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Table S 1. Difference in anti-CHIKV SNA seroresponse rate, by subgroups (immunogenicity evaluable population)
	Trial
Day
	Group
	Subgroup
	Seroresponse CHIKV VLP
n/N (%)
[95% CI]
	Seroresponse Placebo
n/N (%)
[95% CI]
	Seroresponse Rate Difference [95% CI]
	p-value

	8
	All IEP
	All IEP
	1217/2591 (47.0)
[45.1, 48.9]
	2/419 (0.5)
[0.1, 1.7]
	46.5 
[44.2, 48.4]
	<0.0001

	
	Sex
	Male
	548/1266 (43.3)
[40.6, 46.0]
	1/207 (0.5)
[0.1, 2.7]
	42.8 
[39.3, 45.6]
	<0.0001

	
	
	Female
	669/1325 (50.5)
[47.8, 53.2]
	1/212 (0.5)
[0.1, 2.6]
	50.0 
[46.6, 52.7]
	<0.0001

	
	Race
	White
	896/1904 (47.1)
[44.8, 49.3]
	2/313 (0.6)
[0.2, 2.3]
	46.4 
[43.6, 48.7]
	<0.0001

	
	
	African American
	220/486 (45.3)
[40.9, 49.7]
	0/76 (0)
[0.0, 4.8]
	45.3 
[38.8, 49.7]
	<0.0001

	
	
	Asian
	34/74 (45.9)
[35.1, 57.2]
	0/14 (0)
[0.0, 21.5]
	45.9 
[21.8, 57.2]
	0.0006

	
	
	Other
	57/108 (52.8)
[43.4, 61.9]
	0/12 (0)
[0.0, 24.2]
	52.8 
[26.8, 61.9]
	0.0003

	
	Ethnicity
	Not Hispanic or Latino
	973/2090 (46.6)
[44.4, 48.7]
	1/343 (0.3)
[0.1, 1.6]
	46.3 
[43.7, 48.4]
	<0.0001

	
	
	Hispanic or Latino
	219/448 (48.9)
[44.3, 53.5]
	1/64 (1.6)
[0.3, 8.3]
	47.3 
[39.1, 52.1]
	<0.0001

	15
	All IEP
	All IEP
	2526/2637 (95.8)
[95.0, 96.5]
	8/571 (1.4)
[0.7, 2.7]
	94.4 
[92.8, 95.4]
	<0.0001

	
	Sex
	Male
	1193/1262 (94.5)
[93.1, 95.7]
	5/272 (1.8)
[0.8, 4.2]
	92.7 
[89.9, 94.2]
	<0.0001

	
	
	Female
	1333/1375 (96.9)
[95.9, 97.7]
	3/299 (1.0)
[0.3, 2.9]
	95.9 
[93.8, 97.0]
	<0.0001

	
	Race
	White
	1872/1963 (95.4)
[94.3, 96.2]
	6/430 (1.4)
[0.6, 3.0]
	94.0 
[92.1, 95.1]
	<0.0001

	
	
	African American
	463/476 (97.3)
[95.4, 98.4]
	2/101 (2.0)
[0.5, 6.9]
	95.3 
[90.0, 97.1]
	<0.0001

	
	
	Asian
	65/67 (97.0)
[89.8, 99.2]
	0/15 (0)
[0.0, 20.4]
	97.0 
[75.4, 99.2]
	<0.0001

	
	
	Other
	106/110 (96.4)
[91.0, 98.6]
	0/18 (0)
[0.0, 17.6]
	96.4 
[78.0, 98.6]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	1984/2067 (96.0)
[95.0, 96.7]
	5/424 (1.2)
[95.0, 96.7]
	94.8 
[93.0, 95.8]
	<0.0001

	
	
	Hispanic or Latino
	491/518 (94.8)
[92.5, 96.4]
	3/134 (2.2)
[0.8, 6.4]
	92.5 
[87.8, 94.7]
	<0.0001

	22
	All IEP
	All IEP
	2749/2829 (97.2)
[96.5, 97.7]
	7/607 (1.2)
[0.6, 2.4]
	96.0
[94.6, 96.8]
	<0.0001

	
	Sex
	Male
	1316/1362 (96.6)
[95.5, 97.5]
	4/287 (1.4)
[0.5, 3.5]
	95.2
[92.8, 96.4]
	<0.0001

	
	
	Female
	1433/1467 (97.7)
[96.8, 98.3]
	3/320 (0.9)
[0.3, 2.7]
	96.7
[94.7, 97.6]
	<0.0001

	
	Race
	White
	2038/2097 (97.2)
[96.4, 97.8]
	4/460 (0.9)
[0.3, 2.2]
	96.3
[94.8, 97.1]
	<0.0001

	
	
	African American
	500/515 (97.1)
[95.3, 98.2]
	2/107 (1.9)
[0.5, 6.6]
	95.2
[90.2, 97.0]
	<0.0001

	
	
	Asian
	78/79 (98.7)
[93.2, 99.8]
	0/15 (0)
[0.0, 20.4]
	98.7
[77.6, 99.8]
	<0.0001

	
	
	Other
	113/117 (96.6)
[91.5, 98.7]
	1/18 (5.6)
[1.0, 25.8]
	91.0
[70.2, 96.0]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	2176/2233 (97.4)
[96.7, 98.0]
	5/451 (1.1)
[0.5, 2.6]
	96.3
[94.7, 97.2]
	<0.0001

	
	
	Hispanic or Latino
	521/542 (96.1)
[94.1, 97.5]
	2/143 (1.4)
[0.4, 5.0]
	94.7
[90.7, 96.4]
	<0.0001

	183
	All IEP
	All IEP
	2157/2542 (84.9)
[83.4, 86.2]
	8/574 (1.4)
[0.7, 2.7]
	83.5 
[81.5, 85.0]
	<0.0001

	
	Sex
	Male
	930/1206 (77.1)
[74.7, 79.4]
	3/270 (1.1)
[0.4, 3.2]
	76.0 
[72.8, 78.4]
	<0.0001

	
	
	Female
	1227/1336 (91.8)
[90.3, 93.2]
	5/304 (1.6)
[0.7, 3.8]
	90.2 
[87.5, 91.8]
	<0.0001

	
	Race
	White
	1680/1919 (87.5)
[86.0, 88.9]
	4/435 (0.9)
[0.4, 2.3]
	86.6 
[84.5, 88.1]
	<0.0001

	
	
	African American
	315/433 (72.7)
[68.4, 76.7]
	3/100 (3.0)
[1.0, 8.5]
	69.7 
[62.8, 74.2]
	<0.0001

	
	
	Asian
	59/69 (85.5)
[75.3, 91.9]
	0/15 (0)
[0.0, 20.4]
	85.5 
[62.7, 91.9]
	<0.0001

	
	
	Other
	87/102 (85.3)
[77.1, 90.9]
	1/17 (5.9)
[1.0, 27.0]
	79.4 
[56.8, 86.8]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	1709/2017 (84.7)
[83.1, 86.2]
	7/428 (1.6)
[0.8, 3.3]
	83.1 
[80.7, 84.8]
	<0.0001

	
	
	Hispanic or Latino
	402/472 (85.2)
[81.7, 88.1]
	1/133 (0.8)
[0.1, 4.1]
	84.4 
[79.6, 87.4]
	<0.0001

	CI = confidence interval, IEP = immunogenicity evaluable population; n = number of participants with seroresponse ≥ titer 100; N = total number of participants in the group; SNA = serum neutralizing antibodies. Seroresponse rate 95% CIs are based on the Wilson method. Seroresponse rate difference is (CHIKV VLP minus placebo); 95% CIs are based on the Newcombe hybrid score method. P-value is from a two-sided chi-square test of equality of seroresponse percentages between groups 





Table S 2. Anti-CHIKV geometric mean titer (GMT), by age group, (immunogenicity evaluable population)
	Trial Day
	Group/
Subgroup 
(years of age)
	CHIKV VLP
n
GMT [95% CI]
Median [Min, Max]
	Placebo
n
GMT [95% CI]
Median [Min, Max]
	Ratio of GMT
[95% CI]
	p-value

	8
	All IEP
	2591
96.48 [90.31, 103.08]
91.50 [7.5, 48641.3]
	419
7.62 [6.68, 8.70]
7.50 [7.5, 9949.3]
	12.66 
[11.08, 14.45]
	<0.0001

	
	12 to <18
	199
164.41 [128.67, 210.10]
181.30 [7.5, 8242.6]
	33
7.6 [4.97, 11.62]
7.50 [7.5, 151.4]
	21.64 
[14.33, 32.67]
	<0.0001

	
	18 to <46
	1488
121.51 [111.07, 132.93]
103.75 [7.5, 48641.3]
	242
8.16 [6.91, 9.64]
7.50 [7.5, 9949.3]
	14.89 
[12.64, 17.55]
	<0.0001

	
	46 to <65
	904
62.01 [54.53, 70.52]
65.20 [7.5, 31974.5]
	144
7.25 [5.70, 9.21]
7.50 [7.5, 63.0]
	8.56 
[6.73, 10.88]
	<0.0001

	
	65 to <75
	N/A
	N/A
	N/A
	N/A

	
	≥75
	N/A
	N/A
	N/A
	N/A

	15
	All IEP
	2637
1019.42 [955.69, 1087.40]
1151.30 [7.5, 52909.3]
	571
8.53 [7.65, 9.51]
7.50 [7.5, 9907.9]
	119.55 
[107.28, 133.23]
	<0.0001

	
	12 to <18
	191
1706.47 [1336.24, 2179.28]
1886.90 [7.5, 14584.7]
	30
8.38 [5.30, 13.25]
7.50 [7.5, 1267.5]
	203.71 
[131.45, 315.69]
	<0.0001

	
	18 to <46
	1428
1393.79 [1283.76, 1513.24]
1348.70 [7.5, 52909.3]
	228
8.10 [6.97, 9.41]
7.50 [7.5, 1188.1]
	172.05 
[148.33, 199.57]
	<0.0001

	
	46 to <65
	837
708.90 [632.84, 794.11]
788.50 [7.5, 42325.5]
	137
6.88 [5.58, 8.48]
7.50 [7.5, 7.5]
	103.09 
[83.62, 127.08]
	<0.0001

	
	65 to <75
	144
406.53 [317.61, 520.34]
491.90 [7.5, 9258.3]
	138
8.97 [6.94, 11.59]
7.50 [7.5, 9907.9]
	45.34 
[33.77, 60.87]
	<0.0001

	
	≥75
	37
299.20 [156.16, 573.25]
511.50 [7.5, 17062.5]
	38
8.97 [4.81, 16.72]
7.50 [7.5, 3783.1]
	33.36
[15.76, 70.58]
	<0.0001

	22
	All IEP
	2829
1556.03 [1465.56, 1652.10]
1734.70 [7.5, 60115.8]
	607
8.52 [7.68, 9.46]
7.50 [7.5, 6007.3]
	182.56 
[164.33, 202.82]
	<0.0001

	
	12 to <18
	201
2501.57 [1845.81, 3390.32]
2971.60 [7.5, 33880.3]
	33
9.12 [5.38, 15.46]
7.50 [7.5, 6007.3]
	274.28 
[164.55, 457.20]
	<0.0001

	
	18 to <46
	1528
1932.95 [1783.64, 2094.76]
2026.05 [7.5, 39875.7]
	245
8.44 [7.27, 9.80]
7.50 [7.5, 1010.8]
	228.95 
[197.65, 265.21]
	<0.0001

	
	46 to <65
	911
1204.11 [1081.75, 1340.30]
1332.80 [7.5, 60115.8]
	146
7.38 [6.05, 9.01]
7.50 [7.5, 62.3]
	163.17
[133.56, 199.35]
	<0.0001

	
	65 to <75
	149
726.42 [574.06, 919.20]
805.20 [7.5, 14518.9]
	143
7.89 [6.22, 10.02]
7.50 [7.5, 456.3]
	92.01 
[68.69, 123.27]
	<0.0001

	
	≥75
	40
716.25 [393.42, 1304.01]
1127.10 [7.5, 13147.9]
	40
8.57 [4.73, 15.51]
7.50 [7.5, 1166.5]
	83.59 
[41.45, 168.54]
	<0.0001

	183
	All IEP
	2542
326.54 [308.20, 345.98]
373.15 [7.5, 9205.6]
	574
8.39 [7.61, 9.24]
7.50 [7.5, 583.5]
	38.94 
[35.34, 42.91]
	<0.0001

	
	12 to <18
	192
510.77 [417.13, 625.42]
551.65 [7.5, 4856.9]
	32
7.51 [5.30, 10.66]
7.50 [7.5, 7.5]
	67.99 
[48.41, 95.48]
	<0.0001

	
	18 to <46
	1316
324.06 [299.38, 350.78]
347.70 [7.5, 8151.8]
	229
8.38 [7.26, 9.66]
7.50 [7.5, 583.5]
	38.69 
[33.61, 44.54]
	<0.0001

	
	46 to <65
	850
319.47 [287.24, 355.30]
367.48 [7.5, 9205.6]
	140
7.90 [6.49, 9.62]
7.50 [7.5, 376.3]
	40.42 
[33.15, 49.29]
	<0.0001

	
	65 to <75
	147
222.27 [181.60, 272.05]
268.50 [7.5, 4091.2]
	135
8.28 [6.71, 10.22]
7.50 [7.5, 193.9]
	26.83 
[20.79, 34.63]
	<0.0001

	
	≥75
	37
280.69 [172.33, 457.19]
419.20 [7.5, 3247.3]
	38
8.87 [5.51, 14.27]
7.50 [7.5, 7.5]
	31.65 
[17.77, 56.38]
	<0.0001

	ANOVA = analysis of variance; CI = confidence interval; GMT = geometric mean titer; IEP = immunogenicity evaluable population; LLOQ = lower limit of quantitation; Max = maximum; Min = minimum; n = number of participants with a sample result available at the indicated visit; N/A = not applicable; SNA = serum neutralizing antibody. Ratio of GMT is (CHIKV VLP: placebo). Geometric mean titer estimates, together with their 95% CIs, are derived from an ANOVA model that includes site and treatment group as fixed effects, assuming normality of the log titers. Ratios of GMT and 95% CIs are derived from the same model. p-value tests equivalence of group GMT on the log scale (ie, ratio of GMT equal to 1). Median and range are based on raw values.
Note: IEP = Exposed participants who have no measurable CHIKV SNA at Day 1, have an evaluable Day 22 serum sample result within analysis window (Day 19 through Day 27, inclusive), and have no exclusionary protocol deviation as defined prior to unblinding. Values below lower limit of quantitation (LLOQ=15) were assigned the value LLOQ/2=7.5. Note that trial EBSI-CV-317-002 did not have a Day 15 immunogenicity time point, trial EBSI-CV-317-005 did not have a Day 8 immunogenicity time point, and EBSI-CV-317-010 did not have a Day 183 SNA timepoint.
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Table S 3. Anti-CHIKV SNA geometric mean titer (GMT), all ages pooled, by subgroups (immunogenicity evaluable population)
	Trial Day
	Group
	Subgroup
	CHIKV VLP
n
GMT [95% CI]
Median [Min, Max]
	Placebo
n
GMT [95% CI]
Median [Min, Max]
	Ratio of GMT
[95% CI]
	p-value

	8
	All IEP
	All IEP
	2591
96.48 [90.31, 103.08]
91.50 [7.5, 48641.3]
	419
7.62 [6.68, 8.70]
7.50 [7.5, 9949.3]
	12.66 
[11.08, 14.45]
	<0.0001

	
	Sex
	Male
	1266
81.79 [74.45, 89.84]
82.90 [7.5, 31974.5]
	207
7.51 [6.24, 9.04]
7.50 [7.5, 151.4]
	10.89 
[9.02, 13.15]
	<0.0001

	
	
	Female
	1325
113.10 [102.32, 125.01]
102.50 [7.5, 48641.3]
	212
7.73 [6.39, 9.35]
7.50 [7.5, 9949.3]
	14.63 
[12.13, 17.65]
	<0.0001

	
	Race
	White
	1904
96.74 [88.50, 105.76]
92.95 [7.5, 48641.3]
	313
7.68 [6.55, 9.01]
7.50 [7.5, 9949.3]
	12.60
 [10.80, 14.69]
	<0.0001

	
	
	African American
	486
108.71 [91.04, 129.82]
84.60 [7.5, 31974.5]
	76
8.78 [6.31, 12.22]
7.50 [7.5, 7.5]
	12.39 
[8.97, 17.10]
	<0.0001

	
	
	Asian
	74
102.65 [71.38, 147.62]
88.70 [7.5, 11122.5]
	14
8.98 [3.99, 20.20]
7.50 [7.5, 7.5]
	11.43 
[4.79, 27.26]
	<0.0001

	
	
	Other
	108
99.24 [71.34, 138.04]
113.10 [7.5, 1982.7]
	12
4.44 [1.81, 10.87]
7.50 [7.5, 7.5]
	22.37 
[8.95, 55.94]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	2090
93.55 [86.31, 101.39]
90.80 [7.5, 48641.3]
	343
7.36 [6.34, 8.54]
7.50 [7.5, 151.4]
	12.71 
[10.98, 14.73]
	<0.0001

	
	
	Hispanic or Latino
	448
108.19 [87.64, 133.55]
95.25 [7.5, 13979.2]
	64
8.92 [6.11, 13.01]
7.50 [7.5, 9949.3]
	12.13 
[8.51, 17.30]
	<0.0001

	15
	All IEP
	All IEP
	2637
1019.42 [955.69, 1087.40]
1151.30 [7.5, 52909.3]
	571
8.53 [7.65, 9.51]
7.50 [7.5, 9907.9]
	119.55 
[107.28, 133.23]
	<0.0001

	
	Sex
	Male
	1262
783.37 [713.15, 860.49]
863.85 [7.5, 42325.5]
	272
8.90 [7.60, 10.41]
7.50 [7.5, 9907.9]
	88.06 
[75.15, 103.19]
	<0.0001

	
	
	Female
	1375
1351.78 [1231.46, 1483.85]
1425.90 [7.5, 52909.3]
	299
8.65 [7.45, 10.06]
7.50 [7.5, 384.6]
	156.19 
[135.17, 180.49]
	<0.0001

	
	Race
	White
	1963
987.14 [906.13, 1075.39]
1111.50 [7.5, 52909.3]
	430
8.48 [7.42, 9.69]
7.50 [7.5, 9907.9]
	116.44 
[102.65, 132.09]
	<0.0001

	
	
	African American
	476
1132.62 [959.79, 1336.57]
1207.00 [7.5, 42325.5]
	101
8.95 [6.79, 11.78]
7.50 [7.5, 384.6]
	126.61 
[97.30, 164.75]
	<0.0001

	
	
	Asian
	67
1299.50 [915.35, 1844.87]
1381.50 [45.4, 13296.4]
	15
7.36 [3.59, 15.11]
7.50 [7.5, 7.5]
	176.47 
[78.89, 394.74]
	<0.0001

	
	
	Other
	110
831.81 [615.98, 1123.25]
1427.25 [7.5, 14595.8]
	18
5.61 [2.83, 11.15]
7.50 [7.5, 7.5]
	148.19 
[73.86, 297.33]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	2067
1008.33 [926.47, 1097.43]
1135.70 [7.5, 52929.3]
	424
8.08 [7.10, 9.19]
7.50 [7.5, 9907.9]
	124.80 
[110.43, 141.03]
	<0.0001

	
	
	Hispanic or Latino
	518
1084.98 [890.00, 1322.67]
1259.55 [7.5, 25301.6]
	134
10.41 [7.76, 13.96]
7.50 [7.5, 3783.1]
	104.25 
[80.40, 135.18]
	<0.0001

	22
	All IEP
	All IEP
	2829
1556.03 [1465.56, 1652.10]
1734.70 [7.5, 60115.8]
	607
8.52 [7.68, 9.46]
7.50 [7.5, 6007.3]
	182.56 
[164.33, 202.82]
	<0.0001

	
	Sex
	Male
	1362
1296.45 [1185.57, 1417.70]
1434.45 [7.5, 60115.8]
	287
8.85 [7.59, 10.32]
7.50 [7.5, 6007.3]
	146.49 
[125.33, 171.22]
	<0.0001

	
	
	Female
	1467
1858.80 [1704.42, 2027.17]
2114.50 [7.5, 39875.7]
	320
8.48 [7.33, 9.80]
7.50 [7.5, 1010.8]
	219.30 
[190.31, 252.71]
	<0.0001

	
	Race
	White
	2097
1539.29 [1423.30, 1664.73]
1741.50 [7.5, 39875.7]
	460
8.14 [7.18, 9.23]
7.50 [7.5, 1166.5]
	189.11 
[167.80, 213.13]
	<0.0001

	
	
	African American
	515
1646.32 [1394.97, 1942.96]
1566.30 [7.5, 60115.8]
	107
10.21 [7.75, 13.46]
7.50 [7.5, 977.4]
	161.18 
[123.82, 209.82]
	<0.0001

	
	
	Asian
	79
2193.23 [1689.64, 2846.90]
2540.60 [49.7, 11907.5]
	15
7.19 [4.03, 12.83]
7.50 [7.5, 7.5]
	304.93 
[163.34, 569.24]
	<0.0001

	
	
	Other
	117
1326.13 [924.22, 1902.81]
2110.20 [7.5, 20767.3]
	18
11.36 [4.87, 26.46]
7.50 [7.5, 6007.3]
	116.78 
[49.77, 274.00]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	2233
1557.58 [1439.57, 1685.26]
1729.60 [7.5, 60115.8]
	451
8.33 [7.36, 9.42]
7.50 [7.5, 6007.3]
	186.97 
[166.06, 210.52]
	<0.0001

	
	
	Hispanic or Latino
	542
1581.91 [1296.51, 1930.14]
1868.00 [7.5, 18917.9]
	143
9.27 [6.95, 12.38]
7.50 [7.5, 1166.5]
	170.59 
[132.92, 218.95]
	<0.0001

	183
	All IEP
	All IEP
	2542
326.54 [308.20, 345.98]
373.15 [7.5, 9205.6]
	574
8.39 [7.61, 9.24]
7.50 [7.5, 583.5]
	38.94 
[35.34, 42.91]
	<0.0001

	
	Sex
	Male
	1206
236.06 [216.28, 257.66]
249.35 [7.5, 3338.6]
	270
8.43 [7.32, 9.71]
7.50 [7.5, 260.2]
	28.01 
[24.33, 32.25]
	<0.0001

	
	
	Female
	1336
435.65 [402.27, 471.80]
470.40 [7.5, 9205.6]
	304
8.44 [7.40, 9.62]
7.50 [7.5, 583.5]
	51.64 
[45.48, 58.64]
	<0.0001

	
	Race
	White
	1919
358.74 [333.77, 385.57]
417.60 [7.5, 9205.6]
	435
8.02 [7.15, 8.99]
7.50 [7.5, 583.5]
	44.73 
[40.09, 49.91]
	<0.0001

	
	
	African American
	433
223.34 [191.62, 260.31]
209.20 [7.5, 3263.6]
	100
10.46 [8.15, 13.42]
7.50 [7.5, 376.3]
	21.36 
[16.75, 27.24]
	<0.0001

	
	
	Asian
	69
317.92 [230.10, 439.26]
378.40 [20.0, 4324.9]
	15
6.65 [3.36, 13.15]
7.50 [7.5, 7.5]
	47.84 
[22.39, 102.20]
	<0.0001

	
	
	Other
	102
289.25 [220.18, 379.97]
337.50 [7.5, 1886.8]
	17
11.07 [5.80, 21.10]
7.50 [7.5, 293.5]
	26.14 
[13.43, 50.86]
	<0.0001

	
	Ethnicity
	Not Hispanic or Latino
	2017
328.04 [379.50, 350.28]
379.50 [7.5, 9205.6]
	428
8.29 [7.41, 9.27]
7.50 [7.5, 376.3]
	39.59 
[35.38, 44.30]
	<0.0001

	
	
	Hispanic or Latino
	472
310.65 [264.52, 364.83]
352.45 [7.5, 5950.0]
	133
8.39 [6.63, 10.62]
7.50 [7.5, 583.5]
	37.03 
[30.07, 45.60]
	<0.0001

	ANOVA = analysis of variance; CI = confidence interval; GMT = geometric mean titer; IEP = immunogenicity evaluable population; LLOQ = lower limit of quantitation; Max = maximum; Min = minimum; n = number of participants with a sample result available at the indicated visit; N/A = not applicable;SNA = serum neutralizing antibody. Ratio of GMT is (CHIKV VLP: placebo). Geometric mean titer estimates, together with their 95% CIs, are derived from an ANOVA model that includes site and treatment group as fixed effects, assuming normality of the log titers. Ratios of GMT and 95% CIs are derived from the same model. p-value tests equivalence of group GMT on the log scale (ie, ratio of GMT equal to 1). Median and range are based on raw values.
Note: IEP = Exposed participants who have no measurable CHIKV SNA at Day 1, have an evaluable Day 22 serum sample result within analysis window (Day 19 through Day 27, inclusive), and have no exclusionary protocol deviation as defined prior to unblinding. Values below lower limit of quantitation (LLOQ=15) were assigned the value LLOQ/2=7.5. Note that trial EBSI-CV-317-002 did not have a Day 15 immunogenicity time point, trial EBSI-CV-317-005 did not have a Day 8 immunogenicity time point, and EBSI-CV-317-010 did not have a Day 183 SNA timepoint.




Table S 4. Anti-CHIKV SNA geometric mean titer (GMT), by trial visit, by baseline serostatus subgroups (modified intent-to-treat population)
	Subgroup
	Trial Day
	CHIKV VLP
n
GMT [95% CI]
Median [Min, Max]
	Placebo
n
GMT [95% CI]
Median [Min, Max]
	Ratio of GMT
[95% CI]
	p-value

	Seronegative
	1
	2980
7.50 [7.50, 7.50]
7.50 [7.5, 7.5]
	648
7.50 [7.50, 7.50]
7.50 [7.5, 7.5]
	N/A
	N/A

	
	8
	2722
98.31 [92.41, 104.58]
92.25 [7.5, 48641.3]
	446
7.79 [6.87, 8.83]
7.50 [7.5, 9949.3]
	12.62
[11.10, 14.35]
	<0.0001

	
	15
	2750
1017.97 [957.83, 1081.88]
1152.40 [7.5, 52909.3]
	606
8.47 [7.64, 9.39]
7.50 [7.5, 9907.9]
	120.19
[108.26, 133.45]
	<0.0001

	
	22
	2846
1553.49 [1463.89, 1648.58]
1731.45 [7.5, 60115.8]
	614
8.52 [7.68, 9.45]
7.50 [7.5, 6007.3]
	182.40
[164.31, 202.48]
	<0.0001

	
	183
	2647
327.33 [310.06, 345.57]
377.50 [7.5, 9205.6]
	603
8.34 [7.60, 9.15]
7.50 [7.5, 583.5]
	39.23
[35.70, 43.11]
	<0.0001

	Seropositive
	1
	71
266.49 [144.76, 490.59]
179.00 [15.2, 18845.1]
	15
276.17 [68.74, 1109.57]
661.30 [25.6, 12580.8]
	N/A
	N/A

	
	8
	66
957.76 [566.17, 1620.21]
1924.30 [7.5, 67759.9]
	6
191.65 [33.02, 1112.19]
461.18 [7.5, 9294.6]
	5.00
[0.80, 31.12]
	0.0831

	
	15
	64
3196.07 [1859.72, 5492.66]
2864.30 [113.7, 99599.9]
	15
257.10 [80.47, 821.47]
999.90 [7.5, 12985.0]
	12.43
[3.62, 42.69]
	0.0002

	
	22
	68
3656.87 [2113.67, 6326.75]
3834.20 [7.5, 99599.9]
	12
124.26 [32.70, 472.26]
33.95 [7.5, 9728.1]
	29.43
[7.42, 116.80]
	<0.0001

	
	183
	64
995.26 [610.18, 1623.37]
1101.75 [46.9, 79282.1]
	12
37.18 [11.64, 118.73]
21.50 [7.5, 6683.2]
	26.77
[7.74, 92.65]
	<0.0001


Modified intent-to-treat (mITT) is all randomized participants who were vaccinated with IP (ie, CHIKV VLP vaccine or placebo) and had at least one post injection anti CHIKV human SNA assay titer result. ANOVA = analysis of variance; CI = confidence interval; GMT = geometric mean titer; LLOQ = lower limit of quantification; Max = maximum; Min = minimum; n = the number of participants with a sample result available at the indicated visit; N/A = not applicable; SNA = serum neutralizing antibody. Seronegative was defined as those participants with baseline anti-CHIKV SNA titer less than the LLOQ of 15; seropositive was defined as those participants with baseline anti-CHIKV SNA titer ≥LLOQ of 15. GMT estimates, together with their 95% CIs, are derived from an ANOVA model that includes site and treatment group as fixed effects, assuming normality of the log titers. Ratios of GMT and 95% CIs are derived from the same model. p-value tests equivalence of group GMT on the log scale (ie, ratio of GMT equal to 1). Ratio of GMT is (CHIKV VLP vaccine: placebo). Median and range are based on raw values. 

Table S 5. Anti-CHIKV SNA seroresponse rate by trial visit, by baseline serostatus subgroups (modified intent-to-treat population)
	Subgroup
	Trial Day
	Seroresponse Rate
CHIKV VLP Vaccine
n/N (%)
[95% CI]
	Seroresponse Rate Placebo
n/N (%)
[95% CI]
	Seroresponse Rate Difference [95% CI]
	p-value

	Seronegative
	1
	0/2980 (0.0)
[0.0, 0.1]
	0/648 (0.0) 
[0.0, 0.6]
	N/A
	N/A

	
	8
	1284/2722 (47.2)
[45.3, 49.0]
	4/446 (0.9)
[0.3, 2.3]
	46.3
[43.9, 48.2]
	<0.0001

	
	15
	2639/2750 (96.0)
[95.2, 96.6]
	9/606 (1.5)
[0.8, 2.8]
	94.5
[92.9, 95.5]
	<0.0001

	
	22
	2766/2846 (97.2) 
[96.5, 97.7]
	7/614 (1.1) 
[0.6, 2.3]
	96.0 
[94.7, 96.9]
	<0.0001

	
	183
	2254/2647 (85.2)
[83.7, 86.5]
	9/603 (1.5)
[0.8, 2.8]
	83.7
[81.7, 85.1]
	<0.0001

	Seropositive
	1
	40/71 (56.3)
[44.8, 67.3]
	10/15 (66.7)
[41.7, 84.8]
	N/A
	N/A

	
	8
	55/66 (83.3)
[72.6, 90.4]
	3/6 (50.0)
[18.8, 81.2]
	33.3
[0.3, 65.4]
	0.0832

	
	15
	64/64 (100.0)
[94.3, 100]
	8/15 (53.3)
[30.1, 75.2]
	46.7
[24.1, 69.9]
	<0.0001

	
	22
	67/68 (98.5) 
[92.1, 99.7]
	5/12 (41.7) 
[19.3, 68.0]
	56.9
[29.7, 79.2]
	<0.0001

	
	183
	60/64 (93.8)
[85.0, 97.5]
	4/12 (33.3)
[13.8, 60.9]
	60.4
[31.5, 80.3]
	<0.0001

	CI = confidence interval; LLOQ = lower limit of quantitation; n = number of participants with seroresponse ≥titer 100; N = total number of participants in the group.  N/A = not applicable; SNA = serum neutralizing antibody. Seronegative was defined as those participants with baseline anti-CHIKV SNA titer less than the LLOQ of 15; seropositive was defined as those participants with baseline anti-CHIKV SNA titer ≥LLOQ of 15. 
Seroresponse rate is n divided by N. Seroresponse rate 95% CIs are based on the Wilson method. Seroresponse rate difference is (CHIKV VLP vaccine minus placebo); 95% CIs are based on the Newcombe hybrid score method. P-value is from a 2-sided chi-square test of equality of seroresponse percentages between groups.



Table S 6. Unsolicited adverse events through 28 days postvaccination occurring in ≥0.1% (n=5) of total participants by descending preferred term and treatment group (safety population)
	Preferred Term (MedDRA 26.0)
	CHIKV VLP
(N=3141) n (%)
	Placebo
(N=675) n (%)

	
	
	

	Any Unsolicited AE
	492 (15.66)
	97 (14.37)

	COVID-19
	64 (2.04)
	11 (1.63)

	Headache
	24 (0.76)
	3 (0.44)

	Arthralgia
	17 (0.54)
	4 (0.59)

	Upper respiratory tract infection
	14 (0.45)
	7 (1.04)

	Sinusitis
	15 (0.48)
	4 (0.59)

	Fatigue
	13 (0.41)
	3 (0.44)

	Back pain
	12 (0.38)
	3 (0.44)

	Hypertension
	13 (0.41)
	2 (0.30)

	Anxiety
	12 (0.38)
	2 (0.30)

	Oropharyngeal pain
	13 (0.41)
	1 (0.15)

	Nausea
	12 (0.38)
	1 (0.15)

	Rash
	13 (0.41)
	0

	Cough
	10 (0.32)
	1 (0.15)

	Depression
	7 (0.22)
	4 (0.59)

	Myalgia
	8 (0.25)
	3 (0.44)

	Dizziness
	9 (0.29)
	1 (0.15)

	Diarrhoea
	8 (0.25)
	1 (0.15)

	Nasal congestion
	7 (0.22)
	2 (0.30)

	Rhinorrhoea
	7 (0.22)
	2 (0.30)

	Nasopharyngitis
	7 (0.22)
	1 (0.15)

	Bronchitis
	6 (0.19)
	2 (0.30)

	Urinary tract infection
	7 (0.22)
	1 (0.15)

	Influenza
	4 (0.13)
	3 (0.44)

	Muscle strain
	6 (0.19)
	1 (0.15)

	Attention deficit hyperactivity disorder
	5 (0.16)
	1 (0.15)

	Gastroenteritis
	5 (0.16)
	1 (0.15)

	Gastroesophageal reflux disease
	5 (0.16)
	1 (0.15)

	Skin laceration
	5 (0.16)
	1 (0.15)

	Viral infection
	6 (0.19)
	0

	Ear infection
	5 (0.16)
	0

	Injection site bruising
	3 (0.10)
	2 (0.30)

	Injection site pain
	5 (0.16)
	0

	Insomnia
	5 (0.16)
	0

	Ligament sprain
	5 (0.16)
	0

	Neck pain
	4 (0.13)
	1 (0.15)

	Presyncope
	5 (0.16)
	0

	Respiratory tract infection
	5 (0.16)
	0

	Vomiting
	4 (0.13)
	1 (0.15)


Percentages are based on the number of safety population participants in each treatment group. Participants are counted once within each preferred term. Preferred terms are ordered by descending total frequency. N = number of participants per group; n = number of participants per parameter


Table S 7. Solicited and unsolicited adverse events of special interest throughout trial by system organ class, preferred term, and treatment group (safety population)
	System Organ Class
Preferred Term
	CHIKV VLP
(N=2996) n (%)
	Placebo
(N=671) n (%)

	Any Solicited and Unsolicited AESI
	6 (0.20) 
	2 (0.30)

	Injury, poisoning and procedural complications
	0
	1 (0.15)

	Joint dislocation
	0
	1 (0.15)

	Musculoskeletal and connective tissue disorders
	6 (0.20)
	1 (0.15)

	Arthralgia
	5 (0.17)
	1 (0.15)

	Spinal osteoarthritis
	1 (0.03)
	0


Percentages are based on the number of safety population participants in each treatment group. Participants are counted once within each system organ class and preferred term. Preferred terms are ordered by descending total frequency within alphabetic system organ class. AESI = adverse event of special interest; N = number of participants per group; n = number of participants per parameter


Table S 8. Summary of reactogenicity postvaccination by maximum severity and treatment group - safety population, all ages pooled by sex subgroups
	Reactogenicity Parameter
	CHIKV VLP

	Placebo

	MALE

	N
	1520
	324

	Any Reaction n/N (%)
	447/1500 (29.80)
	67/314 (21.34)

	≥Grade 3, n/N (%)
	16/1500 (1.07)
	1/314 (0.32)

	Mean duration in days (SD)
	2.0 (1.46)
	1.7 (1.46)

	Local Reaction n/N (%)
	273/1500 (18.20)
	21/314 (6.69)

	≥Grade 3, n/N (%)
	4/1500 (0.27)
	0

	Mean duration in days (SD)
	1.5 (1.00)
	1.1 (0.44)

	Systemic Reaction n/N (%)
	361/1500 (24.07)
	59/314 (18.79)

	≥Grade 3, n/N (%)
	15/1500 (1.00)
	1/314 (0.32)

	Mean duration in days (SD)
	2.0 (1.49)
	1.8 (1.53)

	Any Unsolicited AE
	199 (13.09)
	38 (11.73)

	≥Grade 3
	19 (1.25) 
	1 (0.31)

	Treatment-related
	33 (2.17) 
	4 (1.23)

	Serious AEs
	13 (0.86)
	0

	FEMALE

	N
	1621
	351

	Any Reaction n/N (%)
	709/1615 (43.90)
	87/347 (25.07)

	≥Grade 3, n/N (%)
	34/1615 (2.11)
	2/347 (0.58)

	Mean duration in days (SD)
	2.1 (1.41)
	1.9 (1.25)

	Local Reaction n/N (%)
	457/1614 (28.31)
	32/347 (9.22)

	≥Grade 3, n/N (%)
	2/1614 (0.12)
	0

	Mean duration in days (SD)
	1.7 (1.04)
	1.2 (0.45)

	Systemic Reaction n/N (%)
	595/1615 (36.84)
	84/347 (24.21)

	≥Grade 3, n/N (%)
	33/1615 (2.04)
	2/347 (0.58)

	Mean duration in days (SD)
	2.0 (1.45)
	1.9 (1.25)

	Any Unsolicited AE
	293 (18.08)
	59 (16.81)

	≥Grade 3
	22 (1.36) 
	3 (0.85)

	Treatment-related
	41 (2.53) 
	9 (2.56)

	Serious AEs
	18 (1.11)
	4 (1.14)


Percentages are based on the number of safety population participants in each treatment group who have completed any diary anytime. Participants are counted at most once per sign or symptom at the highest severity reported. N = number of participants per group; n = number of participants per parameter; SD = standard deviation

Table S 9. Summary of reactogenicity postvaccination by maximum severity and treatment group by baseline serostatus subgroups (safety population)
	Reactogenicity Parameter
	CHIKV VLP
	Placebo

	SERONEGATIVE

	N
	3067
	658

	Any Reaction n/N (%)
	1131/3042 (37.18)
	150/645 (23.26)

	≥Grade 3, n/N (%)
	47/3042 (1.55)
	3/645 (0.47)

	Mean duration in days (SD)
	2.0 (1.44)
	1.8 (1.29)

	Local Reaction n/N (%)
	716/3041 (23.54)
	51/645 (7.91)

	≥Grade 3 n/N (%)
	5/3041 (0.16)
	0

	Mean duration in days (SD)
	1.6 (1.03)
	1.1 (0.36)

	Systemic Reaction n/N (%)
	931/3042 (30.60)
	140/645 (21.71)

	≥Grade 3, n/N (%)
	45/3042 (1.48)
	3/645 (0.47)

	Mean duration in days (SD)
	2.0 (1.47)
	1.8 (1.31)

	Any Unsolicited AE
	485 (15.81)
	96 (14.59)

	≥Grade 3
	41 (1.34) 
	4 (0.61)

	Treatment-related
	74 (2.41)
	13 (1.98)

	Serious AEs
	31 (1.01)
	4 (0.61)

	SEROPOSITIVE

	N
	72
	16

	Any Reaction n/N (%)
	24/71 (33.80)
	4/15 (26.67)

	≥Grade 3, n/N (%)
	3/71 (4.23)
	0

	Mean duration in days (SD)
	1.9 (1.19)
	2.8 (2.87)

	Local Reaction n/N (%)
	14/71 (19.72)
	2/15 (13.33)

	≥Grade 3, n/N (%)
	1/71 (1.41)
	0

	Mean duration in days (SD)
	1.6 (1.08)
	2.0 (1.41)

	Systemic Reaction n/N (%)
	24/71 (33.80)
	3/15 (20.00)

	≥Grade 3, n/N (%)
	3/71 (4.23)
	0

	Mean duration in days (SD)
	1.7 (1.20)
	3.3 (3.21)

	Any Unsolicited AE
	7 (9.72)
	1 (6.25)

	≥Grade 3
	0
	0

	Treatment-related
	0
	0

	Serious AEs
	0
	0


Percentages are based on the number of safety population participants in each treatment group who have completed any diary anytime. Participants are counted at most once per sign or symptom at the highest severity reported. N = number of participants per group; n = number of participants per parameter; SD = standard deviation
