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New antibody-spike structures reveal multiple neutralization mechanisms

C144

3 down /0 up RBD

Cc002

2down /1 up RBD

ViralMembrane ™™~~~ "

<= Binds to “down” RBDs ==

Bind to “up” or to “down” RBDs >

Barnes et al., 2020, Nature
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Neutralizing antibody C144 only binds to “down” RBDs

C144 bridges between adjacent RBDs to lock
spike into closed conformation
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Sera from RBD-nanoparticle-immunized mice bound to S trimer
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Epitope mapping reveals nAbs bind a range of epitopes on S-E=
most potent nAbs bind to RBD-A epitope

Epitope binning of isolated mAbs
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RBD-A
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n.b. incomplete neutralization by some nAbs
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CC12.1 protects hamsters from COVID-19 dis
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% Immune responses to SARS CoV-2 spike vaccine candidates

-Polyclonal Fabs reveal at least 3 different NTD
specificities and 2 different RBD specificities.

-Polyclonal Fabs resemble known neutralizing
antibodies isolated from convalescent patients.

-Little to no detection of S2 antibody responses.
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Efficient 1-Cell Production of Bispecific IgG — Summary

Demonstrated for many different antibody v10

pairs tested

1-cell and 2-cell bispecific IgG have similar

properties

Successful expression and purification of

VH Q39E
VL Q38K

VH Q39K
VL Q38E

CH1 8183K
CL V133E

CH1 S183E
CL V133K

bispecific IgG demonstrated from stable
CHO cell lines for several programs

Dillon et al., mAbs, 2017

Used for one bispecific IgG that has

reached the clinic




Cognate LC/HC Pairing Preference is a Common Occurrence
which Depends Upon Constituent Antibody Pairs

mAb-1
MADb-2 "5 wer eerr  co3 14
moa

» Random LC/HC pairing is rare

» Cognate LC/HC pairing
preference is common

L4 687 580
HER2 646 654
DRS
Flus 695
RSPO3 58.6 406

LC/HC
BslgG, yield  pairing preference

Factor D 25D7 vi 734 693 WEaAN 35
RSPO2 | 835 511 38.7
IL-18 742

<30%
> 30-65%
> 65%

Strong

Random
Moderate

GFRal | 73.9
PDGF-C | 612
CD33 498
By 459
33 456

a,
IL-

Joshi et al., mAbs, 2019
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Biocytogen History

Biocytogen LLC Beijing Biocytogen Biocytogen Haimen Biocytogen Boston Biocytogen (Phase I1)
Worcester, MA in 2008 in 2009 in 2015 in 2018 Haimen in 2020

—

Founded in 2008 to The Beijing headquarter
provide gene targeting started to operate,

services primarily providing gene
editing services

Lab & vivarium capabilities
were added in the
Wakefield site, providing
preclinical services

Large animal facility in
operations.

Expanded animal
production capabilities
will be available in 2020

With 1000+ employees worldwide, we served 1,500+ academic and 200+ inj
in the past 10 years
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https://biocytogen.com/
https://biocytogen.com/
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