Fc-engineering and antibody hetero-hexamerization as tools to enhance the cooperativity and

therapeutic efficacy of antibody combinations
Clq

Hexamer o Antigen binding e C1q binding

formation
%n\tib(}di;&

Antigens ) U ,&L
' ‘ W\ :
i —> PN i <+
. Target cell < A ‘_}_‘J £,
. kS ..*:

Complement
activation

77 MAC

Hexamer formation by CD20 : CD37 § CD20 +CD37
CD20 and CD37 antibodies ¥ 1 M A
e i R O.BARE A
33:@4' = %' Y b MANES
Wild-type mAbs A ™ ’ a A *‘@ ™ ’ z
R ¥ ry ‘:’*':‘J R\ ‘ ™
’ ’ e -
{ " ¥ YN FAS | TR L S
< > ey e Ny, HE S
Y/ R PR .2;3{«* k. 9 78
Hexamerization- :\%\ e i ;*;\\ Q\"H‘::u T YL
enhanced mAbs | “/VY Z3ED <L ¥ .u «*& AN
VARG s S TAY ] Ay 2
o= \9 LY b ”_‘f%: -5

Qostindie et al. Haematologica, 2019



