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Fig. S-1. (A) Results of the Wilcoxon signed-rank test comparing in silico (Caco-2 perm.
calc.) and in vitro (Avg. P, A-B) Caco-2 permeabilities, demonstrating a statistically
significant difference. (B) Bar plot with paired data emphasizing the differences between in
silico and in vitro Caco-2 permeability results.
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Fig. S-2. (A) Results of the Wilcoxon signed-rank test indicating a statistically significant
difference between in silico-predicted and in vitro-assessed plasma protein binding values. (B)
Bar plot with paired data comparing in silico and in vitro plasma protein binding values,
illustrating the relation between the two data sets.
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Fig. S-3. (A) Results of the Wilcoxon signed-rank test indicating a statistically significant
difference between calculated and in vitro-assessed half-lives. (B) Bar plot with paired data

emphasizing the differences between calculated and in vitro-assessed half-lives.
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In Silico-Obtained Results
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TABLE S-I. Statistical Correlations Between In Silico- and In Vitro-Obtained Results
In Vitro-Obtained Results
METABOLISM &
ABSORPTION DISTRIB. EXCRETION
Avg. P R Avg. P,,, A-B Avg. P,,, B-A PPB CLj,; t
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& | p<0001  p=0.002

S
e | P -0.739  p=-0.665

p=0.003 p=0.005
d
< S| p=-0915 p=-0.803 p=-0.638
= 1| p<0.001 p <0.001 p=0.008
a3 p=-0.571
=3 p=0.021

Cells in green, yellow, and red denote strong (p > 0.700 and p <-0.700), moderate (0.400 < p < 0.700
and -0.400 > p > -0.700), or weak correlation (-0.400 < p < 0.400), respectively, for p < 0.050.
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TABLE S-II. Predicted Degrees of Ionization and logD Values

KORAVOVIC et al.

Compound  Degree of Ionization (pH = 7,4)

logD (pH=17,4)

(+)-JQ1
Birabresib
ADMP-042
ADMP-043
ADMP-044
ADMP-049
TG-159
TG-160
TG-161-3
TG-163
TG-164
TG-165
MK-880
MK-881
MK-884
MK-885

99.90% non-ionized
99.06% non-ionized
95.09% non-ionized
96.25% non-ionized
99.88% non-ionized
99.93% non-ionized
99.96% non-ionized
99.96% non-ionized
87.96% non-ionized
99.87% non-ionized
99.92% ionized
99.92% non-ionized
99.91% non-ionized
99.65% non-ionized
99.86% non-ionized
99.13% non-ionized

3.64
4.03
2.01
1.76
3.93
1.72
2.59
2.08
1.68
2.77
-1.94
1.73
1.41
3.57
4.28
223
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