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Blue, DAPI; Magenta, Cl-Caspase3:Green, EHDV-TAU-NS3

Supplementary Fig. 1. Abt737 activates caspases and increases expression of EHDV-TAU
NS3 non-structural protein in UMUCS cells, with dependence on caspase activity. UMUC3
cells were simultaneously treated, or not, with Abt737 (5 uM) and/or QVD-OPH (20 uyM) and
infected, or not, with EHDV-TAU (MOI=1.0), for 48h. (A) A representative immunoblot
probed for the caspase substrate PARP1, the viral NS3 protein, and B-Tubulin (loading
control). (B) The graphs show the mean + SEM of the percentage of cleaved PARP1 relative
to total PARP1. (C) The graph shows the mean + SEM of the ratio of NS3/B-tubulin in the
EHDV-TAU-infected conditions. N = 3 (B) or 4 (C), ****, p <0.0001, *, p <0.05. (D) UMUC3
cells cultured on glass coverslips were treated, or not, with Abt737 (5 uM), and infected (or
not) with EHDV-TAU (MOI=0.2) for 72 h. Following fixation and permeabilization, cells were
stained with mouse anti-EHDV-TAU-NS3 (green), rabbit anti-cleaved caspase-3 (ClI-
Caspase3, magenta) and DAPI (Blue). Micrographs depict typical fields at 20x magnification
(left, Bar, 150 um) or 60x magnification (right, Bar, 40 um).
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Supplementary Fig. 2 Abt737 induces caspase-mediated inhibition of STAT1 and IRF3 in
poly(l:C)-stimulated T24 cells. T24 cells were pre-treated, or not, with Abt737 (5 uM) or Abt-
737 + QVD-OPH (20uM) for 24 hours. After pretreatment, the cells were transfected with 4
pg of Poly(l:C) for 2.5 hours. (A) Representative immunoblots (n=5). Note two exposures
(short and long) of the same p-IRF3 gel. (B-E) The graphs show the average + SEM of the
indicated ratios of densitometry signals. ****,p<0.0001,*** p<0.001,**,p<0.01,*,p<0.05.



A ABIT37 - -+ o+ -+ B
QD . o+ . o+ ¥ - 4 Kok ok
VSV - = - - +  + o+ kDa 600 ok ok ok ns
S = o 135 . —
PARP1 100.S ****% e
= kel
5 B o 0] kkkx
5 $,400- =
g 2 . Hodokok
p-STAT1 -_— = & s —
— 75 = 5 ok ok ok ° .
5L 2 :
t-STAT1 — — — = 200
1000 = ns
. 1‘75 Q. 8
B-Tubulin [ s — S — . .
- =
0
Qo - + + -+ -t
VSV = - % o + + + +
C D
8- 19
= ns .
2 gd  ns kkkx a3 0 I R
3 P !
o ee *kok &3 . % 8
= — g:‘ <| ns .o
2 47| = S8, =17 =
L > 2
‘5 e g 8j : ®
‘gj 24 = — -2+ *kk T ok
3 ns
0 T T T T -3 1 I I I
Abt737 - - + + Abt737 - - + +
QVD ” + _ & QVD - + - +

Supplementary Fig. 3 Abt737 inhibits VSVA51M infection. T24 cells were treated, or not,
with Abt737 (5 yM), and/or QVD-OPH (20 pM) and infected, or not, with oncolytic VSVA51M
virus (VSV, MOI=1.0, 24 h). (A) Representative immunoblots. (B) The graph shows the
average + SEM of the p-STAT1-to-B-Tubulin densitometry ratio (n=5). (C) The graph shows
the mean + SEM of the Log10 transformation of the ratio of PFU/inoculum. (D) The graph
shows the mean + SEM of the Log10 transformation of fold-change in the viral VSV-L mRNA
normalized to RPS9 relative to naive cells. ****, p <0.0001, ***, p <0.001, **, p <0.01.



A B
100+ sk ok %k 1001

. 9
80- ns Z), 80— sk ok %k
S - "
%) ns % % 60 .
3 S ns %%k
(] . o _%
§ 404 o ; 404 % 1
Q % g =
20_ © k3] 20_ ' o
Aml] e [
0 O| 1 1 1 0 E'T'ﬁ 1 1 1
Abt737 - + - + Abt737 - + - +
EHDV - - + + EHDV - . + +

Supplementary Fig. 4 Abt737 + EHDV-TAU combination enhances cell death and ecto-CRT
exposure in UMUC3 cells. UMUC3 cells were treated, or not, with Abt737 (5 pM) and
infected, or not, with EHDV-TAU (MOI=0.2). After 72h, cells were collected and either
stained with an amine-reactive viability dye (A) or surface-stained with an anti-CRT antibody
(B). The graphs show the mean + SEM percentage of dead cells (A) or the percentage of
cells positive for ecto-CRT (B). ****, p <0.0001, ***, p <0.001, **, p <0.01, *, p <0.05.
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AARSD1 EXOC6 NFIL3 SPATAY ABCCY GATA3 Mov10 TBKL
ABCBY FAM2178 NFKBIA SRPRA ABCF3 GBF1 MSTIR TBX21
ABHD1 FAM237A NLGN1 SRRMS ACTA2 GBP2 MTOR TGFBL
ABHD17C FAMB9A NMURL SSPN ADAR GBP4 MULL TICAML
ACBD6 FBN3 NOP2 SSRaP1 AGBL4 GBPS Mx1 TIcAM2
ACE2 FBXO31 NOXRED1 STSSIAS AGBLS GBP7 MX2 TIR3
AcP4 FBXO6 NPAS4 STARD7-AS1 AICDA GL2 MYD88 TLR7
ACSLE FBXO8 NRP2 STOX1 AIM2 GPAM NCBP1 TIRS
ADAM3A FEZF1 NUBP1 SUN1 AKAP1 GPR108 NCBP3 TIRY
ADRA1D FGD3 NUMA1L SWis AP1S1 GPR146 NCK1 TMEM120A
AIFML FHDC1 OR10Q1 Y12 APOB GSDME NCR1 TNF
AKR1B10 FKBP3 OR1A2 TBC1D3C APOBEC1 GTF2F1 NDUFAF4 TNFSF4
AKR1CS FKBP9P1 OR2T8 TCTA ARFL HCFC2 NFKBL TOMM70
ANAPC15S FOXN4 OR4FS TCTNL ARIH2 HEATR9 NLRCS TPTL
ANXA10 FUCAL ORS56B4. TENTSC ARMCS HES1 NLRP3 TRAF3
ARFGEF3 GABARAPL2 ORSAN1 TERFL ATAD3A HIF1A NLRPE TRAF3IP1
ARHGAP30 GAGE1 ORSB3 TET1 ATF2 HMGA2 NMB TRAF3IP2
ARID1B GAS2 OR6C3 TIMM178 ATG12 HSP90AAL NMBR TRAF3IP3
ARMC10 GCK 0sBPLS TINCR ATG14 HSPB1 NMI TRAF6
ASAH1 GDAP1 oTUD1 TIP3 ATG16L1 HTRAL NPC2 TREMLA
ASPH GDF2 ovcH2 TMEM165 ATGS HYALL NTSC2 TREX1
ATGAC GGTLC1 PAHA3 TMPRSS15 ATG7 HYAL2 NT5C3A TRIM11
AZIN2 GGTLC2 PA2G4P4 TP538P2 AUPL HYAL3 0AS2 TRIM13
BDKRB1 GLYCTK PABIR2 TPH2 BATF3 IFl44 0AS3 TRIM15
BEX1 GPR156 PASD1 TRA2A BAX IFl44L oAsL TRIM21
BFAR GPRSS PDE11A TRIM16 BCL2 IFIHL obcL TRIM25
BFSP1 GPT2 PDE4A TRIME4 BCL2LL IFITL OPRKL TRIM26
C110RF96 GTF2H1 PDGFRL TRIP10 BCL3 IFIT2 oTuD4 TRIM27
C120RF50 H2AC12 PFDN1 TRPCA BECN1 IFIT3 PARPY TRIM28
C180RF21 H3C7 PGLYRP2 TSHZL BNIP3 IFITM1 PCBP2 TRIM31
C190RF48P HAPL PGP TSPAN7 BNIP3L IFITM2 PDE12 TRIM32
C190RF53 HBBP1 PHFSA TSPYLS BST2 IFITM3 PENK TRIM35
CIORF122 HCFC1 PHLDAL TSR1 ciasp IFNAL PHB1 TRIM38
CIO0RF94 HDAC8 PI4KB TSSK3 CAR IFNA13 PHB2 TRIMA1
CAMK2A HDGFLL PIH1D2 TTC9B CARDY IFNA2 PIM2 TRIMA4
CAMSAP3 HDGFL2 PLCD3 UGT3A1 CASP1 IFNA4 PLA2G10 TRIMS
CAPNL HEATRSB PLCG2 UMODLL ccl9 IFNAS PLSCR1 TRIMS2
CARD10 HECW1 POLD3 UQCRFS1 ces IFNAG PMAIPL TRIMS5
CARDS HIPK2 POM121L12 USP33 ccTs IFNA7 PML TRIMS6
CASKIN2 HOXC9 PPPIR1B VPS33A €D207 IFNARL POLR3B TRIME
CASTOR1 HSD1782 PRACL VPS9D1 cD2AP IFNAR2 POLR3C TRIME5
€cpc1028 IGF1 PRAMEF6 WASHC3 cp37 IFNB1 POLR3D TRIM7
ccpc140 IL20RA PRDM16-DT WDR74 CD40 IFNE POLR3E TRIMS
ccpc168 IMPDH2 PTCRA 787820 CD86 IFNG POLR3F TSPAN32
ccocs2 INSR PWARS Z8TBY. CD8A IFNGR1 POLR3G TTca
CeNP ITGA10 PWWP2B ZFYVE28 CDKE IFNGR2 POLR3H uAPL
CCRY ITPR2 QRICH1 INF275 CFLL IFNK POLR3K UBE2F
CDA YD RAPGEF3 INFA71 CGAS IFNL2 POU2AF1 UBE2N
CDC14B, KCNE4. RBM12 INF542P CHMP3 IFNL3 POU2F2 UBE2W
cpca? KCTD1 RBP4 INF592 CHRM2 IFNLRL PPM1B UBL7
CDH10 KISSIR RCOR2 ZNF605 CHUK IKBKE PQBP1 UFLL
CDH18 KLHDC9 REM2 INF702P cLpB IL10RB PRF1 UNC13D
CEACAMS KLHL12 REP15 au 1L12A PRKRA USP18
CEP131 KLRF1 RGS17 cNoT7 11128 PSMA2 USP20
CEP250 KPNAL RHOG R2 IL12RB1 PTPN22 USP27X
CESSA LILRAL RIPPLY2 CRCP 115 PTPRC UsP29
CHAT LILRA4 RNF168 CREBBP IL17RA PYCARD USP38
CIsH LINC00235 RNGTT CREBZF 18 RAB2B UsPa4
CLHC1 LINC00623 RNPEP cuL 121 RBICC1 VAMPS
CLSTNL LINC01106 RPE6S cuLs 1234 RELA VAPB
CLYBL LINC01226 RPLI3APE CXADR 1L23R RHEB VWCE
CMKLR2 LINC01551 RPL1S cXcL1o 127 RIGI WDFY4
CNOTS LOC728989 RPS19BP1 cxcLy 1133 RIOK3 XPRL
COL8AL LORICRIN RPS26P11 DDIT4. L4 RIPK3. viu28
CoMTD1 LRATD2 RSPRY1 DDX1 (13 RNASE6 78P1
cPm LRRC1 RUSF1 DDX17 ILF3 RNASEL 2C3H12A
cPNL LRRN3 5100A16 DDX21 ILRUN RNF135 ZC3HAVL
CRIP3 [\%3 S1PR1 DDX3X IRAK3 RNF185 ZCCHC3
CSNKIE Lz SACMIL DDX41 IRF1 RNF216 ZDHHC1
CT45A2 Lvz16 sAxo1 DDX56 IRF2 RNF26 ZDHHC11
CTAGEL1P MACROD2 SCAND2P DDX60 IRF3 RNF7 ZMPSTE24
CH MAGEB4 SCCPDH DHX15 IRF5 RPS15A ZMYND11
CYBS61A3 MAML2 SCN1B DHX16 IRF7 RRP1B ZNFXL
CYP24AL MANSC1 scoc DHX36 IRGM RSAD2

CYpP2D7 MAP4KS SCRN2 DHX58 15615 RTP4

cYpax1 MATK SEC23A DHX9 15620 SAMHD1

CYP7AL MDC1 SEMA4F DICERL ITCH SAP30BP

DAB2 MDH1 SEMASB DTX3L ITGAX SELENOK

DAZAP1 MEN1 SERP1 DTX4 ITGB6 SENP7

DCAF15 MERTK SGCD DUOX2 ITGBS. SERINC3

DCAF7 METTL3 5GK3 DUS2 IVNS1ABP SERINCS

DCTNG METTL4 SGPP1 EEF1G KCNJ8 SERTAD3

DENND2B MIPOLL SHROOM3 EIF2AK2 KCTD9 SETD2

DIP2C-AS1 MIR4435-2HG SLC13A1 EIF2AK4 LoN2 SHFL

DNAJC18 MKX SLC22A18AS EIFSA LGALS8 SIN3A

DNAJC28 MOB3A SLC26A2 ELMOD2 LGALS9 SKP2

DOKS MRGPRG-ASL SLC31A1 EPGS LSM14A SLC38A8

DTL MRPL36 SLC3581 ERCC6 LYSET SMAD3

DUX4L6 MRPLS5 SLC49A4 EXOSC4 LysT SMARCAS

EAF1 MSN SLCS0A1 EXOSC5 MAP3K14 SMPD1

ECT2 MTFL SLITRK2 EXT1 MAPK11 SMURF1

EDN2 MucL3 SIN F2RL1 MAPK14 SPN

EEF1B2 MYCBPAP SMAGP FADD MARCHF2 SPON2

EIFIAD MYO18A SNORA59B FGL2 MAVS STATL

EIF3L MYom3 SNORD158 FLT3 MBL2 STAT2

EIFAG3 MYTIL SNORD22 FMRL MID2 STINGL.

ENOPH1 NAASO SNW1 FOXP3 MLKL STMNL

ENY2 NCS1 SOX11 G38P1 MMP12 TAGAP

EPHA8 NEU3 sP3 GARINSA MORC3 TARBP2

Supplementary Table 1. List of genes involved in expression analyses in Figure1



Gene
RPS9
IFN-B
IRF1
Apo-L3
IFITM3
TRIM22
NS3
VSV-L
IL6
CCL13
CD163

List of primers
Forward Primer
5'CGGAGACCCTTCGAGAAATCT3'
5'CTTCTCCACTACAGCTCTTT3'
5'CCTCCACCTCTGAAGCTACAAC3'
5'CTTTCTGCTGCACATATTGCTCC3'
5'CGCCTACTCCGTGAAGTCTA3'
5'TGCCTTCACTCTTCTCCCCT3'
5'ATAAGCCAGCGGATTGACCA3'
5'TGATACAGTACAATTATTTTGGGAC3'
5'CATCCTCGACGGCATCTCAG3'
5'GGTTGCTGTCTCTAAGCCCC3'
5'GACAGCGGCTTGCAGTTTC3'

Reverse Primer
5'GCCCATACTCGCCGATCA3'
5'CTGTCCTTGAGGCAGTATTC3'
5'CCATCCACGTTTGTTGGCTG3'
5'CTTTCTGCTGCACATATTCGTCC3'
5'CCATAGGCCTGGAAGATCAGC3'
5'GCTCCCTTGGCTTCCTTCTG3'
5'ACTCATCCTCACCGCCTCAT3'
5'GAGACTTTCTGTTACGGGATCTGG3'
5'TCACCAGGCAAGTCTCCTCAT3'
5'ATGCTCTCAACCCCTGGGAA3'
5'CTGAAATCAGCTGACTCATGGGA3'

Supplementary Table 2. List of Primers Employed in Study



