Universiteit

w4 Leiden
The Netherlands

Clustering: a rational design principle for potentiated

antibody therapeutics
Oostindie, S.C.

Citation

Oostindie, S. C. (2022, May 18). Clustering: a rational design principle for
potentiated antibody therapeutics. Retrieved from
https://hdl.handle.net/1887/3304220

Version: Publisher's Version
Licence agreement concerning inclusion of doctoral
License: thesis in the Institutional Repository of the University
of Leiden

Downloaded from: https://hdl.handle.net/1887/3304220

Note: To cite this publication please use the final published version (if
applicable).


https://hdl.handle.net/1887/license:5
https://hdl.handle.net/1887/license:5
https://hdl.handle.net/1887/license:5
https://hdl.handle.net/1887/3304220

IIIIIIIIIIIIIIIII

CLUSTERING: A RATIONAL
DESIGN PRINCIPLE FOR
POTENTIATED ANTIBODY
THERAPEUTICS

° G\’
.
SN

&
LA

%
X

.
(LS
N

.9

(<
)
a7

\/

\ N\

@
1\

AN

\ 4
/N

O~ 2
e

[ Y
A




CLUSTERING: A RATIONAL DESIGN PRINCIPLE FOR
POTENTIATED ANTIBODY THERAPEUTICS



Coverart
Simone C. Oostindie
Joost Bakker

Production
Joost Bakker,
SCICOMVISUALS, Amsterdam, The Netherlands

Design & Dtp
De vliegende kiep,
Amsterdam, The Netherlands

Printed by
Ipskamp Printing, Enschede

ISBN/EAN: 978 94 6421 572 4

Proefschrift Universiteit Leiden,
Faculteit Geneeskunde

© 2021, Simone Charlotte Oostindie,
The Netherlands

Dit proefschrift werd mede
mogelijk gemaakt met financiéle
steun van Genmab



CLUSTERING: A RATIONAL
DESIGN PRINCIPLE FOR
POTENTIATED ANTIBODY
THERAPEUTICS

PROEFSCHRIFT

Ter verkrijging van
de graad van doctor aan de Universiteit Leiden,
op gezag van rector magnificus prof.dr.ir. H. Bijl,
volgens besluit van het college voor promoties
te verdedigen op woensdag 18 mei 2022
klokke 15:00 uur

DOOR

Simone Charlotte Oostindie
Geboren te Delft
in 1990



Promotor
Prof. Dr. PW.H.I. Parren

Co-promotor
Dr. E.C.W. Breij, Genmab, Utrecht

Promotiecommissie

Prof. Dr. J.G. Borst

Prof. Dr. TW.J. Huizinga

Dr. L.A. Trouw

Prof. Dr. A.B. van Spriel,
Radboud Universitair Medisch Centrum,
Nijmegen

Dr. G. Vidarsson,
Sanquin Research, and Landsteiner Laboratory,
Amsterdam Universitair Medisch Centrum,
Universiteit van Amsterdam



VOOR PAULUS






Chapter1

Chapter2

Chapter3

Chapter 4

Chapters

Chapter 6

Chapter7

TABLE OF CONTENTS

Aim and outline of this thesis 9

CD20 and CD37 antibodies synergize to activate
complement by Fc-mediated clustering 17

DuoHexaBody-CD37°, a novel biparatopic CD37
antibody with enhanced Fc-mediated hexamerization

as a potential therapy for B-cell malignancies 51

Potent preclinical efficacy of DuoHexaBody-CD37
in B-Cell malignancies 83

Therapeutic IgG antibody combinations acting as
Bio-Logic AND gates 97

Avidity in antibody effector functions and
biotherapeutic drug design 135

General discussion 179

Summary 191

Samenvatting in het Nederlands 193
Dankwoord 197

Publications 199

Abbreviations 200

Curriculum Vitae 202





