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Figure S1. 'H NMR spectrum of compound 2
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Figure S2. *H NMR spectrum of compound 3
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Figure S3. MS spectrum of compound 2
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Figure S4. MS spectrum of compound 3
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Figure S6. HPLC chromatogram of 2 (tr = 0.887)
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Figure S7. HPLC chromatogram of 3 (tr = 0.949)
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Table S1. Percentage of compound remaining (3) at different pHs over different
time intervals.

% Compound remaining !

Time (h)

pH=2.0 pH=7.4 pH=28.0
0 100 £ 0.0 100 £ 0.0 100 £ 0.0
24 94.2+0.9 773+39 504+24
48 92.2+0.6 712+45 36.1+21
72 86.8+6.0 52.6+3.8 19.7+1.6
96 77.1+£6.5 34.7+2.2 N.D.?
168 73.5+£4.7 18.0+4.2 N.D.?

1 Values represent the mean + SEM of three independentxperiments;
2N.D. = not detected
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Figure S8. Hydrolysis rate of 3 in PBS buffer (pH = 7.4). A linear pseudo first-order

plot of the In AUCt vs. time was observed. k = 0.41 x 10 min; ty, = 1689 min; r =

0.979. Data are representative of three independent experiments and values are
expressed in mean + SEM.
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Figure S9. HPLC chromatogram of 3 (tr = 0.948) immediately after its incubation
in PBS buffer (pH = 7.4)
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Figure S10. HPLC chromatogram of 3 (tr = 0.955) 24 hours after its incubation in
PBS buffer (pH = 7.4)

AU
n PDA Multi 2 200-800nm,4nm
15 \
|
: |
1.0 ‘
i |
|
i \ ™
0.5 ' S
j \ ©
a |
‘x I .
S I N | W
—
0.0 05 1.0 1.5 2.0 25 3.0
min

Figure S11. HPLC chromatogram of 3 (tr = 0.945) immediately after its incubation
in porcine esterase solution
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Figure S12. HPLC chromatogram of 3 (tr = 0.952) 24 hours after its incubation in
porcine esterase solution

Table S2. Inhibitory potency of compounds 1-3 towards HO-1.

25 3.0
min

Compound HO-1 ICso (uM) !
12 0.4+0.01
2 104.6 £5.8
3 82+21

S7

! Values represent the mean + standard deviation (SD) of triplicate assays;
2 Data from Greish et al. Molecules 2018, 23, 12009.



