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Figure 1 Violin plots showing solute molecule data by solvent for the neutral and ionised datasets. a = experimental solvation free energies for the
neutral solute dataset, b = experimental solvation free energies for the ionised solute dataset, ¢ = molecular weights for the neutral solute dataset, d
= molecular weights for the ionised solute dataset.
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Figure 2 Violin plots showing solute molecule data by solvent for the neutral and ionised datasets. a = experimental log P for the neutral solute
dataset, b = experimental log P for the ionised solute dataset, ¢ = number of rotatable bonds per solute for the neutral solute dataset, d = number
of rotatable bonds per solute for the ionised solute dataset.



Neutral Dataset SFE MW Log P Rot. Bonds
Solvent Temperature | Datapoints | Mean SD Mean SD Mean | SD | Mean | SD
Carbon Tetrachloride 298K 79
Chloroform 298K 109
Methanol 298K o5 -3.00 | 3.09 | 118.33 | 65.54 | 1.68 | 1.12 | 1.28 | 1.79
Water 273-373K 3440
Ionised Dataset SFE MW Log P Rot. Bonds
Solvent Temperature | Datapoints | Mean SD Mean SD Mean SD Mean SD
Methanol 298K 77
Water 208K 103 -68.98 | 9.24 | 100.53 | 38.64 | 1.08 | 1.00 | 0.65 | 0.93

Table 1 Mean and standard deviation (SD) of each experimental property across the neutral and ionised datasets. Values associated with SFE and
molecular weight (MW) are given in kcal/mol and g/mol, respectively.

Thermodynamics Dataset Solvation Free Energy | Solvation Enthalpy | Solvation Entropy
Solvent | Temperature | Datapoints | Mean SD Mean SD Mean SD
Water 298K 139 -2.46 2.48 -10.17 3.70 -7.72 2.32

Table 2 Mean and standard deviation (SD) of each solvation thermodynamic property across neutral solutes with available experimental solvation
enthalpy, entropy and free energy data. Values are given in kcal/mol.



2 Solvation Free Energy - Neutral & Ionised Datasets

KH: AG?Z;’V’MW“I Dataset
Neutral Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R | RMSD | Bias | SDEP | R?> | RMSD | Bias | SDEP
Carbon Tetrachloride 298K 79 0.75 | 0.83 | 0.48 | 0.63
Chloroform 298K 109 0.84 | 098 | 0.50 | 0.80
Methanol 298K 25 0.21 0.96 0.24 | 0.84 0.90 1.14 0221 111
Water 273-373K 3440 0.91 1.21 0.10 | 1.19
KH: AGgfv’w"”ed Dataset
Ionised Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R?> | RMSD | Bias | SDEP | R?> | RMSD | Bias | SDEP
Methanol 298K 77 0.42 3.40 0.62 | 2.81
Water 298K 103 0.73 3.81 1.05 | 3.33 0.70 3.66 0.84 | 3.26
HNC: AGZP"™™! Dataset
Neutral Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R | RMSD | Bias | SDEP | R?> | RMSD | Bias | SDEP
Carbon Tetrachloride 298K 79 0.82 | 0.71 | 0.35 | 0.58
Chloroform 298K 109 0.86 | 0.95 | 0.46 | 0.80
Methanol 298K 25 0.52 0.62 0.17 | 0.55 0.93 0.96 0.29 1 091
Water 273-373K 3440 0.94 1.01 0.24 | 097
HNC: AGEP*"*? Dataset
Ionised Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R | RMSD | Bias | SDEP | R?> | RMSD | Bias | SDEP
Methanol 298K 77 0.69 3.21 0.39 | 2.84
Water 298K 103 0.77 4.06 0.15 3.82 0.77 3.77 024 | 3.58

Table 3 Breakdown of solvation free energy predictions for neutral and ionised solutes. Separate CNN were trained on either neutral or ionised solute
SFED, which were generated using the KH or HNC free energy functionals. Statistics are given across each dataset, with model performance separated
by solvent as well as across the full datasets of neutral or ionised solutes. Errors are given in kcal/mol.
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Figure 3 Correlation plots showing solvation free energy predictions from CNN trained on the individual neutral and ionised datasets. SFED datasets
were generated using the KH and HNC functionals. By row, plots show solvation free energy predictions made using KH or HNC SFED, respectively.
The ionised dataset correlation plots are further separated into cation and anion based predictions.



5 7 7
_50 4
0 -
_60 .
= _5 =
E E -70
g g
o —104 oo —801
S5 RE]
g G)
Test set AGJ™! < _o01 Test set AGI2ise?
=151 R2:0.9 R2:0.697
RMSD : 1.144 1004 RMSD : 3.661
Bias : 0.222 Bias : 0.843
—20 1 SDEP : 1.107 7 SDEP : 3.257
L, y = 0.908x + -0.206 -1104 ,* y = 0.904x + -5.815
7/
-20 -15 -10 -5 0 5 -110 -100 -90 -80 -70 —60 —50
AGS, (keal/mol) AGEY (kcal/mol)
51 neutral / —40 ioni: ‘
Test set AGSO/V Test set AGISOOT\IISEd
R2:0.93 504 R2:0.767
RMSD : 0.961 RMSD : 3.765
01 Bias : 0.289 —601 Bias : 0.242
SDEP : 0.905 SDEP : 3.582
- y = 0.908x + -0.128 . —704 y = 0.931x + -4.561
S _g5 4 ©
£ £
T s —80
< <
85 -101 85 901
(G} Q
< <
—100 -
—154 4
~110 e
4
4
4
-12090
—20 1 R /7
50 -15  -10 s 0 5 -120 -100 -80 —60 -40
AGEE (kcal/mol) AGZ, (keal/mol)
5 i 4
0l —60 -
g _51 E -80
© ©
g <
N | L2
g5 —10 823 -100
s Test set AGJ5™ ] Test set AG2fised
R?:0.93 B R?:0.737
-15 RMSD : 0.995 —120 1 it RMSD : 3.956
Bias : 0.284 o Bias : 0.346
SDEP : 0.932 S SDEP : 3.615
-209 y = 0.891x + -0.225 7 L y =0.934x +-4.234
-20 -15  -10 -5 0 5 -120 -100 -80 -60
AGg, (kcal/mol) AGE? (kcal/mol)

Figure 4 Correlation plots showing solvation free energy predictions from CNN trained on the individual neutral and ionised datasets. SFED datasets
were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute are provided.
By row, plots show solvation free energy predictions made using KH, HNC or GF SFED, respectively.



3 Solvation Free Energy - Combined Dataset

KH: AG?ZZ;MWMI, Angfv,zonued Dataset
Neutral Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R> | RMSD | Bias | SDEP | R? [ RMSD | Bias | SDEP
Carbon Tetrachloride 298K 79 0.34 1.30 | -0.03 | 1.08
Chloroform 298K 109 0.45 1.78 | -0.27 | 1.56
Methanol 298K 25 -6.99 | 1.89 | -0.70 | 1.53
Water 273-373K 3440 0.74 2.12 | -0.68 | 1.97
Ionised Solvation Free Energy By Solvent 0.98 | 343 | -0.10 ) 3.38
Solvent Temperature | Datapoints R? RMSD | Bias | SDEP
Methanol 298K 77 0.29 5.01 1.69 | 4.34
Water 298K 103 0.50 6.75 0.95 | 6.41
HNC: AGﬁzﬁzneuzml’ AGZ';(;)‘;wmsed Dataset
Neutral Solvation Free Energy By Solvent Full Dataset
Solvent Temperature | Datapoints | R> | RMSD | Bias | SDEP | R? [ RMSD | Bias | SDEP
Carbon Tetrachloride 298K 79 0.15 1.40 | -0.09 | 1.08
Chloroform 298K 109 0.42 1.77 | -0.33 | 1.48
Methanol 298K 25 -3.01 1.62 | -0.80 | 1.23
Water 273-373K 3440 0.72 2.19 | -0.57 | 2.04
Ionised Solvation Free Energy By Solvent 0.98 | 346 | -0.22 ) 3.40
Solvent Temperature | Datapoints R? RMSD | Bias | SDEP
Methanol 298K 77 0.32 5.30 1.14 | 4.90
Water 298K 103 0.51 6.53 0.27 | 6.22

Table 4 Breakdown of solvation free energy predictions made using CNN trained on a combined neutral and ionised dataset. SFED were generated
using the KH and HNC free energy functionals. Statistics are given across the full dataset, as well as separated by solvent and neutral/ionised data.

Errors are given in kcal/mol.
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Figure 5 Correlation plots showing solvation free energy predictions from CNN trained on the combined neutral and ionised dataset. SFED datasets
were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute are provided.
By row, plots show solvation free energy predictions made using KH, HNC or GF SFED, respectively.



4 Solvation Thermodynamics - Multi-task CNN
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Figure 6 Correlation plots showing solvation enthalpy predictions from multi-output CNN trained on the solvation thermodynamics dataset. SFED
datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation enthalpy predictions made using KH, HNC or GF SFED, respectively.
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Figure 7 Correlation plots showing solvation entropy predictions from multi-output CNN trained on the solvation thermodynamics dataset. SFED
datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation entropy predictions made using KH, HNC or GF SFED, respectively.
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Figure 8 Correlation plots showing solvation free energy predictions from multi-output CNN trained on the solvation thermodynamics dataset. SFED
datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation free energy predictions made using KH, HNC or GF SFED, respectively.
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5 Solvation Thermodynamics - Single Task CNN

KH: Single output CNN - AHOP TASOP | AG?Z;’V"M”WI Dataset

Solvation Enthalpy Solvation Entropy Solvation Free Energy
Water, 298K, 139 Datapoints | R> | RMSD | Bias | SDEP | RZ | RMSD | Bias | SDEP | R*> | RMSD | Bias | SDEP
0.89 | 1.09 0.13 | 1.04 | 0.76 | 1.02 | 0.03 | 0.98 | 0.96 | 0.42 | 0.02 0.4

HNC: Single output CNN - AHSP  TASEP | AGED " " Dataset
Solvation Enthalpy Solvation Entropy Solvation Free Energy

Water, 298K, 139 Datapoints | RZ | RMSD | Bias | SDEP | R® | RMSD | Bias | SDEP | R?> [ RMSD | Bias | SDEP
0.89 1.12 -0.04 | 1.08 | 0.81 0.92 0.05 | 0.88 | 0.97 0.39 0.00 | 0.37

GF: Single output CNN - AHOP  TASO! | AGET neural pyataset

oly? soly
Solvation Enthalpy Solvation Entropy Solvation Free Energy
Water, 298K, 139 Datapoints | R*> | RMSD | Bias | SDEP | R® | RMSD | Bias | SDEP | R*> | RMSD | Bias | SDEP

0.87 1.17 0.08 1.13 | 0.72 1.12 | 0.07 | 1.08 | 0.97 | 0.40 | 0.02 | 0.38

Table 5 Breakdown of solvation enthalpy, entropy and free energy predictions made using single output CNN trained on SFED generated using the
KH, HNC and GF free energy functionals. A single CNN was trained on each individual dataset of experimental solvation enthalpy, entropy and free
energy data. Errors are given in kcal/mol.
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Figure 9 Correlation plots showing solvation enthalpy predictions from single output CNN trained on the solvation thermodynamics dataset. SFED

datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation enthalpy predictions made using KH, HNC or GF SFED, respectively.
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Figure 10 Correlation plots showing solvation entropy predictions from single output CNN trained on the solvation thermodynamics dataset. SFED
datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation entropy predictions made using KH, HNC or GF SFED, respectively.
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Figure 11 Correlation plots showing solvation free energy predictions from single output CNN trained on the solvation thermodynamics dataset. SFED
datasets were generated using the KH, HNC and GF functionals. For each plot, error bars with the standard deviation of predictions for each solute
are provided. By row, plots show solvation free energy predictions made using KH, HNC or GF SFED, respectively.
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6 Solvation Thermodynamics - Correlation Between Parameters
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Figure 12 Correlation plots from a single output CNN trained on the solvation thermodynamics dataset. SFED were generated using the GF functional.
From left to right, plots show correlation plots of experimental vs predicted values, experimental vs psuedo values and predicted vs pseudo values.
Pseudo values are those calculated from the other two corresponding predicted values using AG = AH — TAS. Statistics are given for experimental vs.

predicted and predicted vs. pseudo values. Errors are shown in kcal/mol.
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Figure 13 Correlation plots from a multi-output CNN trained on the solvation thermodynamics dataset. SFED were generated using the GF functional.
From left to right, plots show correlation plots of experimental vs predicted values, experimental vs psuedo values and predicted vs pseudo values.
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Pseudo values are those calculated from the other two corresponding predicted values using AG = AH — TAS. Errors are shown in kcal/mol.
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Figure 14 Correlation plots from a multi-output CNN trained on the solvation thermodynamics dataset. SFED were generated using the GF functional.
From top to bottom, correlation plots of experimental solvation enthalpy vs experimental solvation entropy, predicted solvation enthalpy vs predicted

solvation entropy, and the prediction errors for solvation enthalpy vs prediction errors for solvation entropy are shown. R? values show the Pearson
correlation coefficient.
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