Supplementary Table 1. Analysis of mRNA expression in HepG2 cells transfected with IFNL4-Halo or Halo-control expression constructs and in untransfected transwell cells, using Antiviral Response GRT-PCR plates

biological replicate 1, Ct

Gene # Gene Symbol Assav tvpe| IENL4+ IFNL4-trans  Halo+  Halo-trans
1 AM2 target Indetermin 3930 3749 4267 4496 4074 4269 44.76
2 APOBECIG target  27.90 2615 3010 2684 2887 2648 3010 2657
3 ATGS target 2121 2049 2169 2040 2192 2098 2151 20.49
a azi2 target 2157 2029 2275 2040 2281 2074 2235 2016
5 CARDY  target 2629 2463 2680 2445 2768 2466 2654 24.32
6 CASPL  target 2534 2320 2776 2441 2680 2332 2794 2421
7 CASPI0  target  24.24 2291 2487 2284 2532 2324 2463 2288
8 CASP8  target 2324 2196 2371 2187 2415 2229 2335 2166
9 ceLs target 2966 3243 3464 3446 3032 3361 354l 3345
10 ccis target 2453 2765 2847 3051 2575 2856 2813 3085
1 cp4o target 2380 2258 2423 2345 2460 2301 2382 23.34
12 cogo target 3045 2913 3188  29.86 3190 2950 3095 2951
13 CcDs6 target 3450 Undetermineindeterminindetermined  34.38 determir  34.38 idetermined
14 CHUK target 2078 9 2186 1973 2127
15 cTsB target 2034 1975 2029 1953 2118 1987 2018 19.33
16 CTSLI  target 3464 3192 3298 3330 2271 3340 3237 3259
17 cTss target 2560 2559 2849 2727 2663 2623 2799 2695
18 CXCLIO  target  27.97 2077 3127 3263 2880 3128 2976 33.90
19 CXCLIL  target  27.59 3063 3269 3198 2859 3355 3196 3LIS
20 CXCL9  target 3428 Undeterminet 4495 3340  Undetermin idetermir 3350 idetermined
21 cvp target 2579 2467 2623 2463 2657 2492 2570 24.34
2 DAK target 2573 2349 2585 2376 2679 2420 2583 2365
23 DDX3X  target 2350 1728 1974 1769 2080 1747 1938 17.56
2 DDX58  target 1930 1859 2223 2150 1997 1881 2208 2150
25 DHXS8  ftarget 2260 2136 2625  24.28 2358 2173 2598 2401
2 FADD target 2189 2098 2256 2156 2271 2168 2228 2139
27 FOs target 2170 2059 2260  20.94 2267 2150 2255 21.23
28 HSP9OAAL target 1654 1500 1672 1470 1761 1491 1669 1452
29 IFIHL target 1990 1888 2425 2154 2181 1931 2441 2143
30 IFNAL target  Indetermin Undeterminetindetermin: ndetermined Undetermin:  34.88 1determin idetermined
a1 IFNAZ target Indetermin 3582 Indetermin 40.93  Undetermin determir  33.44  41.24
32 IFNARL  target 2484 2298 2481 302 2438 2278
33 IFNB1 target 2938 3246 3314 33.00 2089 3294 3353 33.26
34 IKBKB. target 2284 2140 2316 2166 2370 2185 2290 2145
35 1L12A target  25.47 2429 2672 2520 2600 2467 2635 24.79
36 1128 target 3639 Undeterminer 3856  37.47  Undetermindetermir 3348 4433
a7 ILis target 2731 2733 2050 2176 2800 2740 2946  27.69
38 18 target 2259 2352 2280 2351 2328 2399 2258 2336
39 [RL:} target 2943 2873 3026 2775 2027 2896 2923 27.63
20 16 target 3288 3321 4133 ndetermined 34,52 determir wdetermin determined
a1 X target 2219 2338 2293 2341 2310 2382 2264 2324
22 IRAKL target 2132 22.02 2131 2237 2118 2245 2131 2265
a3 IRF3 target 2043 1921 2075 1928 2160 1922 2067 19.02
a IRFS target 2566 2551 2667 2646 2600 2594 2647 2652
a5 IRF7 target 2784 29.42 2774 2892 2761 2884 2754 2926
46 ISG15  target 1539 1447 2119 2043 1658 1466 2114 2022
a7 JUN target 1979 19.87 2016 2114 2056 2064 1998 2137
48 MAPKI  target 2098 1925 2176  19.96 2190 1976 2099 19.94
49 MAPK3  target 2002 1888 2030 1913 2081 1919 1996 18.80
50  MAPKI  target 2083 1981 2175 1978 2176 2051 2135 1962
51 MAPK7  taget 2258 2146 2313 2110 2356 2139 2281 20.96
52 MAPKL  target 1945 1832 1974 1827 2030 1895 1937 1840
53 MAPKI4  taget 2099 2008 2152 2017 2198 2073 2120 20.25
54 MAPK3  target 2226 2068 2282 2091 2347 2084 2257 2064
55 MAPKS  target 2238 2156 2269 2140 2313 2194 2239 2138
56 MAVS target 2152 2025 2159 2026 2242 2065 2118 1991
57 MEFV target  32.42 30.62 3166 3069 3250 3152 3177 2975
58 MXL target 1803 1672 2419 2324 1910 1723 2400 2301
59 MYDBS  target 2072 1956 2142 2082 2148 2027 2125 2094
60 NFKB1  target 2028 1858 2065  18.98 2107 1866 2039 1889
61 NFKBIA  target 1919 17.93 2002 1789 2005 1820 1973 17.78
62 NLRP3  target 3313 Undeterminecndeterminindetermined 3262 3421 3417 idetermined
63 NoD2 target  28.82 2069 2847 3024 2900 2963 2852
[ ons2 target  19.02 1819 2791 2787 2010 1899 2747 28.09
65 i target 2063 1932 2096 1910 2176 1920 2092 1888
66  PSTPIPL  target 2537 2322 2568 2298 2634 2327 2564 2294
67  PYCARD  target 2426 2239 2480 2268 2546 2251 2475 2246
68 PYDCL  taget 3088 3626 3401 3695 3243 3892 3284 3953
69 RELA target  20.92 2026 2141 2046 2163 2040 2114 2034
70 RIPKL target 2306 2191 2353 2251 2387 2237 2318 2253
71 SPPL target 1587 14.67 1632 1529 1657 1511 1601 1508
72 STATL  target  17.32 1624 2044 1964 1781 1671 2021 1965
73 SUGTL  target 1926 1817 1967 1791 2014 1821 1945 17.72
74 TBK1 target 2187 2051 2254 2040 2277 2072 2235 2016
75 TICAML  target 2238 2217 232 252 2320 2253 2321 2227
76 LR3 target 2735 2683 3249 2868 2856 2761 3170 2850
77 TLR7 target 3061 3134 3375 3884 3357 3082 3367 39.92
78 TLRS, target 3348 L Undetermindetermir
79 TLRY target 3043 Undeterminer 3036 3152  Undetermin 33.90 3140 3191
80 ™F target  27.62 2867 3161 2832 3136 2888 3059
81 TRADD  target 2247 2113 2278 2142 2320 2137 2246 2099
82 TRAF3  target 2175 2127 2185 2157 2234 2164 2182 2161
83 TRAF6  target 2287 2153 2368 2228 2386 2225 2324 2212
84 TRIMZ5  target 1846 1743 1945 1894 1893 1798 1911 1897
85 ACTB Joenousc 1646 1579 1905 1655 1731 1601 1826 1632
86 B2M  docenousc  20.78  19.81 2160 1957 2174 2014 2130 1956
87  GAPDH locenousc 1844 1683 1856 1655 1939 1681 1837 1646
88 HPRTL fodenous ¢ 14.81 1287 1493 1286 1630 1296 1482 1274
89 RPLPO__fodenousc _14.42 . 1484 1565 1348 1442 1293
90 HGDC _ omic DNA indetermini Undetermine«Indetermini ndetermined Undetermin determir determin 42.72
91 RTC  sitive contr 21 2114 21 2086 2161 2129 2134 2118
92 RTC  isitvecontr 2146 2101 2120 2083 2146 2130 2126 2123
9 RTC  isitive contr 2137 2088 2120 2131 2125 2114 2116 2145
94 PPC  isiive contr  19.72 2038 2015 1972 1972 2041 1969 1982
9% PPC  isitive contr  21.01 1998 2021 1974 1978 1982 1979 1995
9% PPC  siivecont 1975 1974 2001  19.70 1980 1987 1977 19.92

ometric mean of 5 endogenous cor  16.98 1571 1780 1572 1808 1588 1743 1560

normalized by 5 endogenous controls

repl

-10.92
423
459
931
836
726
626

786
-12.40

Assays were performed on DNAse | - treated RNA to eliminate residual DNA, using in average 30 ng of total RNA per each assay/reaction.

Ctvalues represent PCR cvcle at detection. loa2 scale

dCt values represent a difference between Ct(aeometric mean of 5 endoaenous controls) - Ctitaraet); Ct values are distributed on loa 2 scale. fold difference =2"-Ct

Undetermined - no sianal is detected durina the 45 PCR cveles.

Highlighted in yellow - ISGs presented on Figures 5 and 6
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Gene Symbol
AM2
APOBEC3G
ATGS

Halo+/Halo-trans
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prval, T-test
2.036-01
191602
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2.99E-02
6.04E-01
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154 2.45E-01
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179E-01

IFNL4-trans/Halo-trans.
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0.44
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pval, Ttest
9.54E-02
4.026-02
4.94E-01
5.976-01
2.02E-01
1.74E:03
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8.09E-01
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6.97E-05
8.26E-02
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6.30E-01
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1.65€-01
1.94E-01
2.926:01
3.25E-01

6.71E-03
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1.74E-01
252601
2.05E-02



