Supplemental Supplementary Data material S1. Structures of known dengue virus inhibitors as sdf
XL file

Supplemental Datary material S2.
Method and results for Homology model and docking for Zika virus envelope protein.
Homology model
The following sequence of the Zika virus envelope protein (E) was taken from the polyprotein [1], where the part corresponding to E is from residues 291-592, while the IG-like domain III is from residues 601-693 as shown below
    										     ircigvsnrd
  	301 fvegmsggtw vdvvlehggc vtvmaqdkpt vdielvtttv snmaevrsyc yeasisdmas
  	361 dsrcptqgea yldkqsdtqy vckrtlvdrg wgngcglfgk gslvtcakfa cskkmtgksi
  	421 qpenleyrim lsvhgsqhsg mivndtghet denrakveit pnspraeatl ggfgslgldc
  	481 eprtgldfsd lyyltmnnkh wlvhkewfhd iplpwhagad tgtphwnnke alvefkdaha
  	541 krqtvvvlgs qegavhtala galeaemdga kgrlssghlk crlkmdklrl kgvsyslcta
  	601 aftftkipae tlhgtvtvev qyagtdgpck vpaqmavdmq tltpvgrlit anpviteste
  	661 nskmmleldp pfgdsyivig vgekkithhw hrsgsti

Swiss-Model [2] was used to construct a homology model using the Dengue crystal structure 4gsx as a template (58.69 identity) [3-6]. 	Comment by Hollydawn Murray: Could you please include the version number?	Comment by sean: Online software – no version?
The complete homology model of subunit A was then used in Discovery Studio version 4.5 (Biovia, San Diego, CA) and the ‘prepare protein’ protocol was used before the ‘Dock ligands’ protocol. Selected molecules were initially docked using a docking sphere of 13 angstroms. The proposed binding site was centered on residues 270-277 and a site sphere created (coordinates 17.07, -21.94, 25.70) with 13 Å diameter. The protocol included 10 hotspots and docking tolerance (0.25). The FAST conformation method was also used along with steepest descent minimization with CHARMm. Further parameters followed the default settings. Out of 3 compounds of interest initially docked, pyronaridine had the highest LibDockScore score of 142. Quinacrine – (a known FDA approved drug that has shown activity against Dengue (IC50 0.55uM –[7]) has a docking score of 128. The well known antiviral Ribavirin has a docking score of 101. These predictions suggest that Quinacrine may be targeting this protein and that other antimalarials may also be worth testing.	Comment by Hollydawn Murray: Could you please include the version number?
The Prestwick Cchemical Llibrary [8] of 1280 molecules was first filtered to remove salts then this was docked in the protein as described above.

The top 10 docked molecules from the Prestwick Cchemical Llibrary (Data S3), as identified using the best scored conformation, includes 3 antivirals: ritonavir, indinavir and saquinavir. Selected antimalarials from the Prestwick Cchemical Llibrary (Data S4) suggest that these molecules may be worth further testing in vitro versus Zika virus given their availability (alongside pyronaridine and quinacrine).


Supplementary Data material S3. The top 10 docked molecules from the Prestwick Cchemical Llibrary.
	Molecule
	LibDock Score

	Colistin
	180.85

	Ritonavir
	180.76

	Pepstatin A
	171.92

	Indinavir
	170.23

	Deferoxamine
	168.53

	Lanatoside C
	165.79

	Dihydroergotamine
	161.16

	Saquinavir
	161.02

	Nadide
	160.40

	Avermectin B1a
	159.79










Supplementary Data material S4. Selected antimalarials docked in the Prestwick Cchemical Llibrary. 
	Molecule
	LibDockScore

	Halofantrine
	152.27

	Quinidine
	111.02

	Amodiaquine
	108.83

	Chloroquine
	108.80

	Mefloquine
	99.01

	Primaquine
	95.77



Supplementary Data material S5. PDB file for homology model.
See PDB file
Supplementary Data material S6. Prestwick library compounds docked in protein.
See sdf file
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