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Additional photochemical data
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Figure S1. a) Changes in absorption spectra of DTE 10 (100 uM in DMSQ) upon continuous
irradiation for 0, 30, 60, 100 and 140 s with light of A = 300 nm until the PSS is reached. b)
Cycle performance of DTE 10 (100 uM in DMSO). Changes in absorption at 535 nm were
measured during alternate irradiation with light of 300 nm for 140 s and 530 nm for 1 min.
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Figure S2. Absorption spectra of DTE 12 (100 uM in toluene/THF) open, after irradiation with
A =312 nm for 60 s and subsequent irradiation with A = 530 nm for 60 s.
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Figure S3. a) Changes in absorption spectra of DTE 3 (100 uM in DMSO) upon continuous
irradiation for 0, 6, 12, 18, 24, 36 and 48 s with light of A = 312 nm until the PSS is reached. b)
Cycle performance of DTE 3 (100 uM in DMSO). Changes in absorption at 488 nm were

measured during alternate irradiation with light of 312 nm for 48 s and 470 nm for 1 min.
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Figure S4. a) Changes in absorption spectra of DTE 3 (100 uM in DMSO) upon continuous
irradiation for 48, 60, 92, 112, 132, 162, 192, 202 and 222 s with light of A = 312 nm until the
byproduct is completely formed. b) Comparison of the absorption spectra of the three
occurring states/isomers of 3: open (black), PSS (orange) and byproduct (red).
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Figure S5. HPLC-MS traces recorded at 275 nm of the three different states/isomers of 3 (tg
open isomer: 15.05 min, m/z=354.1; tr closed isomer: 13.42 min, m/z=353.9; tg byproduct:
13.02 min, m/z=354.0; black: open isomer without irradiation; orange: PSS after 45s of
irradiation; red: byproduct after 220s of irradiation). Upon reaching the PSS (orange)
approximately 23% of the byproduct has already formed and its formation is completed after

220 s (red).
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Figure S6. a) Changes in absorption spectra of DTE 6 (100 uM in DMSO) upon continuous
irradiation for 0, 30, 60 (PSS), 80, 120, 300, 480 and 640 s (byproduct) with light of A =312 nm.
b) Cycle performance of DTE 6 (100 uM in DMSO). Changes in absorption at 523 nm were
measured during alternate irradiation with light of 312 nm for 60 s and 530 nm for 3 min.
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Figure S7. a) Changes in absorption spectra of fulgimide 18 (100 uM in DMSQ) upon
continuous irradiation for 0, 5, 10, 15, 20, 25, 30 and 35 s with light of A = 365 nm until the
PSS is reached. b) Cycle performance of fulgimide 18 (100 uM in DMSO). Changes in
absorption at 519 nm were measured during alternate irradiation with light of 365 nm for 35 s
and 530 nm for 5 min.
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Figure S8. a) Changes in absorption spectra of fulgimide 20 (100 uM in PBS with 1% of DMSO,
pH=7.4) upon continuous irradiation for 0, 5, 10, 15, 20 and 25 s with light of A = 365 nm until
the PSS is reached. b) Cycle performance of fulgimide 20 (100 uM in in PBS with 1% of DMSO,
pH=7.4). Changes in absorption at 532 nm were measured during alternate irradiation with
light of 365 nm for 25 s and 530 nm for 10 min.
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Figure S9. a) Changes in absorption spectra of fulgimide 18 (100 uM in PBS with 1% of DMSO,
pH=7.4) upon continuous irradiation for 0, 5, 10, 15, 20 and 25 s with light of A = 365 nm until
the PSS is reached. b) Cycle performance of fulgimide 18 (100 uM in in PBS with 1% of DMSO,
pH=7.4). Changes in absorption at 536 nm were measured during alternate irradiation with
light of 365 nm for 25 s and 530 nm for 10 min.

Docking results and additional docking poses

Table S1. Docking scores calculated for AHDAC1 (PDB ID 5ICN).

Entry Compound ICso hLHDAC1 [uM]  plICso hHDAC1 E GBSA kcal/mol
1 3 open 15+1.2 4.82 -38.54
2 3 byproduct (R,R) 26+2.5 4.59 -

3 3 byproduct (S,S) 26+2.5 4.59 -

4 6 open 4.2 +0.7 5.38 -35.05
5 6 closed (R,R) 5.1+0.8 5.29 -37.25
6 6 closed (S,S) 5.1+0.8 5.29 -37.05
7 18 open 28.5+10.9 4.55 -37.48
8 18 closed (R) 87.5+53.0 4.06 -29.52
9 18 closed (S) 87.5+53.0 4.06 -31.83
10 20 open 64110 5.19 -41.57
11 20 closed (R) 5.0+1.0 5.30 -42.80
12 20 closed (S) 5.0+1.0 5.30 -44.16
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Table S2. Docking scores calculated for (HDAC6 (PDB ID 5GO0l).

Entry Compound ICso hLHDAC6 [puM]  pICso hHDAC6 E GBSA kcal/mol
1 3 open 1.8+0.2 5.74 -41.90
2 3 byproduct (R,R) 3.9+0.2 5.41 -30.82
3 3 byproduct (S,5) 3.9+0.2 5.41 -30.12
4 6 open 0.213+£0.018 6.67 -45.20
5 6 closed (R,R) 0.297 £ 0.041 6.53 -47.75
6 6 closed (S,S) 0.297 £0.041 6.53 -47.86
7 18 open 1.8+0.5 5.74 -40.08
8 18 closed (R) 6.1+1.7 5.21 -40.48
9 18 closed (S) 6.1+1.7 5.21 -41.77
10 20 open 0.047 £0.032 7.33 -73.55
11 20 closed (R) 0.075 £ 0.047 7.12 -72.90
12 20 closed (S) 0.075 £ 0.047 7.12 -71.91

Table S3. Docking scores calculated for (HDACS (PDB ID 2V5X).

Entry Compound ICso h(HDAC8 [uM]  pICso hHDACS8 E GBSA kcal/mol
1 3 open 1.6 +0.6 5.80 -60.59
2 3 byproduct (R,R) 2.7+0.9 5.57 -

3 3 byproduct (S,5) 2.7+0.9 5.57 -

4 6 open 0.248 +0.29 6.61 -67.62
5 6 closed (R,R) 0.262 + 0.36 6.58 -65.18
6 6 closed (S,S) 0.262 +0.36 6.58 -65.47
7 18 open 1.1+0.2 5.96 -63.56
8 18 closed (R) 0.88 + 0.07 6.06 -63.49
9 18 closed (S) 0.88 + 0.07 6.06 -63.13
10 20 open 56+1.3 5.25 -58.40
11 20 closed (R) 3.6+1.0 5.44 -60.62
12 20 closed (S) 3.6+1.0 5.44 -60.26
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Table S4. Docking scores calculated for smHDACS (PDB ID 5FUE).

Entry Compound ICso smHDAC8 [uM]  pICso smHDAC8 E GBSA kcal/mol
1 3 open 5.8+1.1 5.24 -59.32
2 3 byproduct (R,R) 22+3.9 4.66 -

3 3 byproduct (S,5) 22+£3.9 4.74 -

4 6 open 18 +2.1 4.74 -45.25
5 6 closed (R,R) 45+0.8 5.35 -60.97
6 6 closed (S,S) 45+0.8 5.35 -61.06
7 18 open 1.1+0.2 5.96 -70.29
8 18 closed (R) 1.1+0.1 5.96 -70.84
9 18 closed (95) 1.1+0.1 5.96 -72.22
10 20 open 8.9+3.1 5.05 -63.50
11 20 closed (R) 5.7%2.0 5.24 -60.15
12 20 closed (S) 5.7+2.0 5.24 -60.28

Figure S10. Docking poses of DTE 3 open for hHHDAC6 (a) and hHDACS (b). Only the interacting
residues of the binding pocket are displayed. The zinc ion is shown as brown ball. The water
molecule bridging the coordination to the zinc ion in a) is shown as red ball. Distances of the
metal coordination and hydrogen bonds are given in A and are shown as lines colored in
magenta.
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Figure S11. Docking poses of DTEs for smHDACS. a) 6 open colored dark green, b) 6 closed
(R,R) colored cyan and 6 closed (S,S) colored brown, c) 3 open colored magenta. Only the
interacting residues of the binding pocket are displayed. The zinc ion is shown as brown ball.
Distances of the metal coordination and hydrogen bonds are given in A and are shown as lines
colored in magenta.
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Figure S12. Docking poses of the fulgimide 20 for hHDAC1. a) 20 open colored green, b) 20
closed (R) colored blue and 20 closed (S) colored light grey). The zinc ion is shown as brown
ball. Distances of the metal coordination and hydrogen bonds are given in A and are shown as
lines colored in magenta.
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Figure S13. Docking poses of the fulgimides (20 open colored green, 20 closed (R) colored
blue, 20 closed (S) colored light grey, 18 open colored yellow, 18 closed (R) colored cyan and
18 closed (S) colored salmon) for h(HDACS8. The zinc ion is shown as brown ball and the water
molecule bridging the coordination to the zinc ion is shown as red ball. Distances of the metal
coordination and hydrogen bonds are given in A and are shown as lines colored in magenta.
The molecular surface of the hHDACS8 binding pocket in c) and f) is colored according to the
hydrophobicity (hydrophobic regions are colored green, polar regions are colored magenta).
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