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A

Autologous NADb responses to wildtype and V1 deleted variants
of CH848 TF in SHIV CH848 infected RM plasma

CH848 w36con
Plasma CH848 CH848 TFdV1 (V1iA10aa+
Animal ID timepoint TF R336G (V1A10aa) Mut)
RM6167 w10 220 72 130 <20
w36 435 ND 948 28
B
Epitope mapping of autolog_;ous, strain-specific neutralizing mAbs from RM6163
CH848
CH848 TFdV1 CH848 CH848
Animal ID Antibody ID TF (A10aa) N301D N332D
RM6163 DH898.1 2.84 3.19 >50
w52 LN DH898.2 6.57 8.56 >50

DH898.3 3.69 5.93 >50
DH898.4 >50
DH898.5 >50
DH898.6 >50

Supplemental Figure S14
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hDHGSO.G E
DH650.4
D 0.02 ’ CH505TF gp120
gltlbody binding titer; EC50 (ug/ml)
Heavy chain (IGHV) Light chain (IGKV) WT A3711
mAb ID CDR3 length Mut. Freq. CDR3 length | Mut. Freq.
IGHV IGHJ (aa) %, o) IGKV (aa) %, nn) DH650 0.09 22.66
DH650 IGHVIH | IGHJ4-1 14 4.9% IGKV2-517 9 3.2% DH650.3 1.94 No binding
DH650.1 IGHV1-H IGHJ4-1 14 4.9% Unrecovered gene sequence L
DH650.2 IGHVI-H | IGHJ441 14 6.2% IGKV2-517 9 4.3% DH650.4 1.09 No binding
DH650.3 IGHVI-H | IGHJ4-1 14 4.9% IGKV2-517 9 4.3% DH650.5 2.02 No binding
DH650.4 IGHVI-H | IGHJ4-1 14 4.5% IGKV2-817 9 2.8% T o
DH650.5 IGHVI-H | IGHJ4-1 14 8.7% IGKV2-817 9 3.9% DH650.6 |  No binding No binding
DH650.6 IGHVI-H | IGHJ4-1 14 4.9% IGKV2-517 9 5.3% DH650.7 0.22 8.72
DH650.7 IGHVI-H | IGHJ4-1 14 6.9% IGKV2-817 9 3.9%
DH650.8 IGHVI-H | IGHJ4-1 14 4.9% IGKV2-817 9 4.6% DH650.8 0.10 7.52
DH650.9 IGHVI-H | IGHJ4-1 14 6.2% IGKV2-817 9 2.5% DH650.9 016 24.05
DH650.10 IGHVA-H | IGHJ4-1 14 8.3% IGKV2-517 9 3.2% o
DH650.11 IGHV1-H 1GHJ4-1 14 6.2% IGKV2-517 9 5.2% DH650.10 0.44 No binding
DH650.12 IGHV1-H IGHJ4-1 14 5.6% IGKV2-817 9 3.5% CH235 0.05 No binding
DH650.13 IGHVI-H | IGHJ4-1 14 5.6% IGKV2-517 9 3.2% o
DH650.14 IGHV1-H IGHJ4-1 14 8.0% Unrecovered gene sequence CH106 0.03 No binding
CH235 x CH505TF gp120 CH106 x CH505TF gp120 sCD4 x CH505TF gp120
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Antibody ID | TF 'II'F4 MuLV Atibod HIV-1 isolate/ Tier phenotype/ IC50, pug/mL

' 9y fbody [ CH505 ,pr Q168 Q842 BG1168 SF162 MulV
DH650 UCA | >50 ID TF
DH6501A1 >50 2 2 2 2 1 1 nla
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DH650.4 >50 CH235 > > > >
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IGHV4-ABB-5*01_58200 [BAGGEGEACETGEAGGCAGEEGGCEEEAGCGARTGGECAACEETTIEG A
Qv oEEN o MEN s ¢ P G EEMVI K P

RHAL1.V2.01H

RHA1.V2.02H

RHA1.V2.03H

RHA1.V2.04H

IGHV4-ABB-5*01_$8200 EGGATNGGGIATATEGGEGGIAGIAGHGGGAGEACETACTATAACCEETEEETEANGAGTIEGAGC IEACEATTTEAREGC G ARALCTIEEAA C AABEAG ITETEEETG AAGETG AGETET G TG AEECEEGEG c ARALG G IEEG
wEIle Yy @G 6 s s G s

RHAL1.V2.01H

RHA1.V2.02H
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RHA1.V2.04H

IGHV4-ABB-S*01_58200 EAEBTCECHEG
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IGLV1-ACN*02

RHAL.V2.01L

RHAL1.V2.02L

RHA1.V2.03L

RHAL.V2.04L

ACCCTGTIEECTCACETGIEG
SHEN T N s E T c A

CAGGTGCAGCTGCGGGAGT CGGGCCCAGGACTGGTGAAGCCTT CGGAGACCCTGGEMCCTCACCTGCGCTGT CT CTGGTGGHGGHGENT cCcliT CGGHEMlTHA CTACTGGAACTGGAT CCGCCAACCCCCEGGGAAGGGHMCTGGAG
9O V o LERNE s G P G L V K P s E T LML T c A V s G GHGENDE s FEGN FEEMY W N W I R Q P P G K G L E

CAGGTGCAGCTGCGGGAGT CGGGCCCAGGACTGGTGAAGCCTTCGGAGGCCCTGT CCCTCACCTGCHCTGT CTCTGGTGGHGGHGENT ccliT cGGHElTHA CTACTGGAABMTGGAT CCGCCAACCCCCEGGGAAGGGGCTGGAG
9O V o LERNE s G P G L V K P s EFAL S L T C T V s G GHGENDE s FHEGN FEEMY W N W I R Q P P G K G L E

CAGGTGCAGCTGCGGGAGT CGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGT CCCT CACCTGHG CTGTHT cTGGTGGHGGHGENT cCclT CGGHElTHA CTACTGGAACTGGAT CCGCCAACCCCCEGGGAAGGGGCTGGAG
e nl

9 V o LERNE s G P G L V K P s E T L § L T C A V S G G s/FHGH FBEM Yy w N W I R Q P P G K G L E
CAGGTGCAGCTGCGGGAGT CGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGT CCCTCACCTGCGCTGT CT CHGGTGGHGGHGENT ccliT cGGHElTHA CTECTGGAACTGGAT CCGCCAACCCCCEGGGAAGGGGCTGGAG
9 V. o LERME s G P G L V K P s E T L § L T C A V s G GHGENDE s FEGNFEEMF w N W I R Q P P G K G L E

TAT
Ty 'y NP sEEK s RIWETEI s rEDAT s K NUQIF sHEKEMs siT A ADiT ANEY

TGGATTGGEMATAT CGGTGGHMAGTAGTGGGAGHACCGACTHCAACCCCTCCCT CAAGAGT CGAGT CACCATTT CAAMGGA CBlCGT CCAGGAACCAGTTCTCCCTGAGGHTGAMAT CTGTGACCGCCGCGGACACGGCCGTGTAT
w I M1 ¢ ¢ s s ¢ s THMF N P s L K s R vV T I sHEoESIsPERIN 0 F s LERNLERNS V T A A D T A V Y
TGGATTGGGHATAT CGGTGGTANMTAGTGGHEIEEA CCGACTACAACCCCT CCCT CAAGAGT CGAGT CACCATTT CAAMGGA CHlCGT CCAAGAACCAGTTCTCCCTGAGGHTGABMCT CTGTGACCGCCGCGGACACGGCCGTGTAT
W I GHlMl 1 ¢ ¢'T s ¢cEETHENMY N~ P s L K s R v T I sHEMpoMESEs K N o F s LERNLENNSsS v T A A D T A V Y
TGGATTGGGHATAT CGGTGGTAGTAGTGGGEMA cCGACTACAABCCCTCCCT CAAGAGT CGAGT CACCATTT CAAMGGA CBlCGT CCAAGAACCAGTTCTCCCTGAGGHTGABMCT CTGTGACCGCCGCGGACACGGCCGTGTAT
W I GHlMl 1 ¢ ¢ s s ¢cElTHENMY N P s L K s R v T I sHEEMpo@ESls KR N o F s LERNLENNS v T A A D T A V Y
TGGATTGGGEATAT CGGTGGTAGTAGTGGHAGHA CCGACTACAACCCCT CCCT CAAGAGT CGAGT CACCATTT CAAGGA CBICGT CCAAGAACCAGTT CT CCCTGAGGHTGABCT CTGTGA CCGCCGCGGACACGGCCGTGTAT
w I M1 ¢ ¢ s s ¢ s THEMY N P s L K s R v T I sHEMpo@ESls K N o F s LERNLENNS v T A A D T A V Y

AAR
‘¥'c A R

T.CTGTGCGAGAAAGGG AL _GIGG-G_GG_G GTTETTEGATETCTGGGGEECTGGEACCECAATCATCATETCCTEA
FC R X IGEENIDN F _FTA-WFF_ HGH P BGH T P NN S S
T.CTGTG CIAGAAAGGG -G_GIGG-G_GG_G-GG-GG_G_GGGG-GG_

c Fly BENIDINDN ¥ feiQi Yy F T AlGIW Y F IDIEEM W el PlelT P NI s S
T.CTGTG CIAGAAAGGG -G_GIGG-G_GG_G-GG-GG_G_GGGG-GG_
F C 2 R[KIGEENDI rF |y EENIDIDN Y leiQiy F T Afelw Y F IDIEEN WGl pielT P NINNININ s S

T.CTGTGC.AGAAAGGG -G_GIGG-G_GG_G-GG-GG_G_GGGG-GG_
P oC Fly BENIDIIDN v Qi Yy F T AlGlw F F IDIEEM W el Plel T P NI s S

@Tc Alic _G.G-GGGG.G-GGG-G.GGG_G_GGG.G-G_ G ¢ DTATTATIG TG BAG TG ¢ TARISAG BAIG BTTEISIAIG GAl
s DVIEEM T ol P P s vl fen a ol R IVl T BEW s ¢ T [6 S s N EING 6 Y Y @Iwmo w Y Qo o BENPIG
CAGTHTGTGCTGACGCAGCCGCCCTCAGTGTCTGGGGCGCCCGGGCAGAMGGTCACCATCTCCTGCACTGGGAGGAGHT CCAAMMT TGGHMGGTIMATTATGTGCAGTGGTACCAGCAGCTTCCAGGA
QlF v . T © P P S V S G A P G ©Q T Vv T I s Cc T GWPRMWSsS s N F G GH MY VvV Q W Y O Q© L P G
CAGTHTGTGCTGACGCAGCCGCCCTCAGTGTCTGGGGCGCCCGGHEMCAGAGGGTCACGBATCTCCTGCACTGGGAGGAGHT CCAAMMT TGGIMGGTIMATTATGTGCAGTGGTACCAGCAGCTTCCAGGA
QlF v . T © P P S V S G A P G © R V T I s Cc T GPRWSsS s N F G GHB MY VvV Q W Y O Q© L P G
CAGTHTGTGCTGACGCAGCCGCCCTCAGTGTCTGGGGCGCCCGGHEMCAGAGGGTCACCATCTCCTGCACTGGGAGGAGHT CCAAMMT TGGIMGGTTATTATGTGCAGTGGTACCAG CABMICTTCCAGGA
QU F/V L T Q P P S V S G A P G O R V T I s C T GWEMsS s NIF G G Y Y V O W Y Q O L P G
CAGTHTGTGCTGACGCAGCCGCCCTCAGTGTCTGGGGCGCCCGGGCAGAGGGTCACCATCTCCTGCACTGGGAGGAGHT CCAAMMTMGGHMGGTIMATTATGTGCAGTGGTACCABICAGCTTCCAGGA
QlF v . T © P P S V S G A P G © R V T I s Cc T GPRWSsSs s N F G GHB MY VvV Q W Y O Q L P G

-GG_G_G. —GGGG_ ATEGATTETCT GG ETCICEAGTET G GTACETEAG
A P K IINNENNTH v BEMIN N XK R P S [G WV s @ER F s ielsfolsieiT s A s EEE T BDNT

ACGGCCCCCAGACTCGIT CATCTHITGAAAATGATAGG CGACCCTCAGGGGTTT CTGATCGATTCT CTGGCTCCCAGT CTGGTGICCTCAGCCT CCCTGACCAT CACTGGACTCCAGTCTGAGGATGAG
T A P @R L M I F E ~NBRIR P S G V S D R F S G S Q S GpM@AWSs A s L T I T G L Q S E D E
ACGGCCCCCAARACTCGITCATCTATGAAAATAATAGG CGACCCTCAGGGGTT T CTGAGICGATTCTCTGGCTCCCAGT CTGGTEICCTCAGCCT CCCTGACCAT CACTGGGICTCCAGTCTGAGGATGAG
T A P K L M1 Yy E N NPMPMR P S G VvV sHMR F s G S Q S Gp@Ms A s L T I T G L Q S E D E
ACGGCCCCCAAACT CGITCATCTATGAAAATAATAGG CGACCCTCAGGGGTTT CTGAGICGATTCT CTGGCTCCCAGT CTGGTGICCTCAGCCT CCCTGACCAT CACTGGACTGICAGTCTGAMGATGAG
T A P K L i1 Yy E N NPMR P S G V sHEMR F s G S Q S GcpP@AMs A s L T I T G L Q s EEMoLo E
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T A P @R L M I Yy E N NMPMMER P S G V S D R F S G S Q S GGpP@Ws A s L T I T G L Q S E D E

G ¢ AEITIEIEAG TEITIC AIG G AN
G BEW o s EEN D HEN

GETGATTATTAQGTG TEETATG AGAG EAG BT
AWDN Y Y c[ofls Yy @pWs s mom

GCTGATTATTACTGCCAGTGCTATGACAG.AGCGT_GG-GGGGG-G
A D Y Y Cc o [Wedy p s PvNEEN rF (¢ R el T 'R HEM T
GCTGATTATTACTGCCAGTGITATGACA.CA.CGTG_GG.GGGGGG-GG
A 0o vy vy c ofely p T T INEEENF NCENCENCE
GCTGATTATTACTGCCAGTGETATGA CAG[HAECG T ¢ IEANNEGG AG GGG GG MEEEG ¢
A D Y Yy ¢ o ey p s INNIEEN r IGENGENGE T 'RUEEN T
GCTGATTATTACTGCCAGTGETATGA CA@CA@CG T EEANNNGG AG GGG GG MEEEG GG
A 0o Y vy c ofely p 1 T INEEENr ICENCENCE r URUNNE T

]

Supplemental Figure S18



VH4-ABB*01 CAR-——— -
HCDR1 GD insertion DH3-9 ———-——-— YYEDDYGYYYT————————

JH2-P ——————— WYFDLW
RHA1.V2.01 CARKGEDFYEDDYGQYFTAGWFFDLW
RHA1.V2.02 CARKGEDFYEDDYGQYFTAGWYFDLW
RHA1.V2.03 CARKGEDFYEDDYGQYFTAGWYFDLW
RHA1.V2.04 CARKGEDFYEDDYGQYFTAGWFFDLW

VH4-ABB*01 CAR- -

DH3-9 ——————- YYEDDYGYYYT—-——————
JH2-Pp ——=————====————————- WYFDLW
RHA1.V2.01 -...KGEDF...... Q.F.AG.F....
RHA1.V2.02 -.-KGEDF...... Q.F.AG..... N
RHA1.V2.03 -...KGEDF...... Q.F.AG..... -
RHA1.V2.04 -..KGEDF...... Q.F.AG.F....

* *
C PGT145 CLTGSKHRLRDYFLYNEYGPNYEEWGDYLATLDVW E
PCT64-35S CMT---GVERGDFWSDDYS-QHYNT----YLIDVW
RHA1.V2.01 CAR----- KGEDFYEDDYG-QYFTA--——-GWFFDLWW
RHA1.V2.02 CAR----- KGEDFYEDDYG-QYFTA---GWYFDLW
RHA1.V2.03 CAR----- KGEDFYEDDYG-QYFTA-—--GWYFDLW
RHA1.V2.04 CAR----- KGEDFYEDDYG-QYFTA-——-GWFFDLW

D

—| V2 apex targeted antibodies

PGT151
N123

10E8
— 4E10
2F5
BANC195
_—

Total 208 strains

VRC13
VRC16
IOMA

e | Non-V2 apex-

N6

o . " 36 strains not
CHzsst2 targeted antibodies 157 strains 122t5"|?'": neutralized by
D as neutralized neutralze RHA1.V201,
o by PGT145 b“;ﬁcc“zzz;:' PGT145,0r CAP256-
2G12 VRC26.25

35022
ACS202
HJ16

VRC-PGO5
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DH1037 DH570.30 RHA1.V2.01
U108 7 :

B
Autoantigens
SSA SSB Sm RNP Scl 70 Jo1 dsDNA Cent B Histone
Positive control 1 - - - +
Positive control 2 + + + + +
Positive control 3 - - + + + -
CH65 - - - -
4E10 - + + - + + +
RHA1.V2.01 - - -
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Global panel

autologous

246F3
X1632
25710
CNE55
X2278
BJOX0020000
CNE8
CEO0217
TRO.11
CE1176.A3
CH119.10

BG505.T332N
CAP256SU
ZM233.6
WITO.33
T250-4
Q23.17
MT145K

CH505 TF

Rhesus mAbs

RM5695
RHA1.vV2.01 RHA1.V2.02 RHA1.V2.03 RHA1.V2.04 wk56 plasma
0.21 0.24 0.31 0.24 109
0.16 0.12 0.32 0.24 465
0.74 0.33 2.18 1.76
0.35 0.63 2.75 1.45
0.40 0.41 1.87 1.18
1.94 0.64 1.99 2.09
4.09 1.27 6.78 5.76
3.085 1.77 >50 >50
>50 >50 >50 >50
>50 >50 >50 >50
>50 >50 >50 <20
0.11
0.85

0.181

161

0463 | o0.180 0.648 0507 |

[ 421

Supplemental Figure S21

IC50 ug/mL

10-50
1.0-10
0.10-1.0
<0.10

Plasma ID50

20-100
100-500
500-5000



Virus ID Clade Virus ID Clade Virus ID Clade
0260.v5.c36] A 3988.25] B 286.36] C | 0.701
0330.v4.c3| A | 0.046 5768.04 B | 0.985 288.38] C >50
0439.v5c1] A >50 610110 B >50 0013095-2.11] C >50
3365.v2.020] A | 0.390 65353 B 4.16 001428-2.42]  C | 0.057
3718v3c11] A | 0.809 45_01dG5| B 3.97 00836-25| C >50
398-F1.F6.20] A >50 89.60G| B >50 0921v2c14] _C >50
BB201.842] A | HOIOHON AC1029] B 117 16055-23] G | 0.077
BB539.2B13| A >50 ADADG| B 8.96 168452.22]  C >50
BG505.W6M.C2| A | 0.067 Baloi| B >50 16936-221] C >50
BI369.9A| A | 0.083 BaL26| B >50 25710243 C | 0.856
BS208B1]| A | 0.045 BG1168.01] B >50 2571124 _C >50
KER2008.12] A | 0.043 BLOT.DG| B >50 25025-2.22]  C__ | 0.156
KER201811] A | 0013 BRO7.DG| B >50 26191-248] _C | 0.404
KNH1209.18] A | 0.958 Bx08.16| B | 0.073 3168.v4.c10| _C >50
MB201.A1| A CAANA2[ B >50 3637.v5.c3__C >50
MB539.2B7| A 1.36 CNET0| B >50 3873vic24| C 6.10
MI369.A5] A | 0.682 CNE12] B >50 426c] _C >50
MS208A1] A >50 CNET4| B >50 6322.v4cl| C >50
Q2317 A CNE4 B >50 6471.v1.c16] _C >50
Q250.17] A | 0.397 CNEs7| B >50 6631.v3.c10| _C >50
Q769.d22] A >50 HOs68| B 6644.v2.c33] _C >50
Q760.h5] A >50 HT593.1] B 6.70 6785514 C | 0.407
Qs42di2] A | 0.020 HxB2DG| B >50 6838.v1c35| C | 0.271
QH200.14M.A2] A >50 JRCSF.JB| B | 0015 96zZM651.02] _C >50
RW0202| A >50 JRFLJB[ B >50 BR025.9] C | 0.051
uGos7s| A >50 MN3[ B >50 CAP210E8| C
246-F3.C102 AC | 0.179 PVO.04| B >50 CAP244D3] C >50
3301.v1.c24| AC | >50 QHO515.01] B >50 CAP256.206.C9] C | 0.225
3589.v1.c4] AC | >50 QHo692.42] B >50 CAP45.G3[_C H
6540.v4.ci| AC | 0.199 REJO67] B 1.06 Cel176.A3] _C >50
6545.v4.c1| AC | 0120 RHPA7| B >50 CE703010217.86] _C 2.19
0815.v3.c3] ACD | >50 SC4228 B >50 CNE3o| C >50
6095.v1.c10] ACD SFi62LS| B >50 CNE3l| C >50
3468.v1.ci2] AD | >50 SS1196.01] B >50 CNEs3| C 6.18
Q168.a2] AD | 0.069 THRO.18| B >50 CNEs8|  C | 0.045
Q461.e2] AD | >50 TRJO.58] B >50 DU123.06] C | 0.281
62034501 AE TRO.11[ B >50 DU151.02] C 1.05
BJOX009000.02.4| _AE >50 WITO33| B | 0.019 DU156.12| C | 0.350
BJOX010000.06.2] AE >50 X2278.C2B6] B | 0.133 DU17217] _C >50
BJOX025000.01.1 AE >50 YU2DG| B >50 DU42201] C >50
BJOX028000.10.3] AE >50 BJOX002000.03.2] BC | 0.821 MWe5.26]  C H
C1080.c3| _AE CHo3s.12| BC | 1.97 so1s.18] C | 0.205
C2101.cl| AE >50 CH070.1|_BC | 0.052 TVi29| C 2.28
C3347.011| AE >50 CH117.4] BC TZA12517] G H
C4118.09] AE | 0.049 CH119.10] BC TZBD.02| C 4.01
CM244.ecl| AE CH181.12| BC ZA01229]  C >50
CNE3| AE | 0.041 CNE15] BC | >50 ZM106.9]__C
CNE5| AE | 0.017 CNE19| BC | >50 ZM1094| C >50
CNE55| AE | 1.7 CNE20| BC | 7.47 ZM135.10a] _C >50
CNEs6| AE >50 CNE21| BC | 0.069 ZM176.66] _C | 0.078
CNE59| AE | 0.02 CNE40| BC | >50 ZM197.7| _C
CNES| AE | 855 CNE7| BC | >50 ZM21415]  C >50
M02138|  AE >50 ZM2158]  C >50
R1166.c1] AE >50 ZM2336] _C
R2184.c4| AE >50 ZM2491] _C | 0.324
R3265.c6] AE >50 ZM53.12]  _C | 0.589
TH023.6] AE >50 ZM55.28a]  C >50
TH966.8] AE | 0.092 3326.v4.c3] CD | 0.162
THO76.17] AE >50 3337.42.c6] CD | >50
235-47] AG | 0.251 3817v2.059] CD | >50
242-14] AG | 0.869 191821.66.1] D __ [N
2638 AG | >50 231965.c01] D >50
269-12] AG | >50 24723 D | 0211
271-11] _AG_| 0.018 3016.35.c45] D | 0572
928-28] AG | >50 57128vrci5| D >50
DJ263.8] AG | 1.06 6405.v4.c34] D >50
T250-4]_AG A03349M1.vrcda| D >50
T251-18] AG | >50 A07412Mivrc12] D 9.22
T25311] AG | >50 NKU3006.eci| D >50
T255-34] AG | 0.077 UG021.16] D >50
T257-31] AG UG0242| D >50
T266-60] AG P0402.c211] G 2.14
T27850] AG | 9.27 P1981.C53] G >50
T2805] AG | >50 X1193c1| G >50
T337] AG | 0011 X1254.c3] G >50
X1632.52810] G | 0112
X2088.c9| G >50
X2131.C1.B5| G 5.90
SIVmac251.30.5G3] NA | >50
SVAMLV| NA | >50

Supplemental Figure S22

RHA1.vV2.01

IC50 (ug/mL)

.01-.100
.100-1.00|
1.00-10.0




RHA1.V2.01 RHA1.V2.03 RHA1.V2.04

T250-4.K169E >25 >25 >25
T250-4.R166S >25 >25 >25
T250-4.N160K >25 >25 >25
246-F3 wt 0.352 0.413 0.243
246-F3.R169E >25 >25 >25
246-F3.N160K >25 >25 >25
BG505.332N wt 0.164 0.268 0.278
BG505.332N.K169E >25 >25 >25
BG505.332N.R166S >25 >25 >25
BG505.332N.N160K >25 >25 >25
CAP256SU wt 0.412 0.791 0.428
CAP2565U.K169E >25 >25 >25
CAP256SU.R166S >25 >25 >25
CAP256SU.T162] >25 >25 >25
X1632 wt 0.433 0.284 0.118
X1632.K169E >25 >25 >25
X1632.N160K >25 >25 >25
MT145K wt 0.16 0.25 0.23
MT145K.K169E >25 >25 >25
MT145K.R166S >25 >25 >25
MT145K.N160D >25 >25 >25
Q23.17.R169E >25 >25 >25
Q23.17.R166S >25 >25 >25
Q23.17.N160K 2.96 1.37 1.00
[ESGHON o.10-1.0 [ 1.0-10 |00
IC50 ug/mL
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———————CHo1

PCT64.35M

RHA1.V2.01

00
————CAP256.VRC26.25
——CAP256.VRC26.08
PGT145
PGDM1400
00
PG9
1C50 (ug/ml) 5
o [T} © = = n
1} 5555728 8
3 s g g8 & = !
= S S 3 >
8 g < 6 i
a < < a o
e el
o N
o o
< <
o o
RHA1 RHA1 RHA1 RHA1 RHA1 RHA1 RHA1 RHA1
sensitive resistant sensitive resistant sensitive resistant sensitive resistant
PCT64-35M CAP256.25 PG9 PGDM1400
sensitive 72 7 sensitive 84 38 sensitive 100 68 sensitive 99 68
PCT6-35M CAP256.25 PG9 PGDM1400
resistant 29 90 resistant ” 69 resistant ! 39 resistant 2 39
P=2.0x107%; Odd's ratio (OR) =13.14; p=1.7x10""2; OR=57.35; Acc = 0.74 p=2.3x102; OR=57.35; Acc = 0.69 p=2.8x101"; OR=28.39; Acc = 0.66
Accuracy (Acc) = 0.78
RHA1 RHA1 RHA1 RHA1 RHA1 RHA1
sensitive resistant sensitive resistant sensitive resistant
PGT145 CAP256.08 CHoO1
sensitive %6 61 sensitive 67 28 sensitive 72 38
PGT145 CAP256.08 CHoO1
resistant 5 46 resistant 34 [ resistant 2 69
p=4.4x10-11; OR=14.47; Acc=0.68 p=7.3x10%; OR=5.56; Acc=0.70 p=2.4x10-7; OR=4.51; Acc=0.67
PCT64-35M PG9 PGDM1400 CHO1
X KT KK X 90 3 DX 39 X0 xx x i39 X 69
’E 100 4 100 100F 4 100F
= X XX X X x x XK X X
g > ok S ok X :
= 10 X 1 10 xx:g x . 10+ % };xx X n 10+ Xx;g*e( 4
L‘)" X XX x XX XX X % X X x
Q 1 { oo X X 4 1 REE x 1t B x X . X 1 1 X% X X%
S x ¥ X o . % X % )i%x x % >><<>ix M
0.1 x 1 o1 X 0.1 1 o1 x x
g L T ] " S L
< oot P % 1 oot KA X oot & i&?‘ 1 oot X 5%
E 3% ¥K x X Xy X
0.001 x R? = 0.4467 1 0.001 x R? = 0.5045 0,001 x R?=0.3934 1 0.001H x R?=0.2201
p=1.4x10" p=1.2x10" p=37x10" p=32x10°
0.0001 0.0001 - - - - - - 0.0001 - - - - - - 0.0001
0.00010.001 0.01 0.1 1 10 100 0.00010.001 0.01 0.1 1 10 100 0.00010.001 0.01 0.1 1 10 100 0.00010.001 0.01 0.1 1 10 100
CAP256-VRC26.25 PGT145 CAP256-VRC26.08
XX X OBBOM K XXX XX 169 P x 146 X XK XK XK XOROOK XK XOBX 79— Number of resistant viruses to both
g 100 1 toof 1 100] g bNAbs (ICs, > 50 pg/ml)
5 x K x VI X XX X 107 viruses resistant to RHA1.V2.01
=2 1 X, R 4 104 XX x % 10F x X X X 4
X X X x x x x x X
ey K ox % % x A T KXo L x X i o TEX o x x iy
s x Xy X X x x ¥ Xx X
o 1 (g% X 0.1 = * x 0.1 e X
S o - T - SR T R | PRI §
< oo o 1 ootf w5 kT x X 1 oot 1
I oo T S e !
0.001 X R? = 0.0954 4 0.001- x R?=0.0457 4 0.001F x R?=0.0538 1
p=0.0042 p=0.0364 p=0.0589
.0001 .0001 0.0001
0 Oog.bom 0.001 0.01 0.1 1 10 10 o 006).0001 0.001 0.01 0.1 1 10 100 0.00010.001 0.01 0.1 1 10 10
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RHA1.V2.01 Signatures
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RHA1.V2.01 & other V2 apex bNAb signatures
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Elevation

—m/4 0
Azimuth

—3m/4

—/2

Local
Resolution (A)

# of images

10

0.8

0.6

0.4

0.2

0.0

GSFSC Resolution: 3.904

“Tv e

T T
No Mask (74}
Spherical (4.84)
Loose (4.34)
Tight (3.94)
Corrected {3.94)

7.74 5.24 3.94 3.14 2.64 2.24

FSC cutoff of 0.5
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