Table S1. ANOVA analysis of gene expression (fold change) data of 2.5 mM VTX-2337 treatment in liver, kidney and spleen at 6 hours post injection (hpi), 12 hpi and 24 hpi. Red highlighted entries designate values that were significantly different from time 0.
	Tissue/time
	6 hpi
	12 hpi
	24 hpi

	LIVER
	
	
	

	ifnγ
	234.98206.65 (0.5261)
	97.0249.34 (0.9990)
	54.5815.80 (0.9995)

	t-bet
	2.921.99 (0.9999)
	5.253.85 (0.6645)
	4.731.88 (0.9996)

	nitr9
	16.3511.12 (0.9997)
	47.6237.41 (0.9991)
	11.087.20 (0.9958)

	nkla
	15.5810.92 (0.7336)
	9.516.42 (0.9999)
	85.0174.98 (0.9999)

	nklb
	2.271.71 (0.9999)
	1.551.40 (0.9997)
	1.630.19 (0.9991)

	nklc
	16.9010.07 (0.9999)
	5.148.20 (0.9999)
	6.321.87 (0.9999)

	nkld
	64.3832.85 (0.1353)
	1.440.92 (0.0002)
	43.8589.67 (0.6587)

	KIDNEY
	
	
	

	ifnγ
	500.86243.47 (0.9790)
	383.51187.19
(0.9958)
	1105.29157.01 (0.6941)

	t-bet
	2392.14357.58 (0.7275)
	1517.82791.06 (0.9954)
	5027.612627.27 (0.0270)

	nitr9
	1.040.40 (0.0046)
	0.330.28 (0.9131)
	0.050.03 (0.0001)

	nkla
	682.86126.80 (0.9999)
	204.74120.36 (0.9999)
	209.73119.59 (0.9999)

	nklb
	76.5045.83 (0.9994)
	9.5512.84 (0.9990)
	978.63486.72 (0.7209)

	nklc
	88.2516.91 (0.9858)
	20.468.09 (0.9999)
	350.65192.18 (0.6362)

	nkld
	3068.04568.47 (0.0001)
	218.42109.39 (0.9998)
	1091.93494.75 (0.9668)

	SPLEEN
	
	
	

	ifnγ
	51.4023.90 (0.1728)
	7.453.42 (0.9963)
	99.4762.76 (0.0678)

	t-bet
	0.750.42 (0.9999)
	0.690.56 (0.9999)
	17.0010.48 (0.5286)

	nitr9
	0.120.22 (0.9998)
	0.0040.002 (0.9999)
	0.520.55 (0.9994)

	nkla
	5.866.64 (0.9994)
	3.555.78 (0.9997)
	10.423.25 (0.9996)

	nklb
	4.308.27 (0.9991)
	1.591.54 (0.9997)
	25.1128.77 (0.9993)

	nklc
	50.9769.48 (0.9998)
	15.76 15.99 (0.9999)
	928.32309.32 (0.0001)

	nkld
	8.106.67 (0.9959)
	1.261.55 (0.9999)
	55.8223.50 (0.0395)


Table S2. ANOVA analysis of gene expression (fold changes) data of 0.25 mM VTX-2337 treatment in liver, kidney and spleen at 6 hours post injection (hpi), 12 hpi and 24 hpi. Red highlighted entries designate values that were significantly different from time 0.
	Tissue/time
	6 hpi
	12 hpi
	24 hpi

	LIVER
	
	
	

	ifnγ
	3.851.39 (0.9999)
	5.603.48 (0.9999)
	11.2410.23 (0.9999)

	t-bet
	4.071.76 (0.9997)
	4.033.00 (0.4 731)
	2.352.07 (0.9906)

	nitr9
	85.3667.07 (0.7562)
	46.4584.41 (0.9991)
	43.1822.23 (0.9958)

	nkla
	4.324.89 (0.9999)
	1.000.79 (0.9999)
	2.231.46 (0.3233)

	nklb
	10.315.71 (0.8428)
	2.051.13 (0.9996)
	1.060.62 (0.9990)

	nklc
	21.5311.71 (0.9999)
	5.735.46 (0.9999)
	14.499.51 (0.9999)

	nkld
	3.551.43 (0.9999)
	1.100.27 (0.9999)
	3.521.86 (0.9998)

	KIDNEY
	
	
	

	ifnγ
	13.024.44 (0.9999)
	7.301.59 (0.9999)
	13.386.35 (0.9992)

	t-bet
	5411.631044.40 (0.0009)
	4728.081154.55 (0.0049)
	4261.232292.20 (0.1507)

	nitr9
	0.970.74 (0.0099)
	0.220.28 (0.9952)
	1.030.77 (0.0064)

	nkla
	68.5449.59 (0.9999)
	134.72189.04 (0.9999)
	187.26115.16 (0.9999)

	nklb
	121.43105.42 (0.9990)
	118.470.63 (0.9989)
	92.8819.90 (0.0061)

	nklc
	331.47199.83 (0.0009)
	280.73178.66 (0.0031)
	105.5762.94 (0.9959)

	nkld
	2582.081527.33 (0.0002)
	2130.691246.90 (0.0056)
	1221.65436.76 (0.8720)

	SPLEEN
	VTX2337
	VTX2337
	VTX2337

	ifnγ
	0.811.02 (0.3016)
	0.860.07 (0.9999)
	3.492.95 (0.7957)

	t-bet
	17.8014.08 (0.2313)
	5.701.66 (0.9957)
	7.795.92 (0.9791)

	nitr9
	0.030.03 (0.9999)
	0.290.09 (0.9990)
	0.981.12 (0.4295)

	nkla
	0.620.55 (0.9999)
	1.520.26 (0.9999)
	14.0315.06 (0.9989)

	nklb
	3.572.25 (0.9993)
	0.490.14 (0.9999)
	4.975.17 (0.9908)

	nklc
	306.91434.27 (0.9574)
	67.155.08 (0.9997)
	154.46119.02 (0.9993)

	nkld
	16.5515.48 (0.9010)
	1.040.28 (0.9999)
	10.535.57 (0.9990)


Table S3. ANOVA analysis of gene expression (fold change) data of 2.5 mM R848 treatment in liver, kidney and spleen at 6 hours post injection (hpi), 12 hpi and 24 hpi. Red highlighted entries designate values that were significantly different from time 0.
	Tissue/time
	6 hpi
	12 hpi
	24 hpi

	LIVER
	
	
	

	ifnγ
	713.37681.31 (0.0001)
	177.11173.71 (0.8689)
	110.9595.03 (0.9909)

	t-bet
	2.971.01 (0.9999)
	2.241.25 (0.2510)
	7.8510.73 (0.9995)

	nitr9
	280.971271.85 (0.0001)
	40.8439.20 (0.9993)
	68.2143.26 (0.0453)

	nkla
	25.2414.47 (0.9904)
	6.748.12 (0.9998)
	16.0526.24 (0.9993)

	nklb
	44.9332.82 (0.0001)
	5.223.95 (0.9916)
	7.644.48 (0.9995)

	nklc
	21.1918.41 (0.9999)
	2415.032396 (0.0001)
	62.1261.93 (0.9998)

	nkld
	5.952.69 (0.9999)
	118.61109.48 (0.9999)
	7.804.88 (0.9999)

	KIDNEY
	
	
	

	ifnγ
	1515.15 686.09 (0.0598)
	1598.531344.13 (0.0414)
	555.99506.81 (0.9993)

	t-bet
	1821.491138.79 (0.9815)
	3390.121622.47 (0.1333)
	1152.39588.64 (0.9993)

	nitr9
	0.230.17 (0.9897)
	0.3210.55 (0.9276)
	0.110.07 (0.0001)

	nkla
	1900.001712.47 (0.9996)
	1207.7211.49 (0.9997)
	263.98220.98 (0.9999)

	nklb
	508.26420.65 (0.0518)
	630.30432.85 (0.9997)
	188.3591.04 (0.0295)

	nklc
	276.28 203.20 (0.0101)
	1.431.34 (0.9996)
	169.25118.20 (0.0017)

	nkld
	18.5119.78 (0.9999)
	36.1332.63 (0.9997)
	764.01558.59 (0.9995)

	SPLEEN
	
	
	

	ifnγ
	72.9856.07 (0.0261)
	106.4990.69 (0.0006)
	19.8517.65 (0.9973)

	t-bet
	2.001.39 (0.9999)
	29.4039.29 (0.0001)
	3.643.09 (0.9995)

	nitr9
	0.551.05 (0.9306)
	0.070.10 (0.9998)
	0.230.16 (0.9997)

	nkla
	18.206.45 (0.8475)
	49.4638.38 (0.0103)
	32.2026.05 (0.3604)

	nklb
	19.3616.74 (0.1124)
	12.2017.24 (0.6057)
	28.8316.19 (0.1724)

	nklc
	156.80126.70 (0.9993)
	262.17198.07 (0.9882)
	2067.861694.97 (0.0001)

	nkld
	5.853.96 (0.9994)
	40.8226.42 (0.0706)
	62.3833.16 (0.0006)


Table S4. ANOVA analysis of gene expression (fold change) data of 0.25 mM R848 treatment in liver, kidney and spleen at 6 hours post injection (hpi), 12 hpi and 24 hpi. Red highlighted entries designate values that were significantly different from time 0.
	Tissue/time
	6 hpi
	12 hpi
	24 hpi

	LIVER
	
	
	

	ifnγ
	200.16130.66 (0.7199)
	315.25259.60 (0.2108)
	343.73209.41 (0.1198)

	t-bet
	0.744 0.50 (0.9993)
	8.78 5.90 (0.9913)
	24.5220.16 (0.0030)

	nitr9
	26.7818.89 (0.9995)
	70.6378.83 (0.9678)
	170.81153.83 (0.0453)

	nkla
	0.97 0.72 (0.9998)
	9.578.50 (0.9993)
	36.7528.40 (0.9997)

	nklb
	4.65 3.36 (0.9994)
	18.1415.69 (0.0677)
	15.2810.21 (0.6587)

	nklc
	2.48 1.74 (0.9999)
	45.3146.30 (0.0001)
	70.8149.05 (0.9998)

	nkld
	1.640.82 (0.9998)
	14.947.86 (0.9994)
	29.0920.18 (0.9797)

	KIDNEY
	
	
	

	ifnγ
	417.27 51.70 (0.9918)
	4325.382800.70 (0.0001)
	482.00389.05 (0.9996)

	t-bet
	765.31410.8 (0.9999)
	8687.34352.80 (0.0001)
	17.390.70 (0.0001)

	nitr9
	0.31 0.31 (0.9347)
	0.600.54 (0.2613)
	1.730.70 (0.9417)

	nkla
	60.19 79.98 (0.9999)
	817.31352.80 (0.9998)
	38938.2236527.20 (0.0001)

	nklb
	42.69 38.36 (0.9997)
	461.12396.13 (0.0897)
	721.88187.43 (0.9999)

	nklc
	31.96 11.26 (0.9999)
	525.08130.98 (0.0001)
	250.9886.60 (0.0816)

	nkld
	31.96 11.26 (0.9999)
	4368.22984.80 (0.0001)
	3517.452032.50 (0.0001)

	SPLEEN
	
	
	

	ifnγ
	43.42 29.24 (0.9999)
	154.8074.17 (0.0001)
	29.7122.48 (0.9998)

	t-bet
	2.351.79 (0.9998)
	25.29 16.68 (0.0169)
	8.362.40 (0.9620)

	nitr9
	0.650.67 (0.8134)
	2.091.91 (0.0003)
	2.600.86 (0.0001)

	nkla
	9.796.88 (0.9990)
	52.0469.13 (0.0060)
	45.484.43 (0.0494)

	nklb
	4.222.11 (0.9992)
	34.3717.93 (0.0004)
	37.209.53 (0.0107)

	nklc
	143.4419.89 (0.9993)
	1553.45342.92 (0.0001)
	446.4870.39 (0.6948)

	nkld
	4.652.80 (0.9996)
	109.1566.82 (0.0001)
	95.9811.61 (0.0001)
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