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Approved Drug ICs0 PICV” ICs0 LASV
Arbidol 8.6 ~10.0%
Amodiaquine 4.5 nt
Aripiprazole 5.4 nt
Sertraline 3.7 7.0%
Niclosamide <0.2 0.2*

TABLE S1: Inhibition of infectious PICV and LASV by multiple approved drugs. The Table shows
ICs0 values for the indicated drugs tested against PICV-GFP in this study” and against LASV Josiah as
described in (1)* and (2)*. nt = not tested. For PICV-GFP, Vero E6 cells were treated with varying
concentrations of drugs for 1 hour prior to infection with PICV-GFP at a MOI of 0.1. Forty-eight hours
post-infection, cells were fixed, counterstained with DAPI, and GFP fluorescence measured on a
Cytation 1 imaging system. Data represent averages of 4, 1, 2, 3, and 3 experiments for arbidol,
amodiaquine, aripiprazole, sertraline, and niclosamide, respectively. For LASV, Vero E6 cells were
treated with varying concentrations of drugs for 1 hour prior to infection with LASV Josiah at an MOI of

0.2. For both viruses, all conditions were conducted in triplicate.
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SUPPLEMENTAL FIGURE LEGENDS

Fig S1: Approved drugs evaluated for inhibition of arenaviruses. Upon binding to
cells, many enveloped viruses internalize and move into the cell (i.e., traffic) to an acidic
endosome. To deliver their genomes into cells, enveloped viruses must then fuse their
membranes with the membrane of an endosome. As examples, the viral glycoproteins
(GPs) of arenaviruses and filoviruses mediate the membrane fusion event (3), which is
primed and triggered in the acidic environment of the endosome. The drugs tested in this
study (aripiprazole, amodiaquine, niclosamide, arbidol, and sertraline) inhibit virus entry

by acting at distinct steps of virus entry.

Fig S2: Expression of arenavirus and filovirus glycoproteins in MLV pseudovirus
stocks. Viral GP expression was tested on non-concentrated pseudovirus stocks.

Antibodies used are described in the Materials and Methods.

Fig S3: Arbidol inhibits infection of MLV pseudoviruses bearing filovirus
glycoproteins from MARV. Vero cells were treated with varying concentrations of
arbidol prior to infection with MLV pseudoviruses that enter cells via the glycoproteins of
MARV Angola or MARV Musoke. Twenty-four hours later, luciferase activity was
measured to quantify virus infection, and ATP levels were measured to quantify cell
viability. Error bars represent standard deviations. Each condition was performed in

triplicate, and each experiment was performed three times for each MARV pseudovirus.
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For each virus, the data depict the averages and standard deviations across all

experiments performed for that virus.

Fig S4: Testing Setup for Drug Combination Assay 1. See Materials and Methods for
details of the procedure. Mock = mock-infected cells. Sol = solvent control. X = a defined

MM concentration of one-, two-, or three-drug combinations.

Fig S5. Synergistic inhibition of MLV pseudoviruses bearing LASV and JUNV
glycoproteins. Dose-response curves (average values +/- SD) for the data presented in

Figs 3, 4 and Table 1.

Fig S6. Distribution of drug combination Bliss synergy scores. 448,555 drug
combinations (measured across 124 human cancer cell lines) were extracted from the
DrugCombDB database (4), and Bliss Synergy Scores were calculated for each drug
combinations. It was assumed that approximately 5% of all the combination experiments
accounted for the most synergistic scores, and 5% confer the most antagonistic scores.
The average synergy scores were quantiled (%) as follows: 5% = 12.3; 10% = 8.4; 25%

=3.8; 50% = 0.2; 75% = -3.3; 95% = -16.5.
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Fig S3
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Fig S4

A. Drug Master Mix Plate B. Drug Dilution Plate C. Final Plates
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Fig S5
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Fig S6
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