Supporting Information

On the mechanism of action underlying the anti-inflammatory activity of hypericin: an in

silico study pointing to the relevance of janus kinases inhibition

Luca Dellafiora *, Gianni Galaverna !, Gabriele Cruciani 2, Chiara Dall’Asta , Renato Bruni !
! Department of Food and Drug, University of Parma, Area Parco delle Scienze 27/A, 43124
Parma, Italy
2 Department of Chemistry, Biology and Biotechnology, University of Perugia, via Elce di Sotto,

8, 06123 Perugia, Italy

* Correspondence to: Luca Dellafiora, Department of Food and Drug, University of Parma, Area

Parco delle Scienze 27/A, 43124 Parma, Italy. Email: luca.dellafiora@unipr.it. Phone:

+390521906196


mailto:luca.dellafiora@unipr.it

1J5 0Q2 ZINC32230670 ZINC36765750
e ~ C
Repe @D - CO
ZINC37376646 ZINC35626678 ZINC41292287 ZINC28278620

CI

o R sac e

ZINC02544914 ZINC00898960 ZINC37472494 ZINC37060104

ZINC34666674 ZI NC40636733

Figure S1. Chemical structures of compounds included in the training set.
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Figure S2. Chemical structures of compounds included in the validation set.



Figure S3. Comparison between calculated (yellow) and crystallographic (white) pose of true

inhibitors included in the training set.



The subset of true inhibitors belonging to the training set was retrieved from the RCSB PDB

databank (https://www.rcsb.org/). Experimental activities and computed scores are reported

below (Table S1).

Ta_bl_e S1. Experimental and calculated values of true inhibitors included in the
fraining set

Compound (PDB ID) Experimental Ki (nM) &  Computational Scores
MI1 0.7 78.8 x1.0

JAK 10 65.6 +£0.0

C5l 1.5 745 +04

1Q3 2 61.7 +0.8

1J6 0.1 729=+1.0

1J5 1.9 71.1 0.2

15T 0.3 79.3+0.1

0Q2 1.8 62.1 0.1

ONH 1.7 64.1 0.1

ouJ 0.2 80.2 0.2

ONT 22 66.5+1.8

ONL 0.9 73.6 0.7

& according to the external ligands annotation reported in the RCSB PDB
databank (https://www.rcsb.org/; last database access 27" March 2018)
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Table S2. Experimental and calculated values of molecules included in the validation set

Compound Experimental activity Computational Scores  Computed activity ?
66P Active 69.4 +0.5 Yes
B7V Active ° 72.5 +0.7 Yes
D7D Active ° 74.7 £2.4 Yes
1IZA Active ° 64.8 +0.2 Yes
JNJ7706621 11 Active © 81.0£1.6 Yes
Compound 12 Active ¢ 745 0.5 Yes
JNJ7706621 Active © 68.6 £1.1 Yes
INCB018424 Active® 63.7 £0.9 Yes
L783277 Inactive ° 9.2+27 No
L783277-1 Inactive ° 0 No
L783277-2 Inactive ° 21.6 £2.3 No
L783277-3 Inactive ° 0 No
Compound 4c Inactive ’ 0 No
Compound 5 Inactive ¢ 53.4 +0.3 No
Compound 14b Inactive " No
Compound 11 Inactive ' No poses found No

& the threshold above which compounds were considered able to positively interact with the pocket
was set at 57.5 units

b according to the external ligands annotation reported in the RCSB PDB databank
(https://www.rcsb.org/; last database access 27" March 2018)
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