Table S1. Minimally mutated variants of VRC01 (MinVRCO01) and 12A21 (Min12A21)
show high retention of neutralization breadth and potency compared to affinity-mature
antibodies. VRCO01, MinVRCO01, 12A21, and Min12A21 were tested on a cross-clade 80-virus
panel. Presented values are neutralization ICsy in pg/ml and colored according to the listed
legend.
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Neutralization

VRCO1  MinVRCO1  12A21  Min12A21 1Co (narml)
0.425 0.642 0.077 0.267 10.0
0.252 0.319 0.141 0.480 _

005 0030 0033 4049 [ 0001
1.46 1.33 0.799 1.857
0.097 - 0.338 > 50
0.648 0.328 0.262 0.886
0.329 0.332 0.070 0.203
1.98 1.45 0.710 4.51

0043 0016 | 0005 50
0.129 0.516 - 0.280
2.42 0.750 0.083 1.24
0.125 - 0.269 > 50
0.189 3.43 - 2.76
1.71 0.764 0.466 > 50
1.54 1.57 - > 50
0.160 - 0.480 0.987
0.475 0.169 0.070 0.267
0.543 0.253 0.120 0.778
>50 >50 0.665 > 50
0.748 0.686 - 0.197
1.07 0.780 0.131 0.447
0.084 - 0.094 > 50
>50 >50 > 50 > 50
3.08 1.11 2.99 > 50
1.06 0.750 0.211 0.739
0.231 0.101 - 0.184
0.230 0.123 - 0.163
0.431 0.292 0.170 > 50
0.279 >50 - > 50
0.541 0.098 - 3.69
0.464 0.073 - 0.119
0.477 0.263 0.925 > 50
0.189 0.091 0.086 3.10
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Table S1 (Continued)

Neutralization

VIRUS CLADE VRCO1 MinVRCO1 12A21 Min12A21

1Cs (g/mL)
3301.v1.c24 AC 0.080
6041.v3.023 AC 10.0
6540.v4.c1 AC 1.00
6545.v4.c1 AC 0.100
CNE19 BC
CNE21 BC
CNE17 BC
CNE30 BC
CNE52 BC
CNES53 BC
CNES58 BC
6480.v4.c25 cD
6952.v1.c20 cD
6811.v7.c18 CD
89-F1 2 25 cD
0815.v3.c3 ACD
T257-31 CRF02_AG
928-28 CRF02_AG 0.173 0.103 0.161 0.476
T250-4 CRF02_AG >50 >50 > 50 > 50
T251-18 CRF02_AG 1.97 1.17 1.03 > 50
T278-50 CRF02_AG >50 >50 > 50 > 50
T255-34 CRF02_AG 0.260 0.303 0.132
211-9 CRF02_AG 11.0 >50 7.44
©1080.c03 CRFO01_AE 1.48 >50 - 0.120
R2184.c04 CRFO1_AE --- 1.49
R3265.c06 CRFO1_AE 0.326 1.09 0.084 0.180
€3347.c11 CRFO01_AE ---
BJOX009000.02.4 CRFO1_AE 1.34 1.89 > 50 > 50
BJOX015000.11.5 CRFO1_AE (T/F) | 0.081 0.566 0.199 0.870
BJOX025000.01.1 CRFO1_AE (T/F)  0.601 1.06 0.144

BJOX028000.10.3 CRFO01_AE (T/F) >50 >50 --



