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‘ ,, The new findings are published in the April issue of
N 0) . e
Journal of Clinical Investigation.

JCI The Journal of Clinical Investigation

Tandem bispecific neutralizing antibody eliminates HIV-1
infection in humanized mice

Xilin Wu, Jia Guo, Mengyue Niu, Minghui An, Li Liu, Hui Wang,
Xia Jin, Qi Zhang, Ka Shing Lam, Tongjin Wu, Hua Wang, Qian
Wang, Yanhua Du, Jingjing Li, Lin Cheng, Hang Ying Tang, Hong
Shang, Lingi Zhang, Paul Zhou, Zhiwei Chen

J Clin Invest. https://doi.org/10.1172/JCI196764.
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HIV-1 is a genetically diverse pathogen : co-spreading of
multiple subtypes in Hong Kong and mainland China
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Chen et al. ) Med Virol. 2018 Mar 25.
doi: 10.1002/jmv.25072. [Epub ahead of print]
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Design of a novel tandem bispecific neutralizing antibody

BilA-DG
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Possible mode of BilA-SG action

J Clin Invest. https://doi.org/10.1172/JCI1121078.
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Anti-HIV potency and breadth of BilA-SG

100% breadth
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Comparison of neutralizing activity between BIlA-SG

S

s> and bnADbs against 8 acute HIV-1 pseudoviruses

. lCSO
Virus
V3-CD4 CD4bs V2 glycan V3 glycan gp4l
Subtype Strain Stage BilA-SG | VRC01 3BNC117| PGO09 PG16 10-1074 PGT121 10E8
CRFO1 MGO03 Acute / 2.4380 / /
_AE P08 Acute / 1.0760 / /
B MGO1 Acute
TRO.11 Acute
c CE1176 | Fiebig I/l
25710 | FiebigV
CRFO7 MG17 Acute
_BC | BJOX19 | Acute
Virus oo
V3-sCD4 CD4bs V2 glycan V3 glycan gp4l
Subtype | Strain Stage | BilA-SG | VRC01 3BNC117| PGO09 PG16 10-1074 PGT121 10E8
CRFO1 MGO03 Acute / / /
_AE P08 Acute / 2.2966 /
B MGO01 Acute /
TRO.11 | Acute /
c CE1176 | Fiebig I/l
25710 | FiebigV
CRFO07 MG17 Acute
_BC | BJOX19 | Acute

(ng/ml)

<0.01
0.01-0.1
0.1-1.0

1.0-3.5
>3.5

*Unk: Unknown
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Universal neutralizing activity against all HIV-1 strains tested

Yirus ICsa [ Virus ICsa ICa
. . Wi-CNd | Cndhse [W3-CNd | CNdhs . . WiCN4d | Cndhs |W3-CDd | Cndhs
Suttype MName SW808 ETEEG | Whieo1 | BiA-5C | WG Suptype Hamz S1808 e [WRCoT | Bila-BC | ViG]
A 352F1 Unk® CME1 Chroniz
AC 24EF3 Fichig W1 CHE4 Chroniz
CME2 Chronic CNEG Chronic
CMESS Chronic B CMNE3 Chroniz
CNE3 Chronic CNE10 Chronic

CMNES Chronc CMNETT Chronc
CHESS Chronic CHE14 Chronic
CME10T Chronic 1.245 CMESY Chronic

MGI3(BJOXS) Fiebig VIl 2.0465 CME1S Chronic
BJOX0D Fiebig IV CMEZO Chronic

MGO7(BJOX10Y Fiebig VI CNEZ1 Chronic
BJOXT3 Fleblg V1l CHNE4D Chronic

BJOXAT Fiebig W1 CMEES Chronic
MG10{BJOX18) Fiebig I CMEZ3 Chronic
CRFMM_AE | MG11({BJOX21) Fisbig W1 CMEZD Chroniz
BJOXZ3 Fiebriy MW CHE4d Chruniz

MET=.22 8052 Eiebig CNEST | Chronic

T e T

MG 553I}E£EHD){2 Fiebig Ll CRFOT7_BC CHE49 Chrenic
MG B(BJDXZE 1 Fiabig LI . CMEE3 Chronic
ELID){ZE.EH Fisiy Ul . BIONT1 Fisbiy v
BIOX28.43  |Fiebig Ul BIOXIE  |Fiebig VI
BJOKI Fibsiy W BIOXIS  |Fisbiy /I
POS Fiebig IV . M14{BJCX27) |Fiebig v
P11 Fiebig IV . MG17(BJ0X29) |Fiebig v
TROA Fiebig Il BIOX2?  |Fiebig W
X2278 Fiebg CH118 | Chrenic
Vil
MGEI1(BJOX3) Fiebig Ul BJOX2300 Fiebig JlI
MGI2(BJOX4) Fiebig VI CME2 Chrenic
MEIB(BJOXE) Fiebig IV CHETT Chrenic
MGI4(BJOXT) Fiebig W CHESE Chronic
B BJOX14 Fiebig W C CNEES Chrenic
ME0O(B0X20) Fiebig U1 CEOZAT F{fﬂ?
MB13(DJOXZ2) Misbig 'V CCI17G | Misbig /1
MEZ3(BJOX41) Fiebig V 25710 Fiebig W
BJOX4S  |Fichig W [« X163z Chronic

AR-FI C-hronle:
SF162 Chronic

*Ink: Unknown
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BilA-SG confers sterile protection against genetically
divergent HIV-1 challenges in humanized mice
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“l BilA-SG confers sterile protection against genetically
2 dlvergent HIV-1 challenges in humanized mice

Uninfected HIV-1rp BilA-SG+HIV-1)rr HIV-1g7s7  BilA-SG+HIV-1575,
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a Single injection of AAV-vectored BilA-SG eliminates HIV-
Infected splenocytes in humanized mice

]
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‘ - o Single injection of AAV-vectored BilA-SG eliminates HIV-
e Infected splenocytes in humanized mice
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Q N2 Single injection of AAV-vectored BilA-SG eliminates HIV-
Infected splenocytes in humanized mice

NO HIV -1 AAV-GFP AAV-BIlA-SG/H AAV-BIlA-SG/H
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Prevention
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