H])=C([H])C([H])=C5[H])C([H])=C6[H]
O=C3N([H])C(=0)N(C=2/N=C(/[S]C([H])([H])C1 =C([H])C([H])=C([CIC([H])=C1 [H])N(C=2

ML-358 1 3\ o(H)(HDCHDHDCHIHDHDCHD((H])[H] Moderate 32
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([HNHDN(HC3=C(C(H)=C(HC(

ML359 | H))=C3[H])C(H])((HDOC(HT)((HDH] Moderate >
O=C3N([H])C(=0)N(C=2/N=C(/[S]C([H])([H])C1=C([H])C([H])=C([H])C([F])=C 1 [H)N(C=2

ME-360 1 3)o(H)(HDCHDH]CHIHDHDCHD((H])[H] Moderate 32
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([HNHDN(H]C3=C(H])C(H])=C(C([

ML-36T 1 Hpy=C3[H)CHD(HDOCHD (HDH] Moderate o

WLaer | O-CIN(H)C(ONC=2N=C([SIC(HD(HDCI=CHNC(H)-CAFNCAH)-CIHINC=2 | "

3)CHDHDCHD[HDCHD[HDHDCHD(HDH]
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Table SM10: ML Training list compounds

Compound ID SMILES Aslt;‘slisty Source
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H])[H)N([H])C3=C(OC([H]}(H])[H])C

ML-363 ([H])=C([H])C([H])=C3[H] Moderate 24
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H])[H)N([H])C3=C([H])C([H])=C(OC(

ML-364 | [17)([H])[H])C([H])=C3[H] Moderate 24
0=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([H))[H)N([H])C3=C(C([H)=C([H])C([

ML-365 | H1)=C3[H])C([H])([H])O/C4=C([H])C(H])=NC([H])=CA[H] Moderate 24
O=[N+]([0-])C1=C([H])C([H])=C(C([H])=C 1 [H])C([H])([HD[S]C=3N=C2N=C(C([H])=C

ML-366 | (N2N=3)N([H])C4=C([H])C([H])=C(C([H])=CA[H]N5C([H))([H)CHIHDN(C(HN(HDC | Moderate 19
S([H])[H])C([H])([HD[HC(CH](HD[H]
[H]C=1/C(=C(/O[H])C([H])=C([H])C=1C([H])=C([H])C2=C([H])C([H])=C(C([H])=C2[HDN([

ML-367 | Jy)[H])C3=NC([H])=C([H])C([H])=N3 Moderate 29
O=[N+]([0-])C=1/C(=C(/[H])C([H])=C([H])C=1[H])C([H])([H][S]C=3N=C2N=C(C([H])

ML-368 =C(N2N=3)N([H])C4=C([H])C([H])=C(C([H)=C4[HDNSC(HD(HDC(HD(HDN(C(H]([H] Moderate 19
)CS([H])[H])C([H])((HDH)C(HD((H][H]
[H]C=2C(=NC1=NC(=NN1C=2N([H])N([H])[H])[S]C([H])([H])C3([H])C([H])([H])C3((H])[H]

ML-369 YC(TH])(H]D[H] Moderate 31

wiaro | [FIC3C(HD=COCI=N/C(H])-C(IH)C(=CIHNC(H])-CAHNC2=CAHNCHD-CCAHD= |y 2

C2[HDN([HD[HDC(O[H]))=C([H])C=3[H]
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Table SM10: ML Training list compounds

Activity

Compound ID SMILES class Source

[FJC=3C([H])=C([H])C(O[H])=C(C=1/N=C(H])C([H]=C(C=1 [HDC([H)=C([H])C2=C(H])C

ML3TL ] (<C(HDC(HT=C2H]N(HI[H])C=3[H] Moderate >
O=C(N3C([HJ)([H])C([H]X[HC([H])(C2=-N/N=C(/C1=C([H])C([H])=C([H])C((H])=C1[CI])

ML372 | Co((HDHDC(HD(HDC3(THDHDC(HI)H])C([HI)(HIN4/N=C(TH])N=CA[H] Moderate !
0=C(/C1=C[H])C([H)=C(/N-C/[HDN4C([H)((HDC((HD([H)C(H])(C(H([H))C2-NN=

MLSTS | CNICS-COTHNCQH-CAHDCH-CSHD TN OHICEHIHDCATDIINGHD | Moderae 31
0=CAC([FJ)=C(N=C(/C1=C([H])C([H])=C(C([H])=C1 [H)C((HI)[HDN(C([H])[H)C2=C3/C

ML3T4 | (=CUHDC(H]=C2HCH) -NC(H])=C3[HDC(HI)(H)HDNATH]C(H](H)[H] Moderate .
[H]C=2C(=NCI=NC(=NNI1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H])N4C(([H])([H])C([H

ML-375 | DIHDN(CHD(HDCACHDHDCHDHDHNSICHD(HNCS-C(HDCH)-COCTH)( | Moderate 19
HI)[H)C([H)=CS[H])C((H])((H][H]
[H]IC=2C(=NCI=NC(E=NNI1C=2N([HDN([HD[HDI[SIC(H])([H])C3=C4/C(=C(/[H])C([H])=C3[

ML376 | H)C(H)=C(IHNC((H])=CATHDCHD(H](H] Moderate !
[Br]/C1=C(\[H])C([H])=C2/C(=C 1/[H])C3=C(C(=0)C2=0)N(/C(=C3/C(=0)OC([H])([H])C([H]

MULSTT | (CH)HDCHD(HO[HC(H) (HDH] Moderate !
O=C2C=1/C(=C(/[H])C([H])=C(C=1[HD[N+](=0)[O-

ML-378 | DN(C2=0)C(IH])([HDN3C(H])([H)C(HIHNCHN(CHDHNCI(HNHNCIHNHNC4 | Moderate 31

=C(HDC(HD=C(HDC((H])=C4[H]
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Table SM10: ML Training list compounds

Activity
Compound ID SMILES class Source

MLa7e | [HVCI=COHNC(H)=C2IC(=CI/H)N(H]C(-C2[C@@I([HINC=30/C(=CUMHNC=3HNC | 3y .
H])([HD[H])C=4C5=C(N([H)C=4C(H)([H)[H])C([H])=C([HDC([H)=CS[H)C(H]) (HN[H]
[C1)/C1=CO[HNC([H]=C(C((H]=C1 [HD[C@I3(H)C(=NN(C2=CO[HC((H)=C((H]C((H])

ML=380 | —cormpe3((HNH)C-4OC([H])=C((H)C=4{H] Moderate !

_ 0=C(C=2C1=C(C([H])=C([HDC([H)=C1 [HN((H)C=2[HC(HI)((HNC(HNHNC(-O)N(

ML=381 1 HpyC3=C((HC(HD=C(CHD=C3[HNC(THI (HDH] Moderate !
O=C(N([HD[HDN([H]N([H])C=2/N=C(/[SIC([H])([H)) C#CHIN=C(C=I C([H])=C([H])C((F)

ML-382 —C([F])C=1[H])C=2C#N Moderate 18
[C1J/C1=C([H]C([H]=C(C([H])=CI [FC(H])((HD[SIC=3N=C2N=C(C([H])=C(N2N=3)N([H

ML-383 | )C4=C([H])C([H])=C(C([H])=CA[HDNSC((H((HNCHNHDNCH(HDCSHDHNC( | Moderate 19
H)(HD[HDC(H])(HD[H]
O=C(N([HD[HDN([H]DN([H])C=2/N=C(/[SIC(H])([H]) CHCIHN=C(C=I C((H))=C([H]C(=C(

ML-384 [H])C=1[H])[N-](=0)[O-])C=2C#N Moderate 18
O=C(N([HD[H)N([H]N([H])C=2/N=C(/[S]C([H])([H])CHC[H)N=C(C=1 C([H))=C([H])C([Br

ML-385 1)=C([H])C=1[H])C=2C#N Moderate 18
O=CIN(C(=0)N([H])C(=0)C 1=C([H])C2=C([H)C([H)=C([H]C(O[H]=C2[H])C3=C([H]C(]

ML=386 1 Hpy=crerp=C3HDCHIHNH] Moderate 20

ML-387 [CI]C=2/N=C(/[S]C([HD([H])C#C[H])N=C(C=1C([H])=C([H)C([H])=C([H])C=1[H])C=2C#N Moderate 18
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Table SM10: ML Training list compounds

Activity
Compound ID SMILES class Source
Miass | [CIV/C2=NICENC(C=IC(H])=CHNC(=CHDC=HNCHNAHDHED-C2CANSICOEN | 31 dorate o
H])C#C[H]
[CIJ/C2=N/C(=NC(C=1C([H])=C(H])C(=C([H))C=1 [H])C(H])(C(HD((HH)CH])((H])[H]
ML-389 )=C2CHN)[S]C([H])([H])CHC[H] Moderate 18
ML-390 [FIC=1C([H])=C([H)C(=C([H])C=1[H])C=2/N=C(/[SIC(H])([H])C#C[H])N=C(|CI])C=2C#N Moderate 18
ML-391 | [CI]C=1C([H])=C([H])C(=C([H])C=1[H])C=2/N=C(/[S]C([H])([H])CAC[H])N=C([CI])C=2C#N | Moderate 18
O=CIN(C(=[SPN(H)C(=0)[C@] I (HC(HI)([H])C2=C([H])C(H)=COCHI[HNH])C(
ML=392 1 oc(HD([HD [H])=C2HNC3=C([H)C(THD=C([Br])C([H])=C3[H] Moderate 20
ML-393 [FIC=1C([H])=C([H)C(=C([H])C=1[F])C=2/N=C(/[SIC([HD)([HDC#C[H])N=C([ C1])C=2C#N Moderate 18
O=CIN(C(=0)N([H])C(=0)C1=C([H])C2=C([H])C=3C(N2[H])=C([H])C([H])=C([H])C=3[H])
ML-394 | Ca=crC((H=C(C(IH]=CAIHNCHDHNCHD(H])H] Moderate 26
[F}/C1=C([H])C([H])=C(C([H])=C1[CI])C(H])([H])[S]C=3N=C2N=C(C([H])=C(N2N=3)N([H
ML-395 | )C4=C([H])C([H])=C(C(H])=CA[HDNSC([H)HDCHHDNCHD[HNCS(HDHNC( | Moderate 19

H)(HDHDC(HD(HDH]
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Activity

Compound ID SMILES class Source

ML.396 I[\ICI]C=2/N=C(/[S]C([H])([H])C#C[H])N=C(C=1C([H])=C([H])C([Br])=C([H])C=1[H])C=2C# Moderate 8

] 0=CIN(C(=0)N([H])C(=0)C1=C([H])C2=C([H])C([F])=C(C([H])=C2[H])N3C([H])([H])C([H

ML-397 | (D OC(H])([H])C3([H])[H])C4=C([H])C([H])=C(OC(HT)[HD[H])C([H])=CA[H] Moderate 26
O=C(N([H])C1=C([H])C([H])=C([H])C(=C1C([H])([H])O/C3=C(\[H])C([H])=C(OC2([H])C([

ML-398 | H))([H)C(H])([H)N(H])C(H](H)C2(HDH)C(H])=C3[HNCH[HDOCH)([HD[H] | Moderate 26
)C=4N([H])C=5C(C=4[H])=C([H])C([H])=C([H])C=5[H]
O=C(N([H])C1=C([H])C([H])=C([H])C(=C1C([H])([H])O/C3=C(\[H])C([H])=C(OC2([H])C([

ML-399 | H))([HDC(H]([H)N(H])C(H](H)C2(HDH)C(H])=C3[HNCH)([HDOCHN([HD[H] | Moderate 26
)C=4[S]C([H])=C([H])C=4[H]
[C1]C=1/C(=C(/[C1])C([H])=C([H])C=1[H])C([H])([H])[S]C=3N=C2N=C(C([H])=C(N2N=3)N

ML-400 | ([H])C4=C([H])C([H])=C(C([H])=CA[H])NSC([H])[H))C(HD(HDN(CHD(HDCS[HD[H]) | Moderate 19
C([H])([HD[H])C([H])([H])[H]

) [F]/C1=C([H])C([H])=C(C([H])=C1[H])C([H])([H])[S]C=3N=C2N=C(C([H])=C(N2N=3)N([

ML-401 | )N ((H) ) C(HT)(H)[H] Moderate 31
[H]C=2C(=NCI=NC(E=NNI1C=2N([H])C3=C([H])C([H])=C(C([H])=C3[H])N4C(([H])([H])C([H

ML-402 | D((H)N(C(H])(H)CA[HDH)CHD(HN)HN[SIC(HI)([H])C5=C(H)C(H])=C(C([H))=C | Moderate 19
S[H])C([H])([H[H])C([H])([H])[H]

CHEMBL1089 | [HIN([H])N([H])C([H])([H])C([H])([H])C=1C([H])=C([H])C([H])=C([H])C=1[H] Moderate %ﬁ\ﬁi
O=[S](=0)(N([H])C1=C([H])C(OC([H])([H])[H])=C(C([H])=C1[H])N2N=C(C([H])=C2C([H]) ChEMBL
CHEMBLIG07608 | 1 47) (hy)C([H) ([H])[H]) C=3C([H])=C([H])C([H])=C([H])C=3[H] Moderate database
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H)=C(HDC=6[S]C(HD=C([H)C=6[H]

Activity
Compound ID SMILES class Source
CHEMBLI6s | (HIOC=2C(HD=CHNC(C(H)=C(HDC=1C(HD=COMHNCIHD=COHNC=IHD=CAHDC | \;oqore | ChEMBL
—2[H] database
CHEMBL2181950 | O=C(N([H])C=1C([H])=C([H])C([H])=C([H])C=1[H])C(H]([H)CNO[H)N(H])[H] Moderate | n 0
chEBL3 08955 | O COCTHDIHDIHCACH-CIHIN-CCHPCNCH-CAHNCCHNCOOL | yogerye | CHEMBL
[HIC(HD(HD[C@@]3(HDN([H))C1=NC(=NN1[C@@]([HN2C(H])[H)C(HNHNOC(] ChEMBL
CHEMBLISAOR T 2 H] C3HD HDSICHDHC=4CH)=CH]C(H)=CH]) C=4[H] Moderate | database
[C1J/C2=C(CI1=N\C(=C(ODC(HINHDHDC(HIHDCHHDISICAHNHDHNC(H)=C ChEMBL
CHEMBLITSSSST | (N(HDHDC(H]=C21H) ORI | dutabase
[HIN1C(=N/C2=C([H])C([H])=C([H])C([H])=C12)C([H])[HD[SIC=SN=CAN(HD[C@]([H])(C ChEMBL
CHEMBLA4060656 | ([H])([H])[C@@]([H])N(H])C=3C((H))=C(H)C(=C(HDC=3[HNCHN(HNHDNAN=5)C(| | Moderate | 1°F
H)([H][H] o
[HINAC(H](HDC(HD(H)N(C@I3([H])N2/N=C([SIC(HIY[H)C=1C([H]=C(HNC([H])= ChEMBL
CHEMBLABOHIS | ([ c=1HDN=CaN(HDIC@IHICHDHDHDC3HDHDCAHDHDCATHDH] MOdEE | qatabase
[H][C@@]2(C=1C([H])=C([H])C(OCHINHDH)=C(HC=1[H)C=ON(C@@I2(H])C=3 ChEMBL
CHEMBL4066293 | C([H])=C([H)C(C#N)=C([H))C=3[HD[C@@4(HDCHIHNCHNHNC@IHDN(HD | Moderate | “1°F*
H)C(H)(HNCA(HDIH]
[HIN(C=1C([H])=C([H])C([H])=C(H])C=1 [HN[C@4(HYN3N=C([SIC((H)HNC=2C([H])= ChEMBL
CHEMBLASTI2] ¢ () c(H)-C(H]) C-2[H)N=CIN(H][C@@)((HD(C(HIX [HDHNCAHDH] Moderate | database
0=C(C=SC(H])=C(HNCN(HD[C@JA([H]N3/N=C([SIC(THI([H))C2=N/CI=C([H])C([H])= ChEMBL
CHEMBL4070519 | C([H])C([H)=CIN2[H])N=C3N([HD[C@]([HD(C(HD(HDHD)CA[HD[H])=C([H)DC=5[H]C([ | Moderate database
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Table SM10: ML Training list compounds

4(HDHDSIC(HD(HDC=5C(HD=C(HDC(HD=C(H)C=5[H]

Compound ID SMILES Ag;‘:sty Source
0=C(O[H])C=4C([H])=C([H])C(N([HD[C@@]3([H])N2/N=C(/[SIC(H])[H])C=1 C([H])=C([H] ChEMBL
CHEMBLAOTAT ]\ (h17)~C([H]) C=1 HYN-C2N((HD[C@@(HIN CHIHDHDCH(HNHD-CAHNCH] | MO%™C | database
[HIN(C=1C([H])=C([H])C(~C([H])C=1[H)C(H]Y[H)HDC@]3(H)N2N=C(N=C2N([H])[C ChEMBL
CHEMBLAOS2098 | @ @)((H1)(C3(CHDHDC(HINHDHDSICHN(H)C-4CH)-CHNCCH)-CAHNCH] | VO™ | database
[F]C=5C([H])=C([H])CN(H)[C@@]4(TH])N3/N=C(/[SIC(H])([H])C2=N/C1=C(\[H])C([H])~ ChEMBL
CHEMBLAOSI2T| ¢ (1) C(tH]=CIN2[HDN-CIN((HD[C@@)(H(CHNH)HDCAHDH)-CHNC=SIH] | MO | database
[HININ=C(C([H])=C1 C(=O)NAC([H])([H])C([H]([HD[C@@]([H])(C2-N/C(~C([H])C(~=C2[H ChEMBL
CHEMBLA0R3S?2 | )CSC(H))NNC3{H)CHIHDIDCEDHNIDCHEDITDCCDCHNFHNINCC | Moderte | gy
H])([H])[H
[FIC=4C([H])=C([H])C(N(HD[C@]3 ([(H])N2/N=C([S]C([H])([H))C=1C([H])=C([H])C([H])~C ChEMBL
CHEMBLAOSITT| (trpyc=1 HYN=CON(HDIC@I(HI(CHNHDHNCI (HDH)=CHNC=4[H] MOderIE | database
[H][C@@]3(C=1C([H])=C([H])C(OC(H])([H])[H])=NC=1[H])C([H]Y[H)N(C(=0)C([H])([H]) ChEMBL
CHEMBL4085006 | [C@@]2([H])C(H)(HDC(H(HNCHNHDN(H)C2((HDH)CHN(HDICR@II(H)C= | Moderate | 1~V °
4C(TH])=C([H)C(CH#N)=C([H])C=4[H]
(HC(H])((H)[C@@M(H)N(H])C1-NC(-NN1[C@@](H)N3C(HI)([H)C(H)(H)IC@ ChEMBL
CHEMBL4087815 | @]([H])(N2C([H])([H])C((H])[H)CHD(H)C(HN(H)C2A(HDHDCHNHNCI(HDH)C | Moderate | oY >




133

Table SM10: ML Training list compounds

Activity

Compound ID SMILES class Source
[HIN1C([H])=C(C2=C1C([H])=C([H))C(H)=C2[HNC(HI)HNC(HIHDN(HNC@]S([H]) CHEMBL
CHEMBL4090367 | N4/N=C(/[S]C([H])([H])C=3C([H])=C(IHC([H])=C([HNC=3[H)N=CAN(HD[C@I(H(C(IH] | Moderate | 1""="
)(HDHDCS(HDH]
O=C(C([H])=C(IH])C 1=C([H)C(OC(H])([H])[H])=C(OC(HI)HNH]C(OCH)([HDH])~=C CHEMBL
CHEMBL4091439 | 1[H]))C=6C([H])=C([H])C(N([HD[C@]3([HDN2N=C(N=C2N([HD[C@@]([H])(C3([HDHDC([ | Moderate database
H)((HD[H]DIS]C(THIY[HNCS=N/C4=COH)C(H])=C([H])C([H])=CANS[H])=C(IH])C=6[H]
[CIJC=SC([H])=C([H)CN(HD[C@]4(H])N3/N=C([S]C(IH]([H)C2=N/C1=C([H])C([H])=C ChEMBL
CHEMBLADOSY () c(pH1)=CIN2[HDN=CINHD[C@I(H(CHDHDHDCATHDHD=C(H)C=5[H] Moderate | database
N#CC=5C([H)=C([H)CN([HD[C@]J4([H])N3/N=C(/[SIC([H])([HDC2=N/C1=C(\[H])C([H])= ChEMBL
CHEMBLA0OIES | ¢ 1117y ([H])-CIN2H)N-CIN(HDIC@](HI)(CHNHDHDCATHDIHD-CAHDC=sIH] | MO | darabase
[Br]C=SC([H])=C(HCN(HN[C@@]4(H]N3/N=C([S]C(H])([H])C2=N/C1=C([H))C([H]) ChEMBL
CHEMBLATONSS| ¢ [1))C([H])-CIN2[HPN-CIN(H)[C@@I(H(CH)HDHNCAHDHD-CHNC=S[H] | MU | database
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Compound ID SMILES Ag;‘s’isty Source
[HIC(HD(HDIC@J3(HPN([H])CI=NCENNI[C@@]([H)OC(HD(HDCHDHDN2C(H])([ ChEMBL
CHEMBL4101839 Ié]_):é%ﬂ)([H])C([H])([H])C2([H])[H])C3([H])[H])[S]C([H])([H])C=4C([H])=C([H])C([H])=C([H]) Moderate| 4 1 e
[HI[C@]2(C=1C(H)=C(H)CEC(H)C=1[HNDC(H)(HDHDCEON([C@@]2([H])C=3C([H]) ChEMBL
CHEMBLA4104027 | =C([H)C(CHN)=C([HDC=3[HN[C@]4[HDC(HD(HDC(HN(HDC@@IHDN(HDHDC(H]D( Moderate| "
[HDC4([H])[H]
O=C(NIC([HD)(HDC(HNHDC(H)([HDIC@@](HDMN(HDHD)CL{HDHD)C(H)([HDN(/C2=

ML-403 COHDC(H])=C(C#N)C([H])=C2[H]D[S](=O)(=0)C3=C([H])C4=C(C([H)=C3[H])N(C(=O)C([H]) | Active 33
((HDHDC(HD(HDCA(HDH]
O=C(NIC(HD(HDCHD(HDC(HDNN(HDHDCHDHDCI(HHHDC(HD(HPN(/C2=C(\[H

ML-404 DC([H])=C(C#N)C([H)=C2[H])[S](=O)(=0)C3=C([H])C4=C(C([H])=C3[H)N(C(=O)C([H])([H])[ | Active 33
HDC(HD(H)C4([HD[H]
O=C(OC(C(HN(HDHN(C(HNIHDHDC(HN(HDHDNAC(HD(HDC(HD(HDN(C=[SDIS]C

ML-405 (HD(HDC=IN=NN(C=1[HDC(H])([H])C3=C([H])C(=0)OC=2C([H])=C(O[H])C([H])=C(O[H]) Active 27
C=23)C(H([HDCA(HD[H]
O=C(OC(C(HN(HDHNC(HNIHDHDC(HN(HDHDN4C(H)[HDC(HD(HDN(C(=[SDIS]C

ML-406 (HD)(HDC=IN=NN(C=1[HDC(H])([H)C3=C([H])C(=O)OC=2C(O[H])=C(O[H])C([H])=C([H]) Active 27
C=23)C([H)([HDC4([HD[H]
O=C20C1=C(C([H])=C([HC(OC(H])([H[H]=CI[H]))C(=C2[H)C([H])([H)N3N=N/C(=C3/[H]

ML-407 )YCHDHDISICESPNACHD((HDC(HDHDN(CEO)OC(C(HD(HDHDNC(HD(HDHDC( | Active 27
HD(HDHDC(HD(H)C4(HDH]

MLdos | O=CONICCHDHDCHI(HDCIHDN(HDHDCHDHNCIHDHNCHN(HPNCC2=COMH |, o 1
DEHD=C(CAN)C(HD=C2[HC(H)([HDC3=C(H)C([H])=C(C#N)C([F])=C3[H]

ML-409 O=CINIC(HD(HDCHDHDCHDIN(HDHDC(HD(HDCI(HNHDC(HD(HDN(C2=CAH | , . 33
DE(HD=C(CAN)C(HD=C2[HDC(H([HDC3=C(H)C(HD=C(OC(H)([HDHDC([F])=C3[H]
O=C20C1=C(C([H])=C([H)C(=CI[HDC(H)([HDHDCEC2[HNC(H])([H])N3IN=N/C(=C3/[H])

ML-410 C(HD(HDISICE[SHN4C(HD(HDCHDHDN(C=O)OC(C(HD(HDHDNC(HD(HDHDC(H | Active 27

DHDHEDECHNHDCAH[HD[H]
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Table SM11: ML Testing list compounds

Compound ID

SMILES

Activity
class

Source

ML-411

O=C(N1C([HD(HDCHDHDCH)CH)([HNCH[HDHDCHD(HDNHDIHDC(H])([H])
I(\)I%\?(%;]C)([\I[{}]I])C([H])=C(C#N)C([H])=C2[H])C([H])([H])C3=C([H])C([H])=C([H])C(=C3[H])C(=

Active

33

ML-412

O=C(N1C(HD(HDCHDHDCHIYCH)([HDCH[HDHDCHD(HDN(HDIHDC(H])([H])
I(\)Ig/ C(%Z]C)([\[I]{])C([H])ZC(C#N)C([H])ZCZ[H])C([H])([H])C3=C([H])C([H])ZC(C([H])=C3[H])C(=
N([H])[H

Active

33

ML-413

O=C(N1C(HD(HDCHDHDCHCH)([HDCH[HDHDCHD(HDNHDIHDC(HD([H])
i\[f(/ ]()?225[(\[]H])C([H])ZC(C#N)C([H])ZCZ[H])C([H])([H])C3=C([H])C([H])ZC(OC([H])([H])[H])C
F])=C3[H

Active

33

ML-414

O=C(N1C([HD(HDCHD[HDCFNCHDIHDCLHPHDC[HD(HDN({HDHDC(H])([H])
?{Tg ]?E(::g[(l\{[]H])C([H])=C(C#N)C([H])=C2[H])C([H])([H])C3=C([H])C([H])=C(OC([H])([H])[H])C

Active

33

ML-415

N#C/C3=C(\[H])C([H])=C(NIN=C(C([H])=C1OC([H])([HDC(=O)N(C([H([HDH)C([H])([H])
H)CEON2C([HD(HDIC@IHDN(HDHDCHDHDC[HD(HDC2((HDIHDC((HD=C3[H]

Active

34

ML-416

N#C/C4=C(\[H])C([H])=C(NIN=C(C([H])=CI1OC([H])([H)C(=O0)N2C([H])([HDC(HD(HDOC([

HD([HDC2((HDHDCEONIC(HD(HDIC@IHDNN[HDHDCIHD(HDC(HD(HDC3(HD[H]
)C([H])=C4[H]

Active

34

ML-417

N#C/C4=C(\[H])C([H])=C(NIN=C(C([H])=C1OC([H])([HD[C@@]2([H)N([H])C(=0)C([H])([H]

)%%‘r([[H]])[H])C(ZO)N3C([H])([H])[C@]([H])(N([H])[H])C([H])([H])C([H])([H])C3([H])[H])C([H])
=C4[H

Active

34

ML-418

N#C/C3=C(\[H])C([H))=C(NIN=C(C([H)=CIOC(H)([HD[C@@]([H)(OHN)C(H)([HDIHDC(
—ON2C([HD[HDIC@][HDN(HDHDCHD(HDCHDIHDC2(HDHDC(HD=C3[H]

Active

34
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Table SM11: ML Testing list compounds

Activity
Compound ID SMILES class Source
N#C/CA=C(\[H])C([H)=C(NIN=C(C([H])=C1O0C([H])([H)C2=C([HCENN2C([H])([H])[H])C(

ML-419 gflc]j)ﬁg})[H])C(ZO)N3C([H])([H])[C@]([H])(N([H])[H])C([H])([H])C([H])([H])C3([H])[H])C([H] Active 34

MLd20 | N#C/CA=COHDC(H)=CNIN=C(C([H])=CIOC([H])[H])C2=NC([H=NN2C((HD(HDIHNC( |, oo 2
=O)N3C(HD(HDIC@IHDN(HDHDCIHDHDCH)([HDC3(HDHDC([H])=C4[H]

MLd21 | NHCICA=COHNC(H)=CININ=C(C([H)=CIOC([H])([H)C2=NN(C(H)=N2)C(HD(HDHNC |, . »
FEON3C(H)(HDIC@]IHDIN(HDHDCHDHDCHD([HDCI(HPHDC(H])=CA4[H]

ML-422 N#C/C4=C(\[H])C([H])=C(NIN=C(C([H])=C1OC([HD)([H])C=2N=C(ON=2)C([H])(HD[H])C(=O Active 34
IN3C(HDHDIC@IHDNHDHDC(HD[HDCHD(HDCI(HDHDC(H])=C4[H]

ML-423 N#C/CA=C(\[H])C([H)=CININ=C(C([H])=CIOC([H])([HDC2=NN=C(O2)C([HD([HD[HN)C(=O) |  , .. 34
N3C(H)([HDIC@]J(HDN(HDHDCHN(HDCHD(HDC3(HDHDC(H])=C4[H]
N#C/C4=C(\[H])C([H])=CNIN=C(C([H])=CI1OC([H])([H])C=2ON=C(C=2[H])C([H])(C([H])([H]

ML-424 JIHDC(H)(HDHDCEONIC(H)([HDIC@IHDMN(HDHDCIHD(HDCHDHDC3(HPH | Active 34
DC(H]=C4[H]

MLdzs | NHC/CA=COHNC(H)=CNIN=C(C([H])=COC([H])([H])C=20N=C(C=2[HNC(HD(HNHNC( |, .. 2
=O)N3C(HD)(HDIC@@J([HDMN(HDHDCHD(HDC[HD(HDC3(HDH)C(H])=C4[H]
N#C/C4=C(\[H])C([H)=CNIN=C(C([H])=CIOC([H])([H])C=2ON=C(C=2[H])C([H])([HD[H])C(

ML-426 Z&)}\BC([H])([H])[C@]([H])(N([H])C([H])([H])[H])C([H])([H])C([H])([H])C3([H])[H])C([H])zc Active 34
N#C/C4=C(\[H])C([H)=CNIN=C(C([H])=C1OC([H])([H])C=2ON=C(C=2[H])C([H)([HD[H])C(

ML-427 =O)N3C(HD)(HDIC@@]J([HDMN(C(HN)HDHDCHD(HDHDCHNHDCIHD(HDC3(HDL | Active 34

HDC(H]=C4[H]
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source
N#C/C4=C(\[H))C(HD=CNIN=C(C([H])=C1OC([H])([H])C=2ON=C(C=2[H])C([H])([HD[H]C(

ML-428 =O)N3C([HD)(HD[C@@](HDMN(C(HD[HDCHDHDHDCIHD(HDC(HNHDHDCHI([ |  Active 34
H)C3(HDHDC([H])=CA4[H]
N#C/C5=C(\H)C(H)=CNIN=C(C([H])=CIOC([H])([H])C=2ON=C(C=2[H])C([H])([H)[H])C(

ML-429 =O)N4C([H(HD[C@@]((H)N3C(HD(HDCHD[HDCHDHDCI(HDHDCHDHDC( Active 34
HD)(HDC4(HDHDC(H]=C5[H]

MIL-430 N#C/CA=C(\[H]))C([HD=CININ=C(C([H])=CIOC([H])([HNC=2ON=C(C=2[HNC([HD[HDHDC( |  , .. 34
=0O)N3C(HD(HDIC@@](HNOC(HN)(HDCI(HPHDCHD(HDN(HDHDC(HD)=C4[H]

MLzl | NHC/CA=COHDC(H)=CNIN=C(C([H])=CIOC([H])[H])C=20N=C(C=2[HNC(HD(HNHNC( |, . 2
=O)N3C([HD(HDIC@I(HDIN([HDHDIC@@]([FHIHDCHD(HDC3(HDH])C(H])=C4[H]

MI-432 N#C/CA=C([H])C(H)=CININ=C(C([H])=CIOC([H])([H)C=2ON=C(C=2[HNC(HD[HDHDC( |  , . 34
=O)N3C(HD(HDCHDHDCHDNHDHDC(HN([HDCI(HDHDC((H])=CA4[H]

ML433 | NHC/CA=COHDC(H)=CNIN=C(C([H])=CIOC([H])[H))C=20N=C(C=2[HNC(HD(HNHNC( |, . 2
=O)N3C([HD(HDC(HDHDC(HNC(HDHDCI(HDHDCHD(HDN(HDHDC([H])=C4[H]

MLa3a | OSIEONNCHDHDH)CHINHDHDC=1C(HD=C(HNCH)=C(C=I[HDCEONHD |, . 23
N=C(C=2C([H)=C([CINC(H])=C(HDC=20[H)C([H])([H][H]

MI-435 [CIIC=1C([H)=C([HN)C(OC(HD(HDH])=C(C=1[H)CEO)N(HDN([H])C(=0)C=2C([H])=C(C Active 73

(HD=C(HDC=2[FD[SIEO)EON3IC(HDN(HDC(HN(HDOC(HN(HDCI((HD[H]
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Table SM11: ML Testing list compounds

Compound ID SMILES Az;;\s'isty Source
[FIC=1C([H])=C(HDCEC(H])C=1C(=O)N([H)N([H])C(=0)C=2C([H])=C([HDC([H)=C([CI]) :

ML-436 C=2[HD[S](=O0)=O)N3C(HD)(H)C(HD(HDOC(H)(H)C3([HD[H] Active =

MIL-437 O=CN([HDN=C(C=1C([H])=C(HDC(HD=C([CIDC=IFNCHD([HDHNC=2C(H)=CHDC( |  , 4ive 23
H])=C(C=2[H][S](=O)(=O)N3C(H)(HDC(HD(HDOC(HN(HDC3(HD[H]
O=C(N([HDC1=C([H)C([H])=C([H))C(=C1[H])C(H])([HDO/C3=CAHC(H)=C(OC2([HDC([

ML-438 HD(HDC(HDHDN(C(HD(HDC2(HDHDC(HD(HDHDC(H])=C3[H])C=5N(C4=C([S]C([ Active 36
H])=CA[H])C=5[H])C([H])([HD[H]
O=C(/C2=C(\[H])C=I[S]C(H)=C([HDC=IN2C([H)([HDH])N(H]C3=C([H)C([H])=C(C([H])

ML-439 =C3[H)C([H])([HDO/C5=CAH])C(HD)=C(OCA([HDCHD(HDCHN[HDN(C(HN([HDCA(H |  Active 24
DIHDC(HD(HDHDC((H])=C5[H]
O=C(/C2=C(\[H])C=1[S]C(H])=C([HD)C=IN2C([H])([HDHD)N(H)C3=C([H]))C([HD=C([HDC(]

ML-440 H])=C3C([H)([HDO/C5=COH])C(OCAHDC(HD(HDCHDHDNC(HD(HDCA[HDHNDC( |  Active 24
H])(HDH])=C(HDC(HD=C5[H]
O=C(/C2=C(\[H])C=1[S]C([H)=C([H)C=IN2C([H])([HDHDN(H])C5=C(OC([H])([H)C4=C([

ML-441 HDC(HD=C(OC3(HDC(H)([HDCHDHDN(C(HD(HDCI(HDHDC(HDHDHDC(H])= Active 24

CAHDC(HD=C(HDC(H])=C5[H]
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Compound ID

SMILES

Activity
class

Source

ML-442

O=C(/C2=C(\[H]))C=I[S]C([H])=C([H])C=IN2C(H])([HD[HDN(H])C3=C(C([H])=C([H])C([H])
=C3[HDC(HD(HDO/C4=CAHDC([H])=C(C([H]))=CA[HDC(HD(HDNSC(HD(HDC(HD(H])
N(C(HD(HDCS(HDHDC(HD(HDIH]

Active

24

ML-443

O=C(/C2=C(\[H]))C=I[S]C([H])=C([H])C=IN2C([H])([HD[HDN(H)C3=C(C([H])=C([H])C([H])
=C3[HDC(HD)(HDO/C5=CAHNC([H])=COCA[HDC(HD(HDCHDHDN(CHD(HDCA([H
DHDCHDHDCHD[HDHDC([H])=C5[H]

Active

24

ML-444

O=C(/C2=C(\[H])C=1[S]C([H])=C([H)C=IN2C([H])([HD[H])N([H])C3=C(C([H])=C([H])C([H])
=C3[H])C([H]([HDO/Co=C([H)C([H])=C(O[C@]4(HNC(HDN(HDIC@]5(HDN(HD[C@]([H]
)CAHDHDCHD(HDC(HDHDC((H])=Co[H]

Active

24

ML-445

O=C(/C2=C(\[H])C=1[S]C([H])=C([H)C=IN2C([H])([HD[HN([H])C3=C(C([H])=C([H])C([H])
=C3[H])C((HD(HDO/C5=CAHDC(H))=C(OC(HD(HDCAHDC(HDHNCHDHDN(HDC(
[HD(HDCA(HDHDC(H])=C5[H]

Active

24

ML-446

O=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([HD[H)N([H])C3=C(/C(=C(/[HDC([H])=C
SHDC(HD([HDOC(HD((HDHDCH)([H)O/CS=CAHDNC([H))=COCHHDC(HDN(HDC([H]
J(HDN(HDC(HD(HDCA(HDHDC([H))=C5[H]

Active

24

ML-447

O=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([HD[HDN([H])C3=C(/C(=C(/[HDC([H])=C
3HDC(HD(HDOC(HD(HDHHDCH)([HNO/CS=CAHDC(H)=C(OC(H)[HDIC@]4H[HDC(
[HD(HDCHD(HDN(HDCH[HDHDC(H])=CS[H]

Active

24

ML-448

O=C(/C2=C(\[H])C=1[S]C([H])=C([H])C=IN2C([H])([HD[H)N([H])C3=C(/C(=C(/[HDC([H)=C
SHDCHD([HDOC(HNC(HD(HDHDCH(HDHDC(H)([HDO/C5=CAH])C([H])=C(OC
4([HDCHDHDCIHDIHDNHDCHD([HDCAHDHDC((H])=C5[H]

Active

24
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Activity

Compound ID SMILES class Source
N#C/C4=C(\[F])C([H])=C(/C 1=N/C(=C(N1/C2=C(\[H])C([H])=C(/N=C2/[H])OC([H])([H])[H])C(

ML-449 %)_(([E][ﬁ?]>C(=0)N3C([H])([H]>C([H]><[H])C<[H])([H])[C@@]([H])(N([H])[ans([HJ)[H])C([ Active 33

Miaso | O=CIN(HNCOC@@IHINHCIH)HDCIHNHNCONHNCHNAHDCAHDH |, o .
1)C=2C3=C(N([H])C=2[H])C([H])=C([H])C([H])=C3[H]

O=CIN(C(=0)N([H])C(=0)C 1=C([H])C2=C([H])C([H])=C(O[H])C(O[H])=C2[H])C3=C([H])C(] |

ML-451 H])=C(C#N)C([H])=C3[H] Active 26
O=CIN(C(=0)N([H])C(=0)C 1=C([H])C2=C([H])C([H])=C(O[H])C(OC([H])([H])[H])=C2[H])C3 | "

ML-452 | —c () C([H])=C(Br)C(H])=C3[H] Active
[CI)/C2=N/C(=NC(/C1=C([H])C(OC([H])([H])[H])=C(OC(H])( (H])[H))C(OC(H]) HI)[H])=CI] .

ML-453 | Hp)=C2cHN)[S]C(H])([H])CACIH] Active ’

Miass | O-CINCCEON(H]C(=0)CI=C(IH)C2=C(H)C(OCHIHDHD)-COHDCOCHNHDH |, o y
1)=C2[H])C3=C([H])C([H])=C([Br])C([H])=C3[H]

O=C(N([H])C1=C([H])C([H])=C([H])C(=C 1C([H])([(H])O/C3=C(\[H])C([H])=C(OC2([HNC([H])(

ML-455 | [H])C(CH])(H])N(H])C([H])([H])C2([H])[H])C((H])=C3HNC((H)(H)OCHN(HNHNC=4N( | Active 2
C=5C(C=4[H])=C([H])C([H])=C([H])C=5[H])C([H])((H])[H]
O=C(N1C([H])([H])C([H)(HT)CN(HD[H])(C(H])(H])C L (HDHN)CHDHDHDC(HI(H])

ML-456 N(/C2=C(\[H])C([H])=C(C#N)C([H])=C2[H])[S](=0)(=0)C3=C([H])C([H])=C(C([H])=C3[H])C([ | Active &
H])([H])[H]

O=C(OC([H])([H)[H])C=1C([H])=C(C([H])~C(C=1[H])C(=0)N3C((H])((HNC(H)[H)N(C(=0) CHEMBL
CHEMBL3104345| C=2C([H])~C([H))C(C([H])-N[H])=C([H))C=2[H)C([H)([HC3(HDHNC(HD(H)NACCHN( | Active | 10!

HDCHD[HPNCCEN/HPN(HDHDC[HD(HDCA(HD[H]
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Compound ID SMILES Azﬂvsity Source
CHEMBLISS2527) & 1 O N (I CCONC2CH QDU E 2B Cpin | A | Gt
e A | e | S
CHEMBL3682536 )O:C(E(Cli(z[[}II{]]);\[I;](Ei%?:Cé5132;[(]3)(([[(3}[1]]))%][1{]):C([H])CZ1O[H])C([H])([H])[H])C:2C([H]):NC([H] Active 21;21;/2125
o] SIS O AT 06 |y, | Q0L
CHEMBLAOGSTT) NN N3 DA HDCASICEH-Cmped | Astve | e
om0 | e |t
CHEMBLATSIG ol (HCEHIHDCAMDIC@@ DN QH-CDCA | A% | Gaabase

N#CC=5C([H])=C([H)C(NIN=C(C([H])=C1OC([H])([H))C=20N=C(C=2[HDC([H])([HD[H]C(= . CHEMBL
CHEMBL4080173| O)NAC([H])((HDC(H)(HDC(HDN(HDIC@@](HNHIN3IC(HD(HDCHD(HDCHD(HDC3(H | Active database

DHDCAH[HDHD=C(HDC=5[H]
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Activity

Compound ID SMILES class Source
O=CN(H)N(IHDIC@J(H)N3/N=CUISICIHDHDC2=N/CI=COHDCH)=CAHNCAHD= |, ChEMBL
CHEMBLAOBO | cinaH)N=CIN(HDIC@I(HCHDHDHDCATHDHNCS=NC(H])=C(H)N=CS[H] A1 database
N#CC=3C([H])=C([H))CNIN=C(C([H])=C1OC(HTY[HDC@)HD(OMHDC(H(HDHNC(= - ChEMBL
CHEMBLAO2T2S | o)NacHDCHNHDCAHDHNIC@@IHNNHDHDC2ATHHD=CHNC=3H] | A | database
(HIC(HD(HDCHDHDCHIXHDISIC=3/N=C([S]/C1=N/C(HD=C(IH))C(HD=CI[H])C= - ChEMBL
CHEMBLADYETS | 2N=NN(C=2N=3)CAHNCHIHDCHDHDCHHDCATHDH] A database
O=C(NIC(HI)(H)C(H)(HDCTHDHNC@@IHNN(C(H)HDHDCHN(HNH)C L[ ChEMBL
CHEMBL4095768 | H])[H])C3=NN(C(OC([H])([H])C=20N=C(C=2[H])C([H])([H])[H])=C3[H])C=4C([H])=C([H]) Active b
C(CH#N)=C([H])C=4[H] R
[HJOC(IHD(HDC(HD([H)N2N=NC=I C(=NC(SIC(HDHDCHDHNCHDH)HD=NC . ChEMBL
CHEMBLA9S820 | 1 5)[81/C3=N/C(H))=C(H])C(H])=C3[H] ACIY 1 database
O=C(NTC(HI(HDC(H(HDIC@@ITHDN(CHTHDCH)HDHDCHDHDCHI( ChEMBL
CHEMBL4096682 | H])[H])C 1([H])[H])C3=NN(C(OC([H])([H])C=20N=C(C=2[H])C([H])([HD[H])=C3[H])C=4C([ | Active ot
HI)~C([H])C(CHN)-C([H])C~4{H] -
O=CN(H)N(HDIC@I3((H)N2/N=C(ISICHNHDC=1C(H)=CHNCHN=CAHNC=IH] |, ChEMBL
CHEMBLADO | )N=coN(HDIC@IHICHDHDHDCI(HDHNC4-NC(H)=C(HPN=C4[H] A darabase
(H[C@@I4NH)HDCHDHDCHNHDCH)HDN(C(=0)C2=NN(C(OC(HD(H]C' . ChEMBL
CHEMBLATOOIS | _Ne(qup=cuC(H)=C1H)=C2[H)C=3CHN=CAHNCCHN)-CAHNC=3HNCATHNH] | AV | database
N#CC=4C([H])=C([H])C(NIN=C(C([H])=C 10C([H])([H])C=20N=C(C=2[H])C([H])([H])[H])C . ChEMBL
CHEMBLALOOT | coNacqHnCH)HDOIC@IHI(CHDHINHNHDCI (HDHD=CAHNC=4H] | AV | database
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source

[FIC([F])([F)C=3C([H])=C([H])C([H])=C(N([H])C=2/N=C(/[SIC([H])([H])C#C[HN=C(C=1C |

ML-AST | (Hp=CHNCHD=CH)C=1[H])C=2CHN)C=3[H] nactive 8
0=C20C=1C([H])=C([H])C(=C([H])C=1/C(=C2/[H])C([H])([H])N3N=N/C(=C3/[H])C([H])([H]

ML-458 | )[SIC(=[SNAC([H])([H])C([H])([H)N(C(=0)OC(C([H]) (HDH)(C(HD(HDHNCCHD([HD[ | Inactive 27
H])C([H])([H])C4(HD)H)C(H])([H])[H]
0=C(OC(C([H])([HN)[H])(C([HT)([HN[H)C([HT)(H)HDNAC(HT) (H)C(HIHIN(C(=[SD

ML-459 SIC(HD([H])C=IN=NN(C=1[H])C([HD([H)C3=C([H])C=2C([H])=C([HDC([H)=C([H)HC=20 Inactive 27
C3=0)C([H])([H])C4([H])[H]
O=C(OC(C([H])([H])[H])(C([HT)([HN[H)C(HT)(H)[HDNAC(HT) (H)C(HIHIN(C(=[SD

ML-460 S]C(H])([H])C=1N=NN(C=1[H])C([H])}[H])C3=C([H])C(=0)OC=2C([H])=C([HNC([CI])=C([ | mactive 27
H])C=23)C([H])([H])CA(CH])[H]
[ST=C([S]C([H])([H])C=1N=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C([H])=C((H])C=2[F)N |

ML-461 3¢ qa)(H)C(H])(HDN(C(H])((H]H]CH]((H)C3((H][H] Inactive 28

) [ST=C([S]C([H])([H])C=1N=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C([F))=C((H)C=2[H)N .

ML-462 | 3¢(H])(HDC(H]HDN(CCHI) HDHDCHD(H)C3(HH] Inactive 28
[ST=C([SIC([H])([H])C=IN=NN(C=1 [H])C([H])([H])C=2C([H])=C([H])C([H])=C([H)C=2[F )N |

ML~463 1 3¢y CHI)C(CHT)HIN(C(HT)(HDC(HT)(HD ] CCHD(HDC3 (D) [H] Inactive 28

Miare | FICEICIHD=CAH)C(H])=C(H)C=1 CH])([H)N2N-N/C(-C/HNCHDAHDISICSN | . 25

3C(HD[HDC[HD[HDOC(H)(HDC3(HDIH]
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Compound ID SMILES AS;VS?Y Source
[S]=C([S]C([H])([H])C=1N=NN(C=1[H])C([H])([H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H]

ML-477 | )C(H](HDHDN3CH])(HDCHIHIN(C(=0)OC(C(H)(HDHCHN(HDHDCHN(HN[ | Inactive | 28
HI)C([H])([H])C3([H][H]

Mians | [SIFCUSICAH)(H])C=IN-NN(C=1[H)C(H])([H])C2=CHNCOCHN(HNHD-COCTHNAHD | | g
[H])C(OC([H])([HD[H])=C2[H])N3C([H])((H])C([H])(HDN(H])C(CHI)(H])C3(HDH]
O=C(OC(C([H])(H][H])(C((H])((H)HNC((HD(HDHDN3CH])H)CHI H)N(C[SDISIC(

ML-479 H})([H])C=1N=NN<C=1[H]>C=2C([H])=C([H]>C([H])=C(C=2[H])C([F])([F])[F]>C([H])<[H])C3([H])[ Inactive | 28
H
[S]=C([S]C([H])([H])C=2N=NN(C=1C([H])=C([H])C(OC([H])([H])[H])=C([H])C=1[H])C=2[H])N3C

ML-480 g%x[H]>C([H]>([H])N(C(=0)OC<C<[H])([H])[H])(C([H])([H])[H])C([H])([H])[H])C<[H]>([H]>C3([H] Inactive | 28
[F]C=1C([H])=C([H])C(=C([H])C=1 [H])C([HI)((H])N2N=N/C(=C2/[H])C([H])( [H])[S]C(=[SHN3C([ |

ML-4SL | ) () CHI (D CHDHDC3(CHD H] Inactive 28
[F]C=1C([H])=C([H])C(=C([H])C=1 [H])C([H])((H])N2N=N/C(=C2/[H])C([H])([H])[S]C(=[SHN3C([ |

ML-482 | ) (Hy)C(CHT)((HOC(H])((H])C3([H])[H] Inactive 28

] [CI1C=1C([H])=C([H])C(=C([H])C=1[H])C([H])([H])N2N=N/C(=C2/[H])C([H])([H][SIC(=[SIN3C([ |

ML-483 | y)((H])C(H)(HDOCH])([H])C3((H])[H] Inactive 28
O=C(OC(C([H])(HNH])(CH]HDHNCIHDHDHDNACH])HDCHNH)NC[SDISIC(

ML-484 H]([H])C=1IN=NN(C=1[H])C([H])([H])C3=C([H))C(=O)N([H))C=2C([H])=C([H])C([H])=C([H])C=2 Inactive 28
3)C([H])(H)CA(H])H]

Miass | [SIFCUSICAHD(H)C=IN-NN(C=1[H)C(H])([H)C=2C([H])-C(HDC-C(HDC=2[HNCHDAH] | . | g

JIHPN3C(HD(HDCHDCHDNCHDHDIHDC[HD(HDC3([HD[H]
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source

MI.-486 [FIC=1C([HD=C([HC=C(HDC=1[HDC(HD([HDN2N=N/C(=C2/[H)C(HD(HDISIC(=[SDNAC([H]) | . 3
(HDCHDHDN(C=3C((HD=C(HDC(HD=C(H)C=3[H)C(H])([H]))C4([H])[H]

Mgy | O=COOCCHNHDHN(CHDHDHDCHNHDHPNICHDCHNCHD[HINCEHSDISICTHD | o | o
(HDC=IN=NN(C=1[H])C=2C([H)=C([HDC((H)=C([H)C=2[FC(H]([HDC3([H])[H]

MI-464 [CLC=1C(H)=CHDCECHDC=1HDCHD(HNNZN=N/C(=C2/[HNC(H)(HDISIC(=[SDN4C([H] | . = . 3
YHDCHDHDN(CEO)OC(HD)(H)C=3C(HD=C(HDC(H))=C([HC=3[HD)C(H])([HDCA[H][H]
[SI=C([SIC(HD(H)C=IN=NN(C=1[H)C([H])([H)C2=C(C([H]))=C([HDC(H)=C2[H)C(H])([H])[H]

ML-465 )1\]?[(7(][H])([H])C([H])([H])N(C(:O)OC(C([H])([H])[H])(C([H])([H])[H])C([H])([H])[H])C([H])([H])C3([ Inactive 28
H])[H
O=C(OC(C(H([HDHN)(C(HNHDHDC(HDHDHDNIC(HN([HDCHD(HDN(C=[SDISIC(H])

ML-466 ([HDC=IN=NN(C=1[H])C(H])(H])C=2C([H])=C([H])C(=C([H])C=2[H])[N+](=O)[O- Inactive 28
DCHD(HDC3(HDH]
O=C(OC(C(HD([HDHN)(C(HDHDHDC(HN[HDHDN4C(H)(HDC(HD(H)N(C=[SDISIC([H])

ML-467 ([H))C=IN=NN(C=1[H])C([H])([H])C3=N/C2=C(\[HD)C([H])=C([H])C(H])=C2N3[H])C([H)(H])C4([ | Inactive 28
H])[H]

MI-468 O=C(OC(C(HN(HDHN(CHD(HPHDCHDIHNHDNICHD[(HDCHDIHDNCE[SDISICHD | 1o oo 73
((HDC=IN=NN(C=1[H])C(H])([HDC2=C([H])C(=0)OC2([H)HDC(H)([HDC3([H][H]
O=C(OC(C(H)([HDHN)(C(HDHDHDC(HD[HDHDNAC(H)([HDCHD(HDN(C(=[SDIS]IC([H])

ML-469 ([H))C=1IN=NN(C=1[H])C3=C([H])C(=O)OC=2C([H)=C([H])C([H])=C([H])C=23)C([HD(H])C4([H])[ | Inactive 28

H]
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source

VLo | [SIFCUSICAH)(H)C=IN-NN(C=1[H)C(H])([H]))C=2C([H])-C(HNC=C(HDC=2[HNCHDAHDL | o | e
H])N3C([H])([H])C(CHI)(H)N(C([H])([H])C(HT)(HNH]C(H])((H])C3((HD[H]
O=C(OC(C([H)(H[H])(C(H]([HDHNCHDHDHDNICH(HNCIHDHDN(C([SDISIC(H])

ML-471 %[}II{]%%ETIN=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H])C([F])([F])[F])C([H])([H])C3( Inactive | 28
O=C(OC(C([H)(HD[H])(CH]([HDHNCHDHDHDNICH(HNCIHDHDN(C([SDSIC(H])

ML-472 E§%%§71N=NN(C=1[HDC([H])([H]>C=2C<[H])=C<[H]>C([H]>=C([H]>C=2C([F]><[F])[F])C<[H]>([H])C3< Inactive | 28

Mias | FICSICHD=C(HC(H)=C(H])C=1C(H])(H)N2N-N/C(=C2AHDCHN)HDISICSPNAC(H) | |
(] C(H])([HDN(C(HT)((H]) C=3C([H])=C((H])C([H])=C([(H])C=3[H])C(H])((H])CA(H)[H]

MLa7a | [FIC=ICOH)=CHDC(H)=C(HNC=1C(HI(HPN2N-N/C(-C2[HDCH)(HDSICISINACHD) | | o
((H)C(HT)(H])N(C=3C([H])=C([H])C([H])=C([H])C=3[H])C([H])((H])CA(CH][H]
[CIIC=1C([H])=C([H])C(=C([H])C=1 [CI)C([H])([H)N2N=N/C(=C2/[H])C([H])H])[SIC(=[SHN3C([H .

ML-475 7 () C(HT)(H]N(HD CH]([H)C3((H][H] Inactive | 28
[F]C=1C([H])=C([H])C([H])=C([H])C=1C([H])((H)N2N=N/C(=C2/[H])C([H])([H)[SIC(=[SN3C([H]) .

ML-476 | (o C((H])([H]OCCHI)(H])C3(H])[H] Inactive | 28
[S]=C([SIC([H])(H])C=IN=NN(C=1 [H])C([H])([H])C([H])([H]) C=2C([H])=C([H])C(=C([H])C=2[H])C

ML-477 | ((H])((HDH])N3C([H])([H)C(HI)(HDN(C(=0)OC(C([H])([HDH(CHIHNHNCHD(HDHNC( | Inactive | 28

[HD(HDC3([HD[H]
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source
Mi7s | [SFCASICHD(HNC=IN=NN(C=1[H])C([H)(H])C2=C(H)C(OC(H)([H)H)=COCTHNHDIH] | o | o
YC(OC([H])([H])[H])=C2[H])N3C([H])((H])C([H])[H)N(H])C((H])(H])C3(HD[H]
ML | O~COOCCHN(H)HCHNHNHDCIHNHNHDNICTHNHNCAHNHINCESHSICAHD | | e
([H])C=1N=NN(C=1[H])C=2C([H])=C([H])C([H])=C(C=2[H]))C([FN)([FN[FN)C(H)(H])C3(HN[H]
Miago | [SIFCUSICAHD([H]C=2N-NN(C=1C([H])=C(H)COC(HHDH)=CHNC=HNC=2(HN3C( | . |
H])([H])C([H])(H])N(C(=0)OC(C([H])([H])[HT)(C([HI)((HI)HDC([HT)([HN[H])C((H])([H) C3((H])[H]
) [F]C=1C([H])=C([H])C(=C([H])C=1[H])C([H])([H])N2N=N/C(=C2/[H]) C([H])([H])[S]C(=[SN3C([H]) |
ML-481 |y C([H])([H] CCHT)( D CH]([H)C3((H[H] Inactive | 28
[F]C=1C([H])=C([H])C(=C([H])C=1[H])C([H])((H])N2N=N/C(=C2/[H])C([H])([H)[SIC(=[S)N3C([H]) |
ML-482 | () C(H])((H)OC(H])(H)C3((HD[H] Inactive | 28
] [CI]C=1C([H])=C([H])C(=C([H])C=1[H])C([H])([H)N2N=N/C(=C2/[H])C([H])(H])[SIC(=[S))N3C([H] |
ML-483 | (Ap)C([H])((H)OC(HT)([H])C3((HD[H] Inactive | 28
O=C(OC(C([H])([HD[H])(C(HD(HDHDC(HI)(HDHDNAC(H)HDCHDHDN(C=[SDISIC(H])
ML-484 ([HDC=IN=NN(C=1[H])C([H])([H])C3=C([H])C(=O)N([H])C=2C([H])=C([H])C([H])=C([H])C=23)C([ Inactive 28
H])([H])CA(CH])[H]
] [ST=C([S]C([H])([H])C=1N=NN(C=1 [H])C([H])([H])C=2C([H])=C([H])C(=C([H])C=2[H])C([H])([H])[ .
ML-485 | H)N3C(HT)(H])C(CHI)(HDN(CH])(HDH]C(CHT)(H]C3(HDH] Inactive | 28
ViLase | FIC=IC(IHD=C(HC(=C(H])C=1[HNC(HI)H)N2N-N/C(-C2/IHDCHIHDSICISHNACH) | - [

(HDEHDIHDN(C=3C[HD=C(HDC(HD=C(HDC=3HDCHN[HDCAH[HD[H]
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Activity

Compound ID SMILES class Source

ViLagy | O~COOCCAHNHDHCAHYHDHNCH)HYHPNSCCH)HDCHNHINCHSDISICHD | | o
([H])C=IN=NN(C=1[H])C=2C([H])=C([H])C([H])=C([H])C=2[F)C([H])[H])C3(HD[H]

MiLags | [SFCASICAHINHDC=2N-NN(C=1C([H])=C((H)C(=C([H])C=1 [H)C(H](HNHDC=2[HDN3C(H]) | | o
(HDC(HD(H)N(C(=0)0C(CHNHDHD(CH(HDHNCIHD(HDHDCIHNH)C3(H]H]

] [CIIC=1C([H])=C([H])C(=C([H])C=1[H])C([H])([H])N2N=N/C(=C2/[H])C([H])([H[SIC(=[SHN3C([H] |
ML-489 ) HYCEHDHDCHDHDCHDHDC3(HDH] Inactive | 28
O=C(OC(C((HI)(HDHD(CHDHDHNCIHDIHDHDNICHN(HNCIHDIHDNCE[SDISICH])

ML-490 gH£€=1N=NN(C=1[HDC([H])([H])C<[H]>([H])C=2C([H]>=C([H])C<[F])=C([H])C=2[H])C([H])([H]>C3 Inactive | 28

H])[H]

] [S]=C([SIC((H])([H])C=1N=NN(C=1[H])C([H])([H)C=2C([H])=C((H])C([H])=C([H])C=2[CI)N3C([H] |
ML-91 ) (D CHDIHDNCHDHDHDCIH)HDC3(HNH] Inactive | 28
MiLg9y | [SIFCASICAHINHDC=IN-NN(C=1[H))C([H])([H)C=2C((H])-C(HDC(F)-C(HDC=2[HDN3C((H]) | | o

(H)CHD(HDN(C(H](HNCHDHDOH)CHN(H)C3(HD[H]

) [FIC=1C([H])=C([H])C([H])=C([F])C=1C([H])([H)N2N=N/C(=C2/[H])C([H])([H])[SIC(=[SIN3C([HI)( |
ML-493 | [ Hy)e(HD)(HDN(H])CH])(HDC3(H]H] Inactive | 28
) [FIC=1C([H])=C([H])C([H])=C([H])C=1C([H])[H)N2N=N/C(=C2/[H)C([H])([H][SIC(=[S)N3C([H]) |
ML-494 | ((H)CHDHDCHDHDCHDHDCI(HDH] Inactive | 28
O=C(OC(C([H])([HDHI(CHDHDHNCHN(HNHDNACH(HNCHDHDNC[SDISICH])

ML-495 ([HDC=IN=NN(C=1[H])C(HD(HDC(H])([H])O/C3=C(\[H])C(=O)OC=2C([H])=C([H)C(H])=C([H]) | Inactive 28

C=23)C(HD)(HDCA([H])[H]
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Compound ID SMILES Ag;zisty Source

Miaos | [FIC=ICAHD=C(IHNC(=CH)C=1HNC(H(HDIS)/CIN/C(C2=COMHDCOCTHNHNHD-C( | | o
OC([HI)([H][H])C(OC(THIX[HD[H])=C2[H])=C(CHN)C(-N3)N(HDN((H])C(-[SHN(HD[H]
[CIIC=3C([H]=C([HNC(C2=N/C(-NCN((H)C=I C((H])=C((HDC(OC(HI(HDH)-C(HDC-1{H] | |

ML-BT D =cacsICHI(HCHCH]=C(H)C=3[H] nactive |18
[CIIC=3C(H])=C(HDCN((H])C=2/N=C(ISIC((HD((H)CHCIH)N=C(C=1C({HI)=C(HDCBI)=C( | |

ML-498 [H])C=1[H])C=2C#N)=C([H])C=3[H] Inactive 18

Miaoo | NACICI=CUN=CUISIC(HI)([H])CACIHIN=C1C=2C([H])~C(OC(HIHDHNCOCCHNAHDIHD= | | o
C(OC(HI)([HDHNC=2[H)N(H])C=3C([H])=C([H]C(OC((HD([H[H])=C([H])C=3[H]
O=C(N([H])C1=C([H])C([H])=C([H]N=C1[H)C([H]((HYN(C2=C([HNC((H)=C(CHN)C(HD=C2 | |

ME=S00 1 H))[$1(=0)(=0)C3=C(IHC([HD=C(C([H])=C3H)C(HI)[HDH] nactive: | 33

Mi.sor | [FICEDFNC3=CHC(H]=CH)CN(H])C2-NC(-NC(CI=CO[H)COC(HN(HDH)-COC | | o
((HD)[HD[H)C(OC([H])(HN[H])=C1[H])=C2C#NY[SIC([H])([H])C#C[H])=C3[H]
[CIIC=3C(H])~=C([HDCN([H])C=2/N=C(ISIC((HD((H)CHCIHN=C(C=1C((HN=CHDCHD=C( |

ML-502 [H])C=1[H])C=2CH#N)=C([H])C=3[H] Inactive 18
[0-JIN+](=0)C=3C([H])=C((H)) C(N([H])C=2/N=C(/[SIC(H])[H])CHC[H]N=C(C=1 C([H])=C([H]) .

ME-S03 | C((H)=C((H))C=1 [H))C=2C#N)=C([H])C=3(H] fnactive ) I8
N#C/C1=C(/N=C(/[S]C([H])([H])C#C[H])N=C1C=2C([H])=C([H])C([H])=C([H])C=2[H])N([H])C=3 .

ML=S04 1 o =c(H)COCHNHIHD=C(HNC=3[H] nactive | 18
[C1IC=1C([H])=C([H])C([H])=C([H)C=IN([H])C=3/N=C([S]C([HJ)([H])CHCH])N=C(C=2C([H])~ |

ML=305 1 crpeH=C(HNC=2[HDC=3CHN nactive | 18

ViLsoe | [CIC=3CH)=C(HNCH]-CON(H)C=2N=C(ISICHDHNCACTHN-CIC-ICHD-CTHNC | | g

[H])=C([H])C=1[H])C=2C#N)C=3[H]
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Table SM11: ML Testing list compounds

Activity

Compound ID SMILES class Source
[FIC(FIN[F)C=3CH)=CHNC(H)=CNHNC=2/N=CU[SICEHINHNCHCHIN=C(C=1C(H) | |
ML-S07- | —o(HC([CI)=C(HNC=1[H])C=2C#N)C=3[H] nactive |18
O=CI[SIC@}([H(CONIHDC(H(HNC=3C(HD=CHNCOCTHNHNCHNHIN(C2=N/ | o | ChEMBL
CHEMBLEZL | cp=CmCHD=C2{H)CHDHDH)=CHNC=3(H] 1N | database
CHEMBL225304 | [HIN(H)N=CON(HD[HDN((H][H] Imactive | Guapase
O=C(OC(C(HI(HDHN(C(HDHHNCHNH)HDNACTH)HNCIHHPNCCIN/C(SIC CHEMBL
CHEMBL4061050 | ([H])([H)C#C[H])=NC2=CIN=NN2C([H])([H])C=3C([H])=C([HDC([H])=C([H])C=3[H])C(H])([H]) | Inactive database
CA(H)H]
[CIIC=3C(H)=C(IH)CNHCI=NC(SICHDHDCTH(HNCHNHDHN-NC2=CINSNN2 | | | ChEMBL
CHEMBLAOSS24 | ¢ [H)((H))CAH])HDOIH])-CH])C=3(H] 1 database
[HIN(C1=N/C(SICHI(HDCH(H)CH(HDIH])=NC2=CIN-NN2CHI(HNCTHIHNOL | 1o | ChEMBL
CHEMBLAYSI! Hpe=3c(n=cOCHIHDHDCOCHIHNH)=COCHDHDHHC=3(H] S database
[HIOC(HIN(H)C(HI([HN2N=NC=1 CENCSICHHDCHIHNCHNHDH)-NC=12)N ChEMBL
CHEMBL4079306 | 4C(H)(HDCHN(HDNCH(HDC=3CTH)-CHNCTH)-CHNC=3HDCHNHNCATHDL | Tnactive | ¢ 45
H]
O=CI[SIC@@](HIC(=OINIH)C(HI)([H)C=4C(H)=CHNCOCTHNHIC@@I3OC2=C( CHEMBL
CHEMBLA40S | C(=C(O[H)C(=C2C(IH)(HDC3(HDIHNCHN(HDHNCHNHDIHDCHDHNHDCHN(H] | Inactive | ¢4=v'5
JIHD=C(HDC=4TH]
[BrIC=3C(HD=C(IHNCNH]CI=NCSICEHIHDCIHDEHNCEHNIHNHNNC2=CINNR [ ™ ChEMBL
CHEMBLANOSSSI | ¢ [H)(H)CAHD(HDOMH])=CAHDC=3[H] 1o | database
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Table SM11: ML Testing list compounds

Compound SMILES Activity S

ID class ource
O=CI[SI[C@)([H])(CEONI[HNC(HI)HNC=3C(H])=CHNCOCHIHNCHNHNC2=NCH)=C(C(H] |, . | ChEMBL

CHEMBLSSS | —CoH))C(HI)((H)C(H(H)H)-CAHDC-3(H] | database

ML.sos | O-CONICAHN(HDC(HHDCHNNCHNHDHNCH)(HNHDCAHNHDCI(HDHDCHNHINCC2 | oo |
=CO[H])C(H]=C(CHN)C(H])=C2[H])[S](=0)(=0)C3=C([H])C([H])=C(C(H=C3[HNC(HI) HD[H]

ML.s0o | O-CONICTHN(HDC(HHDCH)(HDIC@@IHN(NHDHNC (HNHNCHNHDNUCI-COHNC=2C(= |y |
NN(C=2[H])C([H])([H])[H])C([H])=C3[H])[S](=0)(=0)C4=C([H])C([H])=C(CHN)C([H])=CA[H]
O=C(NIC([H])(HDC(HINHDIC@@]([H)N(HDHDCHI)H)C((HDHDCCHIH)N(C2=COHNC(H])=

ML-510 | C(C(OC(H])([H][H])=C2[H])N3N=C(C([H])=C3C([H])(H)H)C([HI)HDHD[SI=O)(=0)C4=C([H)C5=C(C([ | Moderate | 33
H])=CA[H])N(C(=0)C([H])([H)[H])C([HT)([H])CS([H])[H]

ML.sti | O-COCCAHNHNH)CH)HYHNCIHNHDHNACH)(HDCAHNHINCSISICAHNHDCIN | (oo |
=NN(C=1[H])C([H])([H])C3=C([H])C=2C([H])=C([H])C(O[H])=C([H)C=20C3=0)C([H])[H]) CA( H])[H]

MLstz | O=COCCUHN(HNH(CH(HYHNCH)HDHDNACH)HDCHNHNC(SDISICAHNHNCIN ||
=NN(C=1[H])C([H])([H])C3=C([H])C(=0)0C=2C([H])=C([F)C([H])=C([H])C=23)C([H])([H])CA(H])[H]

Milsiz | FICAED(FDCI=C(HNC(H])=C(C(H])=CIHDC(H](H][SIC=3N-CIN=C(C(IH)-CNN=3N(H)C4=C([H | ;oo |
I)C(H])=C(C(H)=CATH]NSC([H])([HDC(HIHDN(CHT)(HDCS((HDHDCHI)HHDCH])((H])[H]
[SI=C(SIC(HINH)C=IN=NN(C=I[H)C([H])([HDC=2C([H])=CHNC(OCH](HDH])=C([H])C=2[HDN3C([

MLl (D CHIHDNCHDCHI(HDC3(H]H] Moderate | 28

ML.sts | [FIC=ICUH)=CAHC(H])-C(HNC=1C(H]([H)N2N-N/C(=C2HDCHN(HNSICSINACTHNHNCTH] | progorate | 28
)HDN(C(=0)OC(H([HNC=3C([H)=CHNC(H)=C(IHNC=3[HNC(IHN[HNCAHDH]

MLste | [FIC=ICUH)=CAHC(=C(IH)C=1 [H)C(H]([H]N2N-N/C(=C2HDCH(HNSIC(SINACTHNHNCAH] | ypoqo | g
)HDN(C(=0)OC(H])([H])C=3C([H])=C([H])C([H])=C([HNC=3[HN)C([H])[HNCA(HD[H]
O=[N+I([O-))CI=C([HCHI)=C(C{HD=CI[HN)CHT (HD[SIC=3N=C2N=C(C([H])=C(N2N=3)N[H])N

MLST | (i HDCHDIHDH] Moderate | 31
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Compound SMILES Activity S
ID class ource

mi.s1g | [CHC=1CHD=C(HDCHD=CHDC=1C(H(H)N2N=N/C(=CZ/[HDC(H])[HDISICE[SHNACHDHD | \r qorate | 28
C(HDHDN(CEO)OC(HNHDC=3C(H)=C(HDCHD=C(HD)C=3[HDC(HD(H)C4([H])[H]

MLs19  SIFCUSICIHDHDC=IN=NN(C=1[H)C(H])([HDC=2C(H)=C(HNCOC(HN(HDHD=C(HNC=2[H)N4 |\, ', | e
C(HDHDCHNHDN(CEO)OC(HN[HDC=3C([H))=C(HDC(H])=C(H)C=3[H)C(H])([H))C4([H])[H]

mi.sz20 | [CUC=ICHD=C(HDCECHDC=1[CINCHDHDN2N=N/C(=C2/[H)CHD[HDISIC[SHNACHD[H] | \r 4000 1 g
)C(HD[HDN(CEO)OC(HD(HDC=3C(HD=C(HNCH)=C(HDC=3[HDC(H)([H)CA([HD[H]
[SI=C([SIC([HD(HDC=IN=NN(C=I1[HDC([H])([H)C2=C([H)C(OC([H])([HD[H])=C(OC(H])([HN[H])C(O

ML-521 | C([H)([HD[H]D=C2[H)N4C([H)([H)C(HD(HPN(CEO)OC(H(HDC=3C([H))=C(HDC(HD=C([H])C= | Moderate | 28
3[HDC(HI)[HDCA([HD[H]

MiL.s22 | O7COCCHDIHDHNCHDHDHDCHNIHDHDNICHDIHDCHDHDN(CEISDISICTHDAHED | \rogerate | 28
C=IN=NN(C=1[H)C([H)([HDC=2C([H]))=C(HDC([FD)=C([H))C=2[HDC([H])([HDC3([H])[H]

M523 | O=COCCHDAHDHDNCHDHDHDC(HNAHDHDNICHDIHDCAHDTHDN(CEISDISICTHDAHD | \roderate | 28
C=IN=NN(C=I[HDC([H)([HDC=2C(H])=C(HDC([CI))=C(HDC=2[HDC(H]([H))C3([H])[H]

Mi524 | BIECUSICCHDIHDC=IN=NN(C=1[HNC(HD[HDC=2C(H]))=C([HNC(OC(HD(HDHD=C(HDC=2[H)N | \ \ ', | g
3C(HDHDCHDHDNCEO)OC(C(HD([HDHICIHD(HDHDCTHD(HDHDC(HD(HDC3([HD[H]

ML.525 | O~COCCAHDIHPHNCHDIHDHDCHDIHPHDNICHD[HDCHDHDNCEISDISICAHDAHD | oo | 28
C=IN=NN(C=I1[HDC([H)([HDC=2C(H)=C(HDC([CI))=C(CIDC=2[HNC(H])([H))C3([HD[H]
[S]=C([SIC([H)([H))C=IN=NN(C=1[H])C([H])([H)C2=C([H) C(OC([H])([HD[H])=C(OC(H])([HN[H])C(O

ML-526 | C([H])([HD[HD=C2[HDN3C([H)([HDC(HDHDN(CEO)OC(C(HD(HDHNC(HNHDHDC(H)([HDL | Moderate | 28
H)C(H)(HDC3((H][H]

Mi.s27 | SIECUSICCHDHDC=IN=NN(C=1[HNC(H)(HDC2=C(HNC(HD=C(HDCEC2[HNC(HD[HDHDNIC |\ (o o1 g
(HD[HDCHDHDN(CEO)OC(C(HNHDHNCHDHDHDC(HD([HDHDCHD(HDC3(HD[H]

ML.52g | NHC/C3=CAHDC(HD=CININ=C(C([H])=C1O[C@@]([H)(CEON(HDHDC(HD[HDHNCEOINZC([H | 000 54

DHDIC@IHDNHDHEDE(HD(HDE(HD(HDC2((HP[HDC(HD=C3[H]
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Compound SMILES Activity S

ID class ource

MLs20 | O~COCCAHNHDHNCHNHHNCHNHNHINSCH)HDCHNHDNCSISICEHNHDC | o0 | g
= IN=NN(C=1[H])C([H])([H])C=2C([H])=C([H)) C(O[H])=C([H])C=2[H))C(HI)[H)C3([H][H]

L.sso | O~COOCCAHHDHCHN(HDH)CHHDHPNICHIHDCAHDHPNCHSHISICHNHNC |0 | o
= IN=NN(C=1[H))C([H])([H])C=2C([H])=C(THDC([H])=C([H])C=20[H])C([H])([H])C3((H])[H]

Lsap | O~COOCCAHHDHCHN(HDHDCHHDHPNICHINHDCAHNHPNCHSHISICHNHNC |0 | o
= IN=NN(C=1[H))C([H])([H])C=2C([H])=C([HC([H])=C(O[HNC=2[H])C([H])[H])C3([H])[H]

g3y | O~COOCCAHIHDHNCHDHDHDCHHDHPNICHHDCHNHPNCHSDISICHNHNC |0 | o
= IN=NN(C=1[H])C([H])([H])C=2C([H])=C([H])C(O[H])=C([H)C=20[HNC(THN(HDC3(HD[H]
[H]C=2C(=NC1=NC(=NNIC=2N([H])N([H])[H)[SIC([H])([H))C3=C([H])C([H])=C(OCHI(HD[H])C([H])

ML-533 | _ C3[H])CCH([H][H] Moderate 31

isaa | O~COOCCAHIHDHNCHDHDHDCHDHDHPNSCHHDCAHDHPNCHSHISICHNHNC |0 | o
= IN=NN(C=1[H])C([H])([H))C=2C([F])=C([HDC([HD=C([H])C=2[FNC(HN(HNC3(HDH]

Losas | [SIECASICAHDHNC=IN-NN(C=1[H])C(HIX[H]))C=2C([H))=C(H)C(-CAHNC=2(HDCHNAHDHDNS |0 |
C(THN(HDCHDHDN(C(HTHNCHNHNO[H]C(HN(HNC3(THH]
[SJ=C(ISIC(HD([HDC=IN=NN(C=1[H])C([H])[H])C=2C([H])=C(H))C((H))=C([H])C=2[F)N3C([H])[H])C

ML-536 | ([H)((HDN(CTHT)(HDC(HD(HDOHD CHIHNC3((HDH] Moderate | 28

s | [SIFCASICAHI(H)C=IN-NN(C=1[H)C(IH)((HDC=2C([H])-C(H)C(=C(H)C2(HDCAHD(HDHDNA ||
C(THD(THDC(HIN(HIN(C=3C([H])=C(HI)C([H])=C(H)C=3[HNC(HH)CATH]H]
[FIC=1C([H])=C([H])C(=C([H])C=1[H])C([H])[HIN2N=N/C(=C2/[H)C(HI)[H][SIC(=[SHNACHI)(H])C

ML-538 | ([ ((HDN(C=3/N=C(H])C((H])=C(H)N=3)C([H]) (H])C4(H]H] Moderate | - 28
O=[S](=0)N3C(HD([H)CH)(HDN(C(=SDISICHIHNC=IN=NN(C=I[H))C([HI)[H])C=2C([H=C([

ML-339 | HyyC(fH)=C((HDC=2[F))C(HD(HNC3 (HDHDCHN(HDH] Moderate | 28

sao | O SICOMNBCTHIHDCAHDHDNC([SHISIC(H](H)C=IN-NNC=HNCHNHDC2CTHNCA | yoqo | o

HDCFD=C(HDC=2[HDCHD([HDCI(HDHDC([H)[HD[H]
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Table SM11: ML Testing list compounds

Compound SMILES Activity S
1D class ource
cey | IFICQFD(FIC=1C(H])=C(H]C(=C([H])C=1 [H])C([H])([H)N2N=N/C(=C2/[H])C([H])H][SIC(=[S)N3C(

ML-S4L 1 ) ((H]CCHD(HDN(HCHIY(HDC3((H][H] Moderate | 28

ety | O=CONBC(HI)(HDC(HD(HDN(C(=[SDISIC(HI([H])C=1N=NN(C=1 [H])C([H])([H])C=2C([H])=C(HDC([

ML-542 | jyy=c([H)C=2[F)C([H])([H])C3((HD[HDC(CHI(HD[H] Moderate | 28

cix | O=CONBC(HI)HDC(HI(HDN(C(=[SDISIC(H([H])C=IN=NN(C=1 [H])C([H])([H)C=2C([H])=C(H)C([

ML-S43 | Fy=C(HDC=2[HC(HI(HDC3(HH)C(H]) (HDH] Moderate | 28
[H]C([H])([H])C=1C([H])=C([H])C(=C([H])C=1[H])C=3/N=C(/[H])C(OC([H])([H)C2([H)C((H])[H)C([H])(

ML-544 | [H)N([H])C([H])([H])C2([H])[H])=C([H])C=3C=4C([H])=C([H)C(=C([H])C=4[H])C([H)([HDNSC([H])([H]) | Moderate | 25
C(H])([H)C(HI)HNCHD(H)CS((H])[H]
[C1]/C2=C(\[H])C=1/C(=C(/[HD[S]C=1C([H])=C2[H])C([HD([H])[S]C=4N=C3N=C(C([H])=C(N3N=4)N([H])

ML-545 )cr(f;SEgi]])C<[H])=C<C<[H])=cs[H]>N6<:([H])([H])ch])([H])N<C<[H]><[H]>C6([H])[H])C<[H]>([H])[HDC([H] Moderate | 19
[0-

ML-546 | J[N+](=0)C=1C([H])=C([H])C([H])=C([H])C=1[S](=0)(=O)N([H])C2=N/C(=C(/[H])[S]2)C=3C([H])=C([H]))C([CI]) | Moderate | 30
—C([H])C=3[H]

[o-

ML-547 | J[N+](=0)C=1C([H])=C([H])C([H])=C(C=1[H])[S](=0)(=O)N([H])C2=N/C(=C(/[H])[S]2)C=3C([H])=C([H]))C([CI]) | Moderate | 30

—C([H])C=3[H]
[o-
ML-548 1IN+](=0)C=1C([H])=C([H])C(=C([H])C=1[H])[S](=O)(=O)N([H])C2=N/C(=C(/[H])[S]2)C=3C([H])=C([H])C([C1]) | Moderate 30

=C([HDC=3[H]
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Compound SMILES Activity S

ID class ource
[O-

ML-549 | [[N+](=0)C=1C([H])=C([H])C([H])=C([H])C=1C=2N=C([S]C=2[H])N([H])[S](=0)(=0)C=3C([H])=C([H])C([H])= | Moderate | 30
C([CIHC=3[H]
[O-

ML-550 | J[N+](=0)C=1C([H])=C([H])C([H])=C(C=1[H])C=2N=C([S]C=2[H])N([H])[S](=0)(=0)C=3C([H])=C([H])C([H])= | Moderate | 30
C([CI])C=3[H]
[0-

ML-551 | [[N+](=0)C=1C([H])=C([H])C(=C([H])C=1[H])C=2N=C([S]C=2[H])N([H][S](=0)(=0)C=3C([H])=C([H])C([ | Moderate | 30
H])=C([CI))C=3[H]
O=C(OC([H])([H])C([HIX[HD[H])C=1 C([H])=C([H])C([H])=C(C=1[H])C=2N=C(SIC=2[HDN((H])[S](<0)(~

ML=332 1 0)c=3C(H)=C(IHNC(H-CCIC=3(H] Moderate | 30
O=C(OC(C([HD(HDHIC(HN(HDHNCHHYHDN(HDIC@@M4(HNCH)HDCHDHDCHN(

ML-553 H]DN(/C2=C(\[H])C(=NCI1=NCE=NNI12)[SIC(H)((H])C3=C([HDC(HD=C(H])C(H)=C3[HDC(H])([HD[H] | Moderate 31
YCA(H])[H]
0=C(/C2=C(\[H])C=1[S]C(H])=C([H])C=IN2C([H])((H)[H])N([H])C3=C(C([H])=C([H])C([H])=C3[H))C([H

ML-S54. | DEHDOICS=COOCATHICTHIHICUHMIINCTHITHICATHNIDCHNTIHDCD-COHICH | Moderte | 24

MiL.sss | O-CINCHDC(=ON(C=2/N=C(ISIC(HINHNCI=C(H)C(H)=C(C(HD=CIHNCCHDHDHNCTHN | ypegerae | 32
[H)[H]C(CHI((HDHDN(C=23)CH)(HNCHIHDCCHDHDHDCH(HDH]

MiL.sse | O-CINTHDC(=ON(C=2/N=C(ISIC([H(H)C(=0)N([H])CI=C(IHNC(H]-C(CHD-CICININAEONO- | oo |

DN(C=23)C(HD(HDCHDHDC(HD(HDHDC(H)([HDH]
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Compound SMILES Activity S

ID class ource
O=C(/C1=CO[H)C(H)=C([H])C(=C 1 [H)C(HNHDC@4(HNCHNHDN(C(=0)C2-NC3=C(/C(=C2/[H

ME=SST e (HNHDC(=0)NHDN3[HDC(HD((HDCA(HDHDN(HD(H] Moderate | - 31

<sg | O=CUCI=CO[H)C(H)=C([HNC([H]=CIHNCHD([HDISIC=3N=C2N=C(C([H])=C(N2N=3)N((HDN([H])]

ML-558 H)C([H])([H][H] Moderate 31

ML.sso | [CIC=1C(H)=CIH)C(=C(IH)C=1[CINC(HNH)[SYC3-N/C(UC2=C(HNCOCHNHDHD-COCTH] | oo | g
((HD[HDC(OC(H])([HD[H])=C2[H])=C(CHN)C(-N3N((HDN(H])C(=[SDN((H][H]
O=C(N([H])C1=C([H])C([H])=C([H])C(=CLC([H])([H])O/C3=C([HNC([H)=C(OC2([HN)C([HI) (HC(HIX[

ML-560 | HDN((H])C((H])((HC2((HNHDC(H)=C3[HDC(H)(HDOCHN([HDH)C—4OC=SCC4[H)~C(HNC([ | Moderate | 26
H])=C([H])C=5[H]
O=C(N([H])C1=C([H])C([H])=C([H])C(=CLC([H])([H])O/C3=C([HNC([H)=C(OC2([HC(HN(HNC(HIX([

ML-561 | HDN((H]C((H])((HC2((HNHDC(H)=C3[HDC(H)(HDOCHNHHDCS-C(HNC(H)=CAOCTH])( | Moderate | 26
H])O/C4=C5\[H]

O=C(N([H])C1=C([H])C([H])=C([H])C(=C1C([H])([H])O/C3=C([HNC([H)=C(OC2((HN)C((H (HNC(HIX([

ML-562 | HIN(HDCHDEHDCHDIHICH)-CSIHDCQHNHDOCTHD RN C4-CHNCHD-CAICEHD | Modeate | 26
O=C(N([H))C1=C([H))C([H)=C([H])C(=C1 C([H])([H])O/C3=C([HNC([H)=C(OC2((HNCHNHC(HIX([

ML-563 | H)N((H])C((H])((H])C2((HN[HDC(H])=C3[H)C(H])(HDOC(HD(HDH)C4=C((HNC(H])=CS/C(-C4/TH | Moderate | 26
DC(H])=C((HDC((H]=CS[H]

MLses | O-CONCHDIC@@]II((HDC(H)([H)N2CH)([H)CHHNCH(HNCHHIHDC2HHDCAHDEING |y | o
C3=C(\[H])C([H)=C(C#N)C([H])=C3[H][S](=0)(=0)C4=C([HNC([H])=C(C(H])=CA[HNC((HI) [HDH]

MLses | O-CONIIC@@(H)CH)HDN(HDIC@@)(HI(CI (HHDC2AHDH)CHNIHINCCI-COHDCAH] | oo | o

)=C(CHN)C([H])=C3[HD[S](=0)(=0)CA=C([H)C([H))=C(C([H])=CA[HDC(HD(HD[H]
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Compound ID SMILES Azlt;?sty Source
MLses | O-COICCHNHDCHNHDCHNHNIC@@IHNNGHDHDC I (HDHDCHNHINCC2=COMD | oo o
C(H]=C(CAN)C(HD=C2H])SI=0)=0)C3=C(HDCHD=C(CHD=CIHDCHIHDIH]
MLsg7 | O=COICQHIHDCAHHDCEHDNCHDEDCHNHDCHDHDCHNHINCC2=CONCAH] | g | 3
F=C(CHN)C(H)=C2H])[S[(=0)=0)C3=C(HNC(HD=C(C([H)=CIHDCHIHDIH]
MLses | O-CONTHDCICHDCEHIHDCEHNHDNHDCHNHDCHDEDCHNHDNCC2=COHNCAH] | g | 3
F=C(CHNIC(HD=C2HI[S(=0)=0)C3=C(HNCHN=C(C(H)=CIHDCTHIHDIH]
g9 | O=COICUHNHDCHNHDIC@IHDNHDIHDC L H)HDCHNHPN(C2=COHDC(H)=C(CH
ML N)C(H)=CLHDISIEO)X=0)C3=CHNC(H)=C(CH)=CIHNCHDHDH] Moderate | 33
MLs7o | O=CONICQHIHDCEHHYCHDNCHDCHNHDEDCHNHDCIHDEDCHNHINGC2=C | oo
([H)C(H)=CCHN)C(H])=C2AHIS)=0)=0)C3=C(H)C(H)=C(C(HD-C3HDCHHD[H)
O=C(O[H)C([H)=C(CHI(HNCHN(HCIHN=C(CHNHNCHNHNCHD=CCHNIHNC(H ChEMBL
CHEMBLITSE2 1) () C ) HDCHICAHDHDHDCHNHDENCHNHDHDCIHNHDHDCEHNHDH] | MY | database
[C1]C=1C([H])=C([H])C(O[H])=C(C=1[H])N([H])C3=N/C2=C(\[H])C(=C([H])C([H])=C2N3[H])[S](=0)( ChEMBL
CHEMBLITSO08 ] —0)NACHINHDC(HI(HDOC(H)) (HDCATH)H] MO | database
HIN(C@I3(HIN2N=CUISICAHI)(H)C=1 C(HD=C(HC(H)=C(H)C=1 H)N=C2N(HD[C@](H] ChEMBL
CHEMBLAGITI2 C(RTH)ECSH)IFCNHCORDTHCHDRDNACTHCHICARDEDOCCHINHIC | Moderte |
[HINIC(=N/C2=COH)C(HD=CHDC(HD=C12)CH)HDISIC=SN=CANHDIC@IHICHI(H) ChEMBL
CHEMBL4060820 | [C@@](H)(N(H))C3=C(H))COCTHIHH)=COCHIHHNCOCTHIHNH)-CIHPNAN | Moderate | (hEMD
=S)C(HD(HDH]
0=C6C=5C([H])=C(HC(H)-CN(H)[C@@I(HN3N-C(ISICHI)(H))C2=N/CI=C([H)C((H]) ChEMBL
CHEMBL4061895 | =C([H])C([H])=CIN2[H])N=C3N([H])[C@@]([H]))(C(H)(HDH])C4(HD[H])C=5C(H])([H)N6[C@@ | Moderate database

17((HDCEOIN(HDCEO)C(HI([HDCT(HDH]
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Table SM11: ML Testing list compounds

Activity
Compound ID SMILES class Source
(HJOC(H])(HC(H](HDNACH](HDCH(HDNC@]3(HDN2N=CUISIC(HI)H)C=1C([H])=C ChEMBL
CHEMBLAOSSESS | () C([D=C([H)C=1[H)N=CN(HDIC@IHCHNHFNCI(HNHDCAHNHDCADE | MO | database
[HIN(C@@I3([H)N2/N=C(/[SIC(HI([HNC=1C(HD=C(HNC(H)=C(HNC=1[H)N-C2N(H)[C@@)] ChEMBL
CHENMBLAVOIS | () CHDHDHNCHDHDCAHDHDCIHHDCHDHDOLH] MRS | database
[HIN(C@I3(H)NZN=C([SICH]([H)C=I CH)=CHNC(HD=CHC=1 HPN=C2N(H[C@]([H]) ChEMBL
CHEMBLASOD (D C3CHDIHDCHDHDCHAHDCHINHNACHD=C(HN=CA[H] MOGETE | darabase
O=CON([H)C(=0)[C@@](C=5C([H]=C([H)CN(HD[C@I2([H)N IN=CN=C IN(H[C@@] [H)(C(( CHEMBL
CHEMBL4083660| HD[HDC((H))((H)[HDISIC(H(H)C4=N/C3=CO[HNCHD=CHNCTHD=CINAH)=C(HNC=S[HI)( | Moderate | g+
C(HN(HDCHDHDHDC(HI(H)C6(H]H]
[HIN(CI=C(H)C(OC(HI)([H])[H])=C(OC(HD(HDH)COC(HIH]H)=C[H)[C@@I3(HPN2N ChEMBL
CHEMBL4094062| =C(N=C2N([H])[C@]([HIXC3(HDHDCTHD(HDHSICAHN(HC=4C(H)=CHNCHD=CHNC= | Moderate | g0

4[H]




