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Human recombinant insulin aggregates ana-
lyzed by nanoparticle tracking analysis (NTA).
The aggregates were obtained by metal catalyzed
oxidation of insulin and their size distribution
was obtained through NTA, which combines
light scattering microscopy with a video camera
and a software that tracks and sizes individual
nanosized aggregates moving under Brownian
motion. Video frame of the light-scattering aggre-
gates [upper left image]; view of how the software
tracks each aggregate [upper right image]; 2D
size distribution [size vs. concentration; lower left
image]; 3D size distribution [size vs. intensity vs.
concentration; lower right image]. This is a pro-
ject of the Division of Drug Delivery Technology
[LACDR].
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works in the brain, in a non-invasive way and

without manipulations or tasks. This collabora-
tion has been the first to engage in a full develop-
ment program of this technique as a tool to
quantify drug effects in the central nervous sys-
tem. The patterns of drug-induced changes in
resting state networks will be analyzed for arange
of different pharmacological drug classes, using
PK/PD-analyses in patients and healthy volun-
teers. So far, dose- and concentration-dependent
profiles have been obtained for three different
compounds: ethanol, morphine, and tetrahydro-
cannabinol. Although many questions still need
to be answered, the drugs produced quite distinct
and clearly drug-related changes in many differ-
ent resting state brain networks. Currently, a
series of new experiments is planned to study the
fingerprints of other pharmacological drug class-
es. In addition, application of this technique in
preclinical fMRI and as part of pharmacological
challenge tests in different CNS disorders is being
developed in collaboration with other research
groups and pharmaceutical industries. In this
way, this technique could mature as a truly trans-
lational non-invasive research tool for CNS drug
development.

CHDR

The Netherlands

Key publications 2009

De Haas SL, Franson KL, Schmitt JAJ, Cohen AF, Fau J-B, Dubruc C,Van
Gerven JMA, The pharmacokinetic and pharmacodynamic effects of SL65.1498, a
GABA-A _2,3 selective agonist, in comparison to with lorazepam in healthy volun-
teers. Psychopharmacol 2009; 23: 625-632

Zuurman L, Ippel AE, Moin E, van Gerven JM, Biomarkers for the effects
of cannabis and THC in healthy volunteers. Br J Clin Pharmacol. 2009; 67[1]: 5-21.
Review.

Van Haarst AD, Dijkmans AC, Weimann HJ, Kemme MJ, Bosch JJ,
Schoemaker RC, Cohen AF, Burggraaf J, Clinically important interaction

between tedisamil and verapamil. ] Clin Pharmacol. 2009; 49[5]: 560-567.

The total scientific output 2009 of this division can be found on the Website www.lacdr.nl.



Radionuclide Center

Radiopharmaceutical chemistry

G.A.M.S. van Dongen
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A.A.Lammertsma
J.E. Leysen

J. Eriksson

G.W.M. Visser

A.D. Windhorst

Mission

The Radionuclide Center [RNC] is part of the
Department of Nuclear Medicine & PET Research
of the VU University Medical Center [VUmc].
Research at the RNC is embedded in part in the
drug development research program of LACDR.
The mission of the chemistry section is the devel-
opment of radiopharmaceuticals for in vivo nucle-
ar imaging techniques, especially positron
emission tomography [PET] and single photon
emission computed tomography [SPECT], there-
by providing tools for [pre-]clinical research,
patient care and drug development, with focus on
the radionuclides *'C, *°0, 8F, ®5Ga, #zr, 23|, 12,
181 and Y"Lu.

Expansion of facilities

Since 1999, the RNC has a GMP hotlab facility,
licensed by the national authorities, where arange
of radiopharmaceuticals, from small drug-like
molecules to monoclonal antibodies and proteins,
are prepared for daily application in humans.
This facility will be expanded in 2009/2010 with
the so-called GMP2, since the current facility runs
at full capacity and the demand for radiopharma-
ceuticals continues to grow. In GMP2 6 new hot-
cells are situated where radiopharmaceuticals
will be produced, also according to current GMP
guidelines. The new facility can be realized thanks
to the contribution of 3 million euro of the board
of directors of the VUmc and a grant of 1.5 mil-
lion from the Cancer Center Amsterdam founda-
tion.

A NWO grant was obtained for the purchase
of a state of the art LC-MS/MS system [API
5500 QTRAP] for application of MS/MS tech-
niques in radiopharmaceutical development.
This new extremely sensitive mass spectro-
meter allows for accurate measurement of
mass spectra at the tracer level as well as very
sensitive determination of metabolites in blood
plasma.

New radiopharmaceuticals

New radiopharmaceuticals are under develop-
ment for several research projects. Within the FP7
project EURIPIDES, [**C]laniquidar is brought to
human application, being the first radiolabelled
allosteric inhibitor of P-glycoprotein, which could
be used in PET studies to image density of PgP.
Selective imaging ligands for MMP2 and MMP9
have been identified in collaboration with Prof.
dr. Berthe van Eck, AMC Amsterdam. Two PCT
applications have been published and the first in
vivo results show selective labeling of instable
plaques, as was confirmed by ex vivo immunohis-
tochemistry in APO -/- mice. Several **F and *#I
have been synthesized as potential imaging
agents for the 5SHT-1A receptor in a STW granted
research program. Within the CTMM program
LeARN, new compounds have been synthesized
as lead for radiopharmaceutical development of
PET tracers for the NMDA receptor. In this pro-
gram, VUmc works together with Merck on new
PET imaging approaches in Alzheimer disease. A
second CTMM proposal, AIRFORCE, is focussing
on new radiopharmaceuticals to image tyrosine
kinase, besides [*®F]FAZA to image hypoxic
tumours. [**C]Erlotinib was synthesized success-
fully, while radiolabeled analogs of sunitinib and
sorafenib are also in development. The clinical
evaluation of [*'C]Erlotinib in lungcancer patients
has started successfully.

For the M1 receptor an agonist PET ligand has
been developed, extensive studies in rodents
show a small, but significant signal. Together
with the Neurology department, a validation of
this tracer in human volunteers is in preparation.
Finally, [*'C]prucalopride was synthesized and
evaluated as an agonist PET ligand for the 5HT4
receptor in rats and pigs.

Radiopharmaceuticals for human appli-
cation

In 2009, several new radiopharmaceuticals
became available for human use. A full overview
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can be found in the expertise document at the
website of the Department of Nuclear Medicine
and PET Research website [www.vumc.nl].

In order to make PET radiopharmaceuticals wide-
ly available in the Netherlands, the RNC has, inan
ongoing effort, developed GMP compliant pro-
duction methods for [*®F]proline, [**F]FLT, [*°F]
FAZA, [*®F]fluoromethylcholine and [*®F]fluoride.
With the non-commercial availability of these
radiopharmaceuticals, PET centres without facili-
ties for GMP compliant radiopharmaceutical pro-
duction can perform clinical research using PET.

Education

The radiopharmaceutical chemistry section was
involved in several Bachelor and Master Courses
in the curricula of pharmaceutical sciences, life
sciences and physics within the VU University
and within Functional Brain Imaging of the VU
University Medical Center. Moreover, for the first
time the bachelor course ‘radiopharmaceutical
chemistry’ has been given to 34 pharmaceutical
sciences student. This course is the first in the
Netherlands in this field and was well received.

Key publications 2009

Luurtsema G, Schuit RC, Klok RP,Verbeek J, Leysen JE,

Lammertsma AA,Windhorst AD, Evaluation of [C-11]laniquidar as a tracer
of P-glycoprotein: radiosynthesis and biodistribution in rats. Nucl. Med. Biol.
2009;36[6]:643-649

Wolfensberger SPA, van Berckel BNM, Airaksinen AJ, Maruyama K,
Lubberink M, Boellaard R, Carey WDH, Reddingius W,Veltman DJ,
Windhorst AD, Leysen JE, Lammertsma AA, First Evaluation of [C-11]
R116301 as an InVivo Tracer of NK1 Receptors in Man. Mol Imaging Biol.
2009;11[4]:241-245

Tijink BM, Perk LR, Budde M, Stigter-van Walsum M, Visser, GWM,
Kloet RW, Dinkelborg LM, Leemans CR, Neri D,Van Dongen GAMS, -
L19-SIP for immuno-PET imaging of tumour vasculature and guidance of *!-L19-
SIP radioimmunotherapy. Eur J Nucl Med Mol Imaging, 2009; 36:1235-1244.

The total scientific output 2009 of this division can be found on the Website www.lacdr.nl.



Staff Profile [per 31 December 2009]

Medicinal Chemistry Leiden

Ad P. Jzerman, PhD, Head, Professor of Medicinal Chemistry,
Leiden

[ijzerman@Ilacdr.leidenuniv.nl]

Prof. 1Jzerman studied pharmacy at the University of Utrecht.
In 1979 he graduated with a specialisation in pharmaceutical
chemistry, and one year later he qualified as a pharmacist. He
received his PhD degree from the Vrije Universiteit in 1985,o0na
subject in the area of receptor research. He was appointed assist-
ant and associate professor of medicinal chemistry in Leiden in
1985 and 1992, respectively, professor of receptor medicinal
chemistry at the Vrije Universiteit from 1998 till 2002, and full
professor of medicinal chemistry at Leiden University in 2000.
He has been awarded on many occasions, for his research and
teaching. Prof. lJzerman is currently involved in research on
adenosine receptors and related proteins with emphasis on new
concepts such as inverse agonism and allosteric modulation,
and acts as the principal investigator of the Tl Pharma project
‘The receptor forum’. He has published over 230 research
articles, reviews and book chapters, and serves as a member
to the editorial board of the Journal of Medicinal Chemistry,
ChemMedChem, Chemistry&Biodiversity, Drug Development
Research, Purinergic Signalling and of Molecules. He is also a
member of the IUPHAR adenosine, nicotinic acid and GnRH
receptor nomenclature committees.

Willem J. de Grip, PhD, Professor of Membrane Receptor
Chemistry [20%]

[w.j.de.grip@umail.leidenuniv.nl]

Prof. de Grip is associate professor at the Department of
Biochemistry, Nijmegen Centre for Molecular Life Sciences of
the Radboud University Nijmegen. He studied chemistry at the
University of Nijmegen and graduated with a specialization
in biochemistry. In 1974 he received his PhD from the same
university on a subject in the area of visual pigment research.
In 1999 he was appointed as part-time professor of membrane
receptor chemistry at both the LACDR and LIC [Leiden Institute
of Chemistry]. This term was renewed in 2004. His major interest
lies in mechanistic characterization of G protein-coupled recep-
tors, for which large-scale functional expression, and several bio-
chemical and biophysical techniques are used as primary tools.

Margot W. Beukers, PhD, Project Manager
[beukers@chem.leidenuniv.nl]

Dr Beukers studied Bio-Pharmaceutical Sciences at the
University of Leiden and obtained her PhD degree in 1995.
She has been working on the development of selective lig-
ands for insulin-like growth factor receptors, ecto-ATPase and
more recently for G protein-coupled receptors. Her interest
in G protein-coupled receptors is further illustrated with her
contributions to the GPCRDB [G protein-coupled receptor
database; http://www.gpcr.org/7tm], in particular with respect
to receptor mutation data. In addition, she has worked on high
level expression of the histamine H2 receptor in insect Sf9 cells
together with Prof R. Leurs and Prof W. de Grip. As an assistant
professor she continued to work on receptors using an array
of biochemical, molecular biology and biophysical techniques
including the use of yeast together with random mutagen-
esis to unravel the mechanisms underlying receptor activation.
Currently she has moved on to project management running
two TI Pharma projects: ‘the GPCR forum’ and ‘the mechanism-
based PK-PD modeling platform’.

Johannes Brussee, PhD, Assistant Professor of Medicinal
Chemistry

[brussee@chem.leidenuniv.nl]

Dr. Brussee studied chemistry at Leiden University. In 1983 he
graduated with aspecialisation in organic chemistry. He received
his PhD from the same university in 1992, on the subject ‘Chiral
cyanohydrins, versatile building blocks in organic synthesis’.
He was appointed lecturer in Bio-Organic Chemistry in 1985
within the premises of the Leiden Institute of Chemistry. Since
then dr. Brussee was particularly involved in research on asym-
metric synthesis of chiral compounds. After joining the LACDR
ranks as an assistant professor he is focussing now on the
development and synthesis of biologically active compounds, in
particular ligands for purinergic receptors.

Andreas Bender, PhD, Assistant Professor of Cheminfor-
matics

[bendera@lacdr.leidenuniv.nl]

Dr. Bender studied chemistry at the University of Technology
[TU] Berlin, Trinity College Dublin and Goethe-University
Frankfurt/Main. In 2002 he graduated [MSc] with a specializa-
tion in bioinformatics from Frankfurt University. This was fol-
lowed by a PhD on ‘Novel Approaches to Molecular Similarity’
from the University of Cambridge/UK, working with Prof Glen
at the Unilever Center for Molecular Sciences Informatics at
the Department of Chemistry in 2005. Dr. Bender did his post-
doc with Dr. Jenkins at the Novartis Institutes for BioMedical
Research in Cambridge/MA as a Presidential Postdoctoral
Fellow in 2006/2007, working on approaches to compound
classification and analysis in the Lead Discovery Informatics
team. Since January 2008 Dr. Bender is an Assistant Professor
of Cheminformatics and Pharmaceutical IT and Head of the
Pharma-IT Platform at Leiden University.

Herman van Vlijmen, Professor of Computational Drug
Discovery

[h.van.vlijmen@umail.leidenuniv.nl]

Prof. van Vlijmen studied Bio-Pharmaceutical Sciences at
Leiden University and graduated in 1989. He received his PhD
in Physical Chemistry from Harvard University in 1997 on
the subject of ‘Structure, Dynamics, and Thermodynamics of
Proteins’. His PhD research included computational studies
on protein loop prediction, protein electrostatics, and normal
mode dynamics analysis of proteins with special applications to
large virus particles. From 1996 to 2005 he worked as a scientist
in Computational Drug Discovery at Biogen Idec in Cambridge,
US, on the computational design of small molecules and protein
therapeutics. In 2005 he moved to Tibotec [a Johnson & Johnson
company] in Mechelen, Belgium, where he is currently Director
of Integrative Chem-Bioinformatics.

He was appointed Professor of Computational Drug Discovery
at the LACDR in 2008.

Laura H. Heitman, PhD, Assistant Professor of Medicinal
Chemistry

[I.h.heitman@chem.leidenuniv.nl]

Dr. Heitman studied Biopharmaceutical Sciences at Leiden
University and graduated in 2004. During her MSc work, she
performedaliterature study on the G Protein-Coupled Receptors
of the Hypothalamic-Pituitary-Gonadal Axis. Traineeships
were performed at the Division of Medicinal Chemistry at the
University of Leiden and at the Division of Pharmaceutical and
Biological Chemistry at the School of Pharmacy in London, UK.
In October 2004, she started as a PhD student in Leiden on the
project ‘Allosteric modulation of ‘reproductive’ GPCRS’ in col-
laboration with MSD [former Organon, Oss, NL]. She success-
fully defended her thesis in 2009 and was appointed as assistant
professor of Medicinal Chemistry in Leiden in the same year.
Her areas of interest include the molecular pharmacology of
ligand-receptor interactions, in particular allosteric modulation
of GPCRs and receptor residence time.

Postdoctoral fellows

Rob Lane, PhD [TI Pharma]

Munikumarreddy Doddareddy, PhD [T1 Pharma]
Patricia Marques, PhD

PhD Students

Eelke van der Horst, MSc [T1 Pharma]
Miriam Peeters, MSc [T1 Pharma]
Gerard van Westen, MSc [industry]
ClaraBlad, MSc

Technical Staff

Thea Mulder-Krieger, PhD

Henk de Vries, BSc

Jacobus van Veldhoven, Bsc
Elisabeth Klaasse, PhD [T1 Pharma]
Qilan Li, PhD [Tl Pharma]

Maris Vilums, MSc [T1 Pharma]

Medicinal Chemistry Amsterdam

Rob Leurs, PhD, Head, Professor of Medicinal Chemistry
[r.leurs@few.vu.nl]

Prof. Leurs studied Pharmacochemistry at the VU University
Amsterdam and graduated in 1987. He thereafter started his
PhD research in the area of G-protein coupled receptors and
obtained his PhD from the VU University Amsterdam in 1991.
As a postdoctoral fellow [1992-1993] at INSERM [Unite de
Neurobiologie and Pharmacologie, Paris], he was involved in
the cloning genes encoding histaminergic and serotonergic
receptors. Thereafter, he was awarded with a 5 year fellowship
[1993-1998] of the Royal Netherlands Academy of Arts and
Sciences. He was appointed as assistant and full professor in
Medicinal Chemistry in 1998 and 2000. From 2003 to 2005,
he was one of the two scientific directors of the LACDR. From
2005 to 2008, he was member of the Executive Board of the
Top Institute Pharma. In 2006 Prof. Leurs served as Director
of the Department of Chemistry & Pharmaceutical Sciences
and since 2007, Prof. Leurs acts as vice-dean of the faculty of
Science. He was awarded the Galenus research prize [1997], the
Organon Award for Pharmacology [2000], a Pfizer Academic
Award [2001], and a STW/NWO Pionieer grant [2001]. Professor
Leurs is currently involved in research on G-protein coupled
receptors, with specific emphasis on the ligands and receptor
proteins for histamine and chemokines. Prof. Leurs is co-found-
er [2009] of Griffin Pharmaceuticals, acompany that is aimed to
valorize the GPCR-related expertise.

Martine J. Smit, PhD, Head, Professor Target and Systems
Biochemistry

[mj.smit@few.vu.nl]

Prof. Smit studied Pharmacochemistry at the VU University
Amsterdam and graduated in 1991. At the same University at
the section of Molecular Pharmacology she obtained her PhD
in 1995 on the regulation of histamine receptors. Thereafter
she joined the group of Professor R. lyengar [Department of
Pharmacology, Mount Sinai School of Medicine] in New York
for 3.5 years. As a post-doc her research focused on signal trans-
duction mechanisms, related to tumorigenesis. In 1999 she
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was awarded a fellowship of the Royal Netherlands Academy
of Arts and Sciences to establish a new research line on human
and viral chemokine receptors. In 2002 Dr. Smit was awarded
the Galenus research prize for her work on constitutively active
receptors. In 2004 she obtained a NWO VIDI grant for her work
on HCMV-encoded GPCRs. Dr. Smit was appointed the Fenna
Diemer Lindeboom chair within the Faculty of Science at the
Vrije Universiteit Amsterdam in 2005 and head of the division
of Medicinal Chemistry in 2006. In 2007 professor Smit was
awarded the Organon Award for Pharmacology. Her research
interests are directed at novel concepts of G protein coupled
receptors [e.g. ligand-biased agonism, heterodimerization] and
understanding of [oncogenic] signaling networks activated by
histamine and [virally encoded] chemokine receptors using a
Systems Biology approach.

Iwan J.P. de Esch, PhD, Associate Professor
[ideesch@few.vu.nl]

Dr. Iwan de Esch studied organic chemistry at the University
of Nijmegen. From 1994-1998 he did his PhD research at the
department of Pharmacochemistry, VU University Amsterdam.
In 1998, he joined as a post-doc the Drug Design Group in the
Pharmacology Department of the University of Cambridge,
UK. This academic group formed the basis of the success-
ful TeknoMed drug design collaboration with Rhéne-Poulenc
Rorer. Dr de Esch is a co-founder of De Novo Pharmaceuticals,
a company that spun out of the University of Cambridge in the
year 2000. The company applies state of the art drug design
methodologies to the novel therapeutic targets emerging from
genomics. Dr. de Esch returned to academia in 2003 to become
an assistant professor of the Medicinal Chemistry Group at the
VU University Amsterdam. His main interests are in translating
the abundantly available structural and ligand-based data into
new drugs, by the design of focused compound libraries and
the synthesis of ligands using parallel chemistry approaches. In
2007, he became co-founder of IOTA Pharmaceuticals, acompa-
ny that isaimed to valorize the successful Fragment-Based Drug
Discovery research line. In april 2009 Dr. de Esch was appointed
associate professor in the Division of Medicinal Chemistry. Dr.
De Esch is also co-founder of [2009] of Griffin Pharmaceuticals.

Marco Siderius, PhD, Assistant Professor
[siderius@few.vu.nl]

Dr. Marco Siderius studied experimental biology at the
University of Amsterdam. In 1995 he received his PhD at
the University of Amsterdam for his work on the role of cal-
cium and calcium-regulated protein phosphorylation in sexual
reproduction of the green alga Chlamydomonas eugametos.
He then joined the Department of Biochemistry and Molecular
Biology at the VU University Amsterdamas post-doc in an EEC-
sponsored international collaboration, investigating the adap-
tive responses of the yeast Saccharomyces cerevisiae to stress. He
continued his research at the Vrije Universiteit where he focused
his interests more on the signal transduction pathways involved
in the adaptation to high osmolarity. In 2001, he was appointed
assistant professor in the Dept. Biochemistry and Molecular
Biology, studying the MAPK signaling pathways in yeast and
the role of molecular chaperones like Hsp90/Cdc37 therein.
In 2006, he joined the Medicinal Chemistry group. He is using
yeast and mammalian cells as model systems to study GPCR
activation, receptor-receptor and receptor-scaffold interactions.

Jacqueline E. van Muijlwijk-Koezen, PhD, Assistant
Professor

[je.van.muijlwijk@few.vu.nl]

Dr. Jacqueline van Muijlwijk studied Chemistry as well as
Pharmacochemistry at the VU University Amsterdam and
graduated in 1994. She combined both studies in her PhD
research at the VU University Amsterdam on molecular mod-
eling and synthesis of new antagonists for the human adenos-
ine A3 receptor. Part of the work was performed at the Leiden
University. In 2000, she started as a teacher in mathematics
at a high school in combination with a study in education.
In 2002, she became a teacher in chemistry and physics at
the Archimedes lerarenopleiding in Utrecht until 2004. She
returned to the department of Chemistry and Pharmaceutical
Sciences at the VU University Amsterdam in 2003 as assistant
professor with focus on education in Life Sciences. In 2006, she
was appointed as project manager, being responsible for the
pre-bachelor education in all beta-disciplines and strength-
ening the connection between secondary schools and the
VU University Amsterdam. She initiated the development of
post-graduated courses for teachers. Fall 2008, she joined the
Medicinal Chemistry group. Her main interests are develop-
ment and organization of education combined with a research
focus on drug design and synthesis.

Henry F. Vischer, PhD, Assistant Professor
[vischer@few.vu.nl]

Dr. Henry Vischer studied Biology at the Utrecht University and
graduated in 1997. He subsequently obtained a research grant
from the Talent-program [Nuffic] and joined the Department
of Neurology of the Mount Sinai School of Medicine [Dr.
Sealfon, New York, USA] for one year, to characterize the ligand-
binding domains of GnRH and serotonin receptors. From
1998 to 2003 he did his PhD research at the Department of
Endocrinology, Utrecht University. His PhD research on the
‘Evolution of molecular interaction between gonadotropins
and their receptors’ was awarded the judicium cum laude and
with the Organon Research Price for Endocrinology 2003. He
then joined as a post-doc the Division of Medicinal Chemistry,
VU University Amsterdam, to characterize the human cytomeg-
alovirus-encoded constitutive active GPCR US28 and to identify

small drug-like molecules acting on this receptor. In 2005, Dr.
Vischer obtained a Veni grant [NWO] to study signalosome and
receptome hijacking by the Epstein-Barr virus-encoded GPCR
BILF1.1n 2008, he obtained a Breakthrough grant [Netherlands
Genomics Initiative/ZonMw] to develop multiplex tools to
investigate GPCR-GPCR interactions. In January 2009, he was
appointed assistant professor in the Division of Medicinal
Chemistry, VU University Amsterdam. Dr. Henry Vischer is cur-
rently involved in the research on structure-function relation-
ships of histamine and [virally encoded] chemokine receptors,
with an emphasis on GPCR oligomerization and the functional
consequences of such interactions.

Maikel Wijtmans, PhD, Assistant professor
[wijtmans@few.vu.nl]

Dr. Maikel Wijtmans studied Organic Chemistry at Radboud
University Nijmegen, where he graduated in August 1998.
He subsequently worked at DSM Research as a temporary
researcher on biocatalysis and organic oxidants until June
1999. Thereafter, he moved to Vanderbilt University [Nashville,
USA] where he started his PhD work on organic ligands for
nanocrystals and on the development of novel antioxidants.
After completion of his PhD work in 2003, he returned to
the Netherlands where he joined the Division of Medicinal
Chemistry, VU University Amsterdam as a post-doc. During the
next few years, he participated in various projects involving e.g.
the development of histamine- and chemokine-receptor ligands
and the study of derivatization reagents for ESI-MS techniques.
In October 2009, he will be appointed assistant professor in the
Division of Medicinal Chemistry, VU University. His current
research interests involve the design and synthesis of biologi-
cally active compounds.

Chris de Graaf, PhD, Assistant Professor
[c.de.graaf@few.vu.nl]

Dr. Chris de Graaf studied Chemistry at the University of
Amsterdam [UvA]. He graduated in 2002 with judicium cum
laude and received an award for the best Master’s thesis in envi-
ronmental chemistry from the Royal Dutch Chemical Society
[KNCV]. From 2002 to 2006 he performed his PhD research
in the Division Molecular Toxicology of the VU University
Amsterdam. His PhD thesis on computational ligand binding
mode and affinity predictions in cytochrome P450 enzymes
was awarded the judicium cum laude in 2006. He then joined
the Structural Chemogenomics group of Dr. D. Rognan at the
Université de Strasbourg [France] as a post-doctoral fellow and
worked from 2006 to 2008 in collaboration with AstraZeneca
Pharmaceuticals on the development and application of novel G
protein-coupled receptor modelling techniques and structure-
based virtual screening methodologies. At the end of 2008, Dr.
Chris de Graaf was appointed assistant professor in the Division
Medicinal Chemistry of the VU University Amsterdam, where
he is currently responsible for the computational chemistry
research line. His main research interests involve the devel-
opment and application of integrated computer-aided drug
design methodologies to investigate the molecular details of
protein-ligand interactions.

Eric E.J. Haaksma, PhD, Adjunct Professor
[eric.haaksma@vie.boehringer-ingelheim.com]

Eric Haaksma studied Pharmacochemistry at the Vrije
Universiteit and graduated in 1987. He thereafter started his
PhD research in the area of molecular modeling of G-protein
coupled receptors and their ligands. Part of the work was
performed at the Mount Sinai School of Medicine in New
York [prof. H. Weinstein], USA. He obtained his PhD from the
Vrije Universiteit in 1991. Afterwards, he joined as Lableader
the molecular modelling group of Boehringer Ingelheim in
Biberach. In 1997, he was promoted to Groupleader of the
newly established group Structural Research, which comprised
laboratories for Molecular Modeling, X-ray, NMR and Molecular
Biology. Since 2000, he holds the position of Head of the depart-
ment Medicinal Chemistry at Boehringer Ingelheim Austria in
Vienna. In January 2006, he was appointed the chair ‘Receptor
Pharmacochemistry’.

Postdoctoral fellows

Meritxell Canals, PhD [T1 Pharma]

Ken Chow [international industry]
Herman Lim, MSc [Tl Pharma]

Kristina Orrling [T1 Pharma]

Kim Retra [T1 Pharma]

Andreas Schreiber [international industry]
Rogier Smits MSc [VUDDC]

Jimmy Weterings, PhD [EU]

PhD Students

Atilla Akdemir, MSc [NWO-Mozaik]
Azra Delic MSc[international industry]
Ewald Edink, MSc [TI Pharma]
Chimed Jansen [TI Pharma]

Enade Istyastono [T1 Pharma]

Gerdien de Kloe, MSc [Tl Pharma]
Petra de Kruijf, MSc [T1 Pharma]

Ellen Langemeijer, MSc [NWO-CW-VIDI]
Oscar van Linden, MSc [STW]

Saskia Nijmeijer [1e geldstroom]

David Maussang, MSc [NWO-CW-VIDI]
Luc Roumen MSc [EU]

Danny Scholten, MSc [T1 Pharma]

Erik Slinger, Msc [NWO-CW-ECHO]
Mark Verheij, MSc [EU]

Ann Watts, MSc [T1 Pharma]



Technical Staff

Jan Paul Bebelman
Leontien Bosch

Hans Custers

Saskia Hulscher
Andrea van de Stolpe
Obbe Zuiderveld

Pharmacology

Meindert Danhof, PharmD, PhD, Head, Professor of
Pharmacology & Director of Research of LACDR
[m.danhof@lacdr.leidenuniv.nl]

Professor Danhof studied Pharmacy at Groningen University
and received his Pharm D in 1976. His PhD was obtained from
Leiden University in 1980 under the direction of Professor D.D.
Breimer. From 1980-1983 he was a post-doctoral research fellow
with Professor G. Levy, in the Department of Pharmaceutics,
State University of New York at Buffalo, USA and received
further specialist training in clinical pharmacology as a visit-
ing scientist at Stanford University Medical center between
1983-1986.

Professor Danhof’s research interest is in the development of
new theoretical concepts in pharmacokinetic-pharmacodynam-
ic [PK-PD] modeling. In recent years important contributions in
his research have been on the incorporation of i] receptor theory
and ii] dynamical systems analysis. This has resulted in a new
class of ‘mechanism-based’ PK-PD models with considerably
improved properties for extrapolation and prediction. His most
recent research focuses on the development of novel concepts of
‘disease system analysis’.

Meindert Danhof has an active interest in the dissemination
of PK-PD modeling concepts through the organization of
international conferences, workshops and courses. He is the
Founder and Chairman of the series of international confer-
ences ‘Measurement and Kinetics of In Vivo Drug Effects’ in
Noordwijkerhout, the Netherlands in 1990, 1994, 1998, 2002
and 2006. In 1998 he has established LAP&P Consultants BV,
which provides a professional infrastructure for consultancy
services in the area of advanced PK/PD modeling to the phar-
maceutical industry, including actual data-analysis and clinical
trial simulation. In 2007 he was the founder of the ‘TIPharma
mechanism-based PK-PD modeling platform’, which aims at the
development of a mechanism-based PK-PD model library and
database for application in drug discovery and development.
Meindert Danhof has been an AAPS Fellow since 1998. In
1993 he received the Organon Research Prize for his contri-
butions to research on PK/PD relationships and in 1997 the
‘FIP Pharmaceutical Scientist of the Year Award’ at the 57"
World Congress of Pharmacy and Pharmaceutical Sciences in
Vancouver, Canada. In 2004 he received the Rawls Palmer Award
at the 105" Annual Meeting of the American Society for Clinical
Pharmacology and Therapeutics in Miami, USA, and in 2006 he
received the ‘New Safe Medicines Faster Award’ of the European
Federation of Pharmaceutical Sciences. Meindert Danhof is
listed in the ISI-list of Highly Cited Researchers [www.isihigh-
lycited.com].

A.[Bert] G. de Boer, PhD., Associate Professor of Pharmacology,
Head Blood-Brain Barrier Research Group
[b.boer@Ilacdr.leidenuniv.nl]

Following his graduation in 1973 [specialization pharma-
cology], Dr. De Boer qualified as a pharmacist at Groningen
University in 1974. In 1979, he received his PhD from Leiden
University [Prof. D.D. Breimer]. Subsequently, he worked five
years in the Department of Pharmaceutical Technology on
rate-controlled polymeric and osmotic drug delivery systems.
In 1984 he started with his present research in the Division
of Pharmacology [LACDR]. Since December 1999, when Prof.
Breimer left the LACDR to become Rector Magnificus of Leiden
University, he took over the responsibility for the Blood-Brain
Barrier Research Group.

His research focuses on the functionality of the blood-brain
barrier [BBB] under disease conditions and on drug transport/
targeting to the brain. Recently a novel drug targeting technol-
ogy including a human applicable ligand was discovered that
can be applied to target large molecules like enzymes, genes
and RNAI to the brain and to treat diseases with inflammatory
events like multiple sclerosis, stroke, Parkinson, Alzheimer, epi-
lepsy, tumours.

Dr. de Boer is a founder of a spin-off-company to-BBB
[www.toBBB.com] from his group that is focused on targeted
drug delivery to the brain. Collaborative research projects were
granted by the Internationale Stichting Alzheimer Onderzoek
and two STW projects and focus on the delivery of neprilysin [to
treat Alzheimers Disease], of a neurotrophic growth factor [to
treat ischemia] and siRNA against HIV [Prof. B. Berkhout, AMC,
University of Amsterdam] respectively, to the brain. In addition,
he is collaborating with Prof.dr. M.H.M. Noteborn [LIC, Leiden
University] on targeting apoptin to [brain] tumors.

He isadvisor of to-BBB, member of the Scientific Advisory Board
of the Centre for Human Drug Research and he is board mem-
ber of The Netherlands Platform for Targeted Nanomedicine
[NPTN].

Elizabeth CM de Lange [PhD, Head of the Target Site
Equilibration Group].

[l.lange@Ilacdr.leidenuniv.nl]

Elizabeth evaluated intracerebral microdialysis as a technique
technique to assess blood-brain barrier [BBB] transport for
both passive and active drug transport mechanisms. This tech-
nique has become an imperative tool within the Division of
Pharmacology to investigate the impact of BBB and blood-
cerebrospinal fluid-barrier [BCSFB] transport and ‘within brain’

distribution mechanisms of CNS active drugs. She has been
tenured since 2004 and within her current group on ‘Target Site
equilibration’ she emphasizes on the need for unravelling the
mechanisms that govern [free] drug tissue distribution in rela-
tion to the drug effects. Herein she takes into account the within
and between subjects variability of the contributions of each of
these mechanisms to the effect profile, for better interspecies
extrapolation and prediction of CNS drug effects in normal and
diseased conditions [such as Parkinson’s Disease and Epilepsy].
Elizabeth de Lange has been the cofounder and [co-]Chair
at the 1, 2" and 5™ of the series of International Symposia
on Microdialysis in Drug Research and Development, has
been Co-Chair of the 11" International Symposium on Signal
transduction in the Blood-Brain Barriers, and is Co-Chair of
9" International Conference on Cerebral Vascular Biology. As
Director of Pharmaco-kinetic Studies she has been instrumental
is raising the pharmacokinetic branche of the company ‘Brains-
OnLine’. Recently she has started her own company ‘In Focus’
for tailor-made advice and training. Elizabeth has been the
Chair of the Microdialysis Focus group of the American associa-
tion of Pharmaceutical Scientists [AAPS] and is the current Vice
Chair of the section ‘Pharmacokinetics, Pharmacodynamics and
Drug Metabolism’ [PPDM] of the AAPS.

Oscar Della Pasqua, PhD, Assistant Professor
[odp72514@gsk.com]

Dr. Oscar Della Pasqua received his PhD from Leiden University
in 1998 [Professors M. Danhof and D.D. Breimer] and subse-
quently joined GlaxoSmithKline in the UK in the Division of
Clinical Pharmacology and Discovery Medicine.

The research of Dr Della Pasqua focuses on longitudinal mark-
ers of the response to drug treatment in relation to the natural
course of chronic diseases. This includes the extrapolation of
PK/PD relationships from health to disease states and char-
acterisation of placebo response in clinical trials. Important
elements of this research are i] the pathological process itself, ii]
the response to treatment compliance, and iii] feedback control
mechanisms [homeostasis and system dynamics] activated by
pharmacological activity. This new class of PK/PD models will
enable simulation and prediction of response to treatment for
time- and rate-dependent processes. Dr. Della Pasqua is a mem-
ber of the Executive Board of the TEDDY Network of Excellence
for paediatric drug development and therapeutics, under the
auspices of the European Union [FP6 Research Programme]. In
2004 he became a member of the Editorial Board of the Journal
of Pharmacokinetics & Pharmacodynamics.

Rob A. Voskuyl, PhD, Assistant Professor
[r.voskuyl@lacdr.leidenunivl.nl]

Dr. Voskuyl initially studied pharmacy in Leiden, but later
switched to chemistry and graduated in 1973. After graduation
he was employed by the Epilepsy Centre in Heemstede [cur-
rently, SEIN-Epilepsy Institute of The Netherlands Foundation]
and received his PhD in 1978 at Leiden University [Professor
E.L. Noach]. This work was carried out at the Department of
Physiology in Leiden and concerned the electro-physiological
analysis of epileptic phenomena and anti-epileptic drug effects
in brain slices in vitro. In 1981 he worked at the department of
Histology in Goteborg with Professor H. Hydén and Professor
A. Hamberger. Mechanisms of epileptogenesis and anti-epi-
leptic drug action have always been the main topic, but focus
gradually shifted from electro-physiology in vitro to the study of
development of pharmaco-resistance in vivo. The collaboration
with the Division of Pharmacology started in 1986, resulting
in the formal appointment as staff member of the division of
Pharmacology in 2000.

Dr. Voskuyl is member of the scientific board of SEIN, mem-
ber of the Section for Scientific Research of the Dutch League
against Epilepsy and member of Editorial Board of Epilepsia.

Joost de Jongh, PhD, Assistant Professor

[i.dejongh@lapp.nl]

Dr. Joost de Jongh studied chemistry in Amsterdam, and gradu-
ated in 1988. In 1994 he received his PhD at the University of
Utrecht on research into pharmacokinetic mixture interactions
between chlorinated dioxinsand biphenyls. From 1994 - 1999 he
was Assistant Professor of Biokinetic Modelling at the Research
Center of Toxicology [RITOX] of Utrecht University. In that
capacity he was involved in research on the integration of in vitro
studies with physiologically based pharmacokinetic and phar-
macodynamic [PB-PK/PD] models for neurotoxicity assessment.
In 1999 he became senior consultant at the Leiden Advanced
Pharmacokinetics and Pharmacodynamics Consultancy Group
[LAP&P Consultants BV]. In 2000 he was appointed Assistant
Professor of Applied PK/PD Data-analysis at Leiden University.

Bart A. Ploeger, PharmD, PhD, Assistant Professor
[b.ploeger@lapp.nl]

Dr. Bart Ploeger studied in pharmacy [specialization in phar-
macology] at Groningen University [the Netherlands]. In 1996
he continued with a PhD project at Utrecht University. Subject
of his thesis was the risk assessment of chronic liquorice intake
by PB-PK-PD modelling analysis. After obtaining his PhD
degree in 2000 he joined LAP&P consultants BV in Leiden, The
Netherlands as PK-PD modelling consultant where he now
occupies the position of Chief Scientific Officer. In addition,
he has been appointed in 2001 as assistant professor of applied
PK-PD data-analysis at the division of pharmacology at Leiden
University. His research focuses on mechanism-based PK-PD
modeling of efficacy and safety, disease progression analysis and
optimization of clinical trial designs using clinical trial simula-
tion. Specifically, Dr. Ploeger has worked on designs for disease
modifying effects in Alzheimer’s disease and more recently on

600¢ LYOd3d SSIYOO0Ud

61



PROGRESS REPORT 2009

62

Parkinson’s disease. Dr Ploeger has developed clinical trial sim-
ulation methodology for evaluating trial designs to distinguish
short and long term treatment effects from disease progression
in Parkinson’s disease.

Catherijne A.J. Knibbe, PharmD, PhD, Assistant Professor
[c.knibbe@antoniusmesosgroep.nl]

Dr. Catherijne Knibbe is a hospital pharmacist and clinical
pharmacologist at the Department of Clinical Pharmacy of
the St. Antonius Hospital, Nieuwegein. She received her PhD
at Leiden University in 2002 [Professor M. Danhof] based on a
collaboration with the St. Antonius Hospital, for which she was
awarded the Best PhD Thesis Award in Clinical Pharmacology
of the Dutch Society of Clinical Pharmacology and Biopharmacy
in 2002. Since 2003, she has an appointment as staff member
of the Division of Pharmacology at Leiden University and as a
research fellow at the Department of Paediatric Intensive Care,
Erasmus Medical Centre/Sophia Children’s Hospital Rotterdam
[Professor D. Tibboel]. Her clinical activities are focused on
anaesthesiology and intensive care, membership of medical eth-
ics committee [VCMO, Nieuwegein] and supervision in Clinical
Pharmacology training program. In July 2006 she received a
Veni award from the Dutch Organization of Scientific Research
NWO allowing her to combine clinical responsibilities as a hos-
pital pharmacist-clinical pharmacologist with the start up of a
research group on rational dosing schemes for paediatric indi-
cations, in a partnership with the Division of Pharmacology at
Leiden University, the Department of Paediatric Intensive Care,
Erasmus Medical Centre/Sophia Children’s Hospital Rotterdam
and the Department of Immunology, Wilhelmina Children’s
Hospital, Utrecht [Professor E. Sanders]]. The research of
Catherijne Knibbe focuses on the clinical application of popula-
tion PK-PD modelling for individualisation of dosing regimens
for special patient groups who have traditionally been excluded
from studies, such as children, intensive care patients [mainly
elderly] and morbidly obese patients. For her work she was
awarded the ‘Huizenga penning’ in 2009, which is an award
presented to young Dutch hospital-pharmacists for scientific
work of outstanding quality.

Postdoctoral fellows

Ralph Clinckers, PhD [Collaboration with Free University
Brussels]

Stina Syvanen, PhD [Financed by EURIPIDES]

Geert J. Schenk [Financed by STW]

Charlotte van Kesteren PharmD, PhD [Financed by TIPharma]
Massoud Boroujerdi PhD [Financed by TIPharma]

Stephan Schmidt, PhD [Financed by TIPharma]

Donato Teutonico [Financed by TIPharma]

PhD Students

Jasper Stevens, MSc [Financed by Industry]

Tarjinder Sahota, MSc [Financed by Industry]

Massimo Cella MSc [Financed by Industry]

Chantal J.Y. Hubens [Fellowship SEIN]

Anne S.Y.Chain, MSc [Financed by TIPharma]

Elke Krekels, MSc [Financed by TIPharma]

Ibrahim Ince, MSc [Financed by TIPharma]

Joost Westerhout, MSc [Financed by TIPharma]
Vincenzo L. Di lorio MSc [Financed by TIPharma]

Amit Taneja MD [Financed by TIPharma]

Vincent Dubois MSc [Financed by TIPharma]

Maurice Chenguang Wang MSc [Financed by TIPharma]
Teun M. Post, PharmD [Collaboration with industry]
Nelleke Snelder, MSc [Collaboration with industry]
Fran Stringer, MSc [Collaboration with industry]

Ashley Strougo, MSc [Collaboration with industry]
Chiara Piana [Financed by EUTeddy FP6]

Roosmarijn de Cock [Collaboration with University Leuven]

Technical Staff

Dirk Jan van den Berg

Robin Hartman

Maarten Schenke [Financed by SEIN]
Shahla Kazim [Financed by STW]

Bram Vogelaar [Financed by TIPharma]

Molecular Toxicology

Nico P.E. Vermeulen, PhD, Head, Professor of Molecular
Toxicology

[npe.vermeulen@few.vu.nl]

Professor Vermeulen graduated in Chemistry in 1975 at the
Catholic University of Nijmegen. In 1980 he obtained his
PhD in Pharmacology from the University of Leiden. In 1985
he was appointed professor of Molecular Toxicology at the
Vrije Universiteit, Amsterdam. Amongst others he is organ-
izer of the yearly [Dutch] Post-academic Course on General
Toxicology, the yearly international LACDR/EUFEPS course
on High-Throughput Drug Metabolism and Disposition and
of the PharmSciFair 2005 and 2009 in Nice, a member of the
Committee for the Registration of Toxicologists, chairman
of the Section Pharmacochemistry of the Royal Netherlands
Chemical Society [KNCV], a member of the Future Strategies
Committee of the KNCV and councillor of the European Society
of Biochemical Pharmacology [ESBP]. He was/is President-
elect [2000-2001], President [2002-2003], Past-president [2004-
2005] and Honorary Life-time member of the International
Society for the Study of Xenobiotics [ISSX]. In 2006, he received
the European ISSX Scientific Achievement Award. Professor
Vermeulen is on the editorial boards of the journals Biomedical &
Environmental Sciences, Biochemical Pharmacology, Chemico-Biological
Interactions, Chirality, Chemistry & Biodiversity, Chemical Research
in Toxicology, Drug Metabolism Reviews, Expert Opinions in Drug

Metabolism & Toxicology, Toxicology and Xenobiotica. He is associ-
ate editor of Current Drug Metabolism and Drug Metabolism
Letters and editor of Environmental Toxicology & Pharmacology.
Work of him and his group is since 2001 taken up in the ISI-list
of Highly Cited Researchers [www.ISIHighly Scited.com]. He
is Scientific Director of LACDR-Amsterdam and from April 1st
2010 also from AIMMS, the Amsterdam Institute for Molecules,
Medicines and Systems.

Peter D.J. Grootenhuis, PhD, Extra-ordinary Professor
[pdj.grootenhuis@few.vu.nl]

Dr Peter Grootenhuis was appointed in Amsterdam, in 2005, as
‘extra-ordinary’ professor at a part-time chair, entitled: ‘ADME,
Virtual Screening and Design’. Grootenhuis graduated in Chemistry
at the University of Utrecht and received in 1987 his PhD-degree
from Prof. D. Reinhoudt, University of Twente. After that he
did a 2 years post-doc with Prof. Kollman at the University of
California at San Francisco. He was subsequently employed
by Organon, Combichem, Dupont, Bristol-Meyers Squibb and
Deltagen. Grootenhuis is currently Senior Director ‘Discovery
Chemistry’ at Vertex Pharmaceuticals in San Diego, USA. He
has published over 100 scientific papers and is co-inventor of
20 patents. Amongst others, he received the Gold Medal of the
Royal Dutch Chemical Society. In Amsterdam, Grootenhuis will
be teaching computational drug discovery and collaborate in
research on pre-experimental [i.e. virtual] ADME screening and
modeling, with emphasis on Cytochromes P450.

Jan N.M. Commandeur, PhD, Associate Professor
[inm.commandeur@few.vu.nl]

Dr Commandeur studied Pharmacochemistry at the Vrije
Universiteit, Amsterdam. He graduated in 1985 with a spe-
cialization in Molecular Toxicology. He obtained his PhD. in
1991. Dr Commandeur’s interest lies in the investigation of
the enzymology and structure-activity relationships of drug
metabolizing enzymes, notably cytochrome P450s, and the
characterization of the reactive intermediates formed by these
enzymes. In addition he is interested in the development of
novel P450s which can be used as biocatalysts for large scale
metabolite production and which can serve as model proteins
for biochemical and biophysical studies into the mechanism of
action of P450s.

Amongst others, he is Mastercoordinator of the MSc. PharmSci/
Pharmacochemistry programme and organizer of the Post-
doctoral Course on Molecular Toxicology [yearly], the LACDR/
EUFEPS course on High-Throughput Drug Metabolism and
Disposition [yearly] and the ULLA Drug Metabolism course [bi-
annually]. He is member of the editorial board of Toxicology
Letters and a referee of several journals.

Chris Oostenbrink, PhD, Assistant Professor
[c.oostenbrink@few.vu.nl]

Chris Oostenbrink studied both Chemistry and
Pharmacochemistry at the Vrije Universiteit, Amsterdam. He
graduated twice in 2000 with specializations in Theoretical
Chemistry and Computational Medicinal Chemistry, in both
cases cum laude. In 2004 he obtained his PhD at the Swiss Federal
Institute of Technology [ETH] in Zurich, Switzerland, with prof.
W.F. van Gunsteren on the calculation of [binding] free energies
in biomolecular simulations. In October 2004, he was appointed
Assistent professor Computational Medicinal Chemistry and
Toxicology [CMCT] at the VU. Since 2005 he received several
‘young talent’ grants, two Bioinformatics Breakthrough grants
from NWO-Horizon, and a VENI-grant from NWO-CW. In
2007, he was awarded the Galenus Research prize. In November
2009 he was awarded the Vienna Science Chair for Molecular
Modeling and Simulation and has relocated to BOKU University
in Vienna. He remains involved in the research in Amsterdam.
In his work he is aiming to inter-connect computational and
experimental approaches to study biomolecular systems and to
show that computational tools studying protein structure and
dynamics and protein-ligand interactions are complementary
to experiments.

Daan Geerke, PhD, Assistant Professor

[d.geerke@few.vu.nl]

Daan Geerke obtained a MSc in Chemistry and a MSc in
Pharmacochemistry at the Vrije Universiteit Amsterdam
in 2003, with specializations in Theoretical Chemistry and
Computational Medicinal Chemistry & Toxicology, respectively
[in both cases cum laude]. Afterwards he did his PhD studies
at the Swiss Federal Institute of Technology [ETH] in Zurich,
Switzerland, under supervision of prof. W. F. van Gunsteren. In
2007 he finished his PhD thesis on the development of classi-
cal force fields and combined quantum/molecular mechanical
methods for use in biomolecular simulation. Afterwards he
was appointed a one-year postdoctoral position with prof. van
Gunsteren. In 2008, he moved to California for a combined
postdoctoral stay with dr. J. E. Rice and dr. W. C. Swope [at IBM
Almaden Research Center] and with prof. V. S. Pande [at Stanford
University]. In October 2009, he was appointed assistant pro-
fessor Computational Medicinal Chemistry and Toxicology
[CMCT] at LACDR in Amsterdam. In 2004, he was awarded the
Dr. Saal van Swanenberg-Junior Prize, by N.V. Organon Oss. In
2008, the Swiss Science Foundation SNF awarded him a post-
doctoral grant for his stay in California, and in 2009 he has been
awarded a VENI-grant from NWO-CW. His research focuses on
developing improved models [force fields] to study biomolecu-
lar systems in silico to rationalize and predict interactions of
drug candidates with target and off-target proteins.

Dr J. Chris Vos, Assistent professor
[jc.vos@few.vu.nl]



Dr. ir. J.C. Vos studied Molecular Sciences at Wageningen
Agricultural University. He received his PhD in 1993 at the
University of Amsterdam for his work carried out at the European
Molecular Biology Laboratory [EMBL] at Heidelberg, Germany,
on vaccinia virus gene regulation. He spend two post-doctoral
terms at the Dutch Cancer Institute in Amsterdam studying [i]
DNA transposition in Caenorhabditis elegans [ii] the structure
of the human Transporter Associated with Antigen Processing.
In 2000, he moved to the section of Biochemistry and Molecular
Biology [BMB] of the Vrije Universiteit focusing on the macromo-
lecular interactions involved in the biogenesis of ribosomes in
Saccharomyces cerevisiae. Since June 2006, he is member of the
Division of Molecular Toxicology, studying stress responses in
yeast related to drug bioactivation by Cytochromes P450.

Postdoctoral/Research fellows
Jozef Hritz, PhD [NWO-Horizon]
Eduardo Vottero, PhD [TI-Pharma]
Rene de Jong [NWO-IBOS]

Rokus Renirie [NWO/IBOS]

Kevin Augustin [TI Pharma]

PhD Students

Ms Regina Appiah-Opong, MSc [WHOQ]
Bernardo Brito del Palma, MSc [50% Lisbon, FST-Portugal]
Jan-Simon Boerma, MSc [TI-Pharma]

Ms Stephanie de Beer, MSc [Industry]

Ms Micaela Damsten, MSc

Ms Sanja Dragovic, MSc [T1-Pharma]

Jelle Reinen, MSc [EU and Industry]

Ms Vanina Rea, MSc [TI-Pharma]

Ms Jolanda S. Van Leeuwen, MSc

Ms Eva Stjernschantz, MSc

P. Vasanthanathan [50% DRA Copenhagen]
Harini Venkataraman [NWO/IBOS]

Galvin Vredenburg [ASAT]

Technical/Educational staff
Ed J. Groot, BSc

Jeroen Lastdrager, BSc

Ms Anita de Ruiter, BSc

Ms Laura de Wit [Secr]

Toxicology

Bob van de Water, PhD, Head, Professor of Drug Safety
Sciences

[b.water@lacdr.leidenuniv.nl]

Professor Van de Water studied bio-pharmaceutical sciences at
Leiden University where he graduated in 1990 [specialization:
toxicology]. He obtained his PhD [cum laude] from the same
university in 1995. After a postdoctoral position in the USA
in the lab of Dr James L Stevens, he rejoined the Division of
Toxicology. In 1999 he received a fellowship from the Royal
Netherlands Academy of Arts and Sciences [KNAW]. In 2006 he
was appointed as professor of drug safety sciences and head of
the division. His research interest is on identifying molecular
mechanisms of xenobiotic-induced cytotoxicity using a systems
toxicology approach by integrating both gene expression profil-
ing, phospho-proteomics and functional genomics. A central
theme is the control of cellular signaling by cell-matrix and
cell-cell interactions in the context of molecular mechanisms
of cytotoxicity and cancer progression. These studies provide
fundamental insight on the consequences of cellular stress con-
ditions on cell adhesion, migration, differentiation and survival
in context of both xenobiotic-induced acute tissue injury and
repair as well as cancer treatment.

Erik HJ Danen, PhD, Assistant Professor
[e.danen@lacdr.leidenuniv.nl]

Dr. Danen studied biology at the Radboud University, Nijmegen
where he graduated in 1991 and obtained his PhD in Medical
Sciences from that same University in 1996. He received
fellowships from the Dutch Cancer Society [KWF] and the
National Institutes of Health [NIH], USA to do a post-doc in
the Laboratory of Prof. Kenneth Yamada at NIH. Subsequently,
he moved to the Netherlands Cancer Institute, Amsterdam NL
where he obtained two KWF grants to study the regulation of
cellular proliferation and motility by cell adhesion signaling.
In 2006 he started at the Division of Toxicology of the LACDR.
Here, he continues the work on cell adhesion receptors and
kinases in cancer progression and uses functional genomics
approaches to study DNA damage signaling.

John H.N. Meerman, PhD, Associate Professor [60%]
[meerman@lacdr.leidenuniv.nl]

Dr Meerman studied Pharmacy at the University of Groningen.
After his graduation in 1978 [specialization: Pharmacology], he
received his PhD from the same university in 1982. He joined
the Center for Bio-Pharmaceutical Sciences in 1984 and was a
visiting scientist at the Department of Medicinal Chemistry,
University of Washington, Seattle, WA [USA] in 1986/1987. In
the last years, he specialized in bioinformatics and data analysis
of microarrays. His current research activities are in the area of
toxicogenomics and pharmacogenomics, especially the identifi-
cation of signaling routes activated by [non]-genotoxic carcino-
gens, and activation of signaling routes leading to anti-estrogen
resistance through receptor phosphorylation. Other research
interests are epigenetic modifications that play a role in stem
cell toxicity and ageing, and automatic cytological morphom-
etry in high-throughput toxicity screening.

Leo S. Price, Ph.D. [EU]
Isprice@lacdr.leidenuniv.nl

Dr Price Studied Biology at the University of Greenwich,
London. He received his Ph.D in Cell Physiology at University
College, London in 1995. He conducted post doctoral research
at The Scripps Institute in San Diego and at the NKI and UMC
Utrecht in The Netherlands. In 2006, he joined the division of
Toxicology to continue his research in cell adhesion and signal-
ling. A particular focus in recent years has been the exploitation
of 3D in vitro models to study cancer, morphogenesis and the
impact of cell stress in the kidney.

Marjo de Graauw, PhD Assistant professor [Tenure Track
position]

[m.de.graauw@lacdr.leidenuniv.nl

Dr de Graauw studied bio-pharmaceutical sciences at the
University of Leiden where she graduated in 2001. She obtained
her PhD in 2007 from the same university during which she spe-
cialized in applied phospho-proteomic analysis after a training
period at the Ludwig Institute for Cancer Research in London.
From 2007-2009 she worked as a postdoc at the Division of
Toxicology in Leiden studying the role of annexins in breast
cancer progression [Dutch Cancer Society grant]. During this
period she edited a book on phospho-proteomics and obtained a
Horizon Breakthrough grant to identify pathways that regulate
metastasis through endocytosis. In 2009 she was appointed on
atenure track position within the same division. In her research
she will study signaling pathways derived from cellular interac-
tions in the context of renal toxicity and breast cancer progres-
sion using [phospho]-proteomic technologies in combination
with molecular/cellular biological approaches with a main focus
on translational research.

Postdoctoral fellows

Bram Herpers [TI-Pharma]

llse Huijskens, PhD [STW]

Sylvia Le Dévédec [KWF]

Martine van Miltenburg [KWF]

Martine Raamsman-Ossevoort, PhD [SENTER]
Ram Siddappa, PhD [NTC/NGI]

Geurt Stokman, PhD [Dutch Kidney Foundation]
Yinghui Zhang, PhD [TI-Pharma]

Sandra Zovko, PhD [EU]

PhD students

Giulia Benedetti [NTC/NGI]

Jordi Carreras Puigvert [NTC/NGI]

Zi Di [NTC/NGI]

Marja Driessen [NTC/NGI]

Lisa Fredriksson [TI-Pharma]

Veerander Ghotra [EU]

Yafeng Ma, Msc [Chinese Scholarship Council]
Eero Mello-Aho [NTC/NGI]

Marja Moerkens, Msc [T1-Pharma]

Yu Qin [Chinese Scholarship Council]
Sreenivasa Ramaiahgari, Msc [TiPharma]
Wies van Roosmalen [KWF]

Louise von Stechow [NTC/NGI]

Hoa Truong, Msc [KWF]

Kuan Yan [cooperation with LIACS]

Short term visiting scientists
Libo Zhu [ShenYang City, China, February 2009-February
2010]

Technical Staff

Hans de Bont

Haziz Jaadar [KWF]

Reshma Lalai [KWF]

Ella Nirmala [KWF]

Chantal Pont

Mirjam Roodbergen [NTC/NGI]
Ine Tijdens [50%]

Leah Winkel [NGI]

Drug Delivery Technology

Joke A Bouwstra, PhD, Professor of Drug Delivery, Skin
Research Group

[Head of the Division of Drug Delivery Technology]
[bouwstra@lacdr.leidenuniv.nl]

Joke Bouwstra is responsible for the skin research at the LACDR.
She received her PhD degree in 1985. In the same year she was
appointed as assistant professor at the LACDR. In 1988 she
started in the field of transdermal and dermal drug delivery.
In 1996 she was awarded with the young investigators award
of the controlled release society. In 2003 she was appointed as
full professor. She published more than 200 reviewed papers,
more than 25 book chapters and is [co] inventor of 5 patents.
She was co-chair of the Gordon research Conference on ‘bar-
rier function of mammalian skin’ in 2003. Her main expertise
is the biophysical aspects of the barrier of the skin and the
delivery of drugs into and across the skin in vitro as well as
in vivo. A key issue in her research is the interaction between
the delivery system and the skin. She is interested in active
[electrically driven] and passive delivery methods. In 2005 she
received the prestigious ‘Simon Stevin Meesterschap’ of the
Technical Foundation in the Netherlands. She is editor of the
Journal of Investigative Dermatology and of journal Chemistry
and Physics of Lipids. She is a member of the editorial board of
the Journal of Liposome Research, Journal of Pharmaceutical
Sciences, the European Journal of Pharmaceutical Sciences and
Transdermal Delivery.

Wim Jiskoot, PhD, Professor of drug delivery, Biologics
Formulation Group
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[w.jiskoot@lacdr.leidenuniv.nl]

Wim Jiskoot graduated as a pharmacist in 1987 and received his
PhD degree in 1991 at Utrecht University on pharmaceutical
aspects of monoclonal antibodies. As a postdoctoral fellow at
the University of Utah [1991-1993] he studied protein-ligand
interactions using biophysical techniques. From 1994-1998 he
was head of the Department of Bacterial Vaccine Development
at the National Institute of Public Health and the Environment
[RIVM], Bilthoven. In 1998 he became a staff member at the
Department of Pharmaceutics, Utrecht University, where he
focused his research on formulation and physicochemical char-
acterization of therapeutic proteins and vaccines. In March
2006 he was appointed as full professor at the Division of
Drug Delivery Technology, LACDR, and as the coordinator of
the Biologics Research Platform Leiden [BRPL]. His current
research is concentrated on two themes: [1] formulation and
unwanted immunogenicity of therapeutic proteins and [2] vac-
cine delivery.

Postdoctoral fellows

Andrea Hawe, PhD

Myrra Carstens, PhD
Ruedeeporn Tantipolphan, PhD
Robert Poole, PhD

Basak Kuikrer, PhD

PhD students

Oliver Ackaert, MSc

Suzanne Bal, MSc
Christophe Barnier Quer, MSc
Miranda van Beers, MSc

Ana Luisa Castro e Silva, MSc
Vasco Filipe, MSc

Daniel Groen, MSc

Michelle Janssens, MSc,
Bram Slutter, MSc

Jeroen van Smeden, MSc
Varsha Thakoersing, MSc
Riccardo Torosantucci, MSc
Ding Zhi, MSc

Technical staff
Gert Gooris
Stefan Romeijn
Aat Mulder

Visiting Scientist

Anna Mero, PhD, University of Padua, Pharmaceutical Sciences
Dept., Italy

1 September 2009 till 30 November 2009

Research topic: PEGulation of therapeutic proteins

Biopharmaceutics

Th.J.C.van Berkel, PhD, Head, Professor of Biopharmaceutics.
[t.berkel@lacdr.leidenuniv.nl]

In 1971, Professor Van Berkel graduated as a biochemist from
the University of Amsterdam. In 1974 he obtained his PhD. from
the Erasmus University at Rotterdam. He joined the Center for
Bio-Pharmaceutical Sciences in 1986. He was an Established
Investigator of the Netherlands Heart Foundation. He is director
of the Leiden program of the Netherlands Heart Foundation on
‘Modulation of gene-expression as therapy for arteriosclerosis’.
He is a Fellow of the American Heart Association and the Council
on Arteriosclerosis, Thrombosis and Vascular Biology and on
the Editorial Board of the Journal of Lipid Research and on the
Journal Arteriosclerosis, Thrombosis and Vascular Biology.

J. Kuiper, PhD, Professor of Therapeutic Immunomodulation
[j-kuiper@lacdr.leidenuniv.nl]

Dr. Kuiper studied biology, specializing in biochemistry and
immunology at the University of Groningen. After graduation
in 1984, he obtained his PhD. from Leiden University in 1989.
In 2007 he became Director of Education of the LACDR and in
November 2008 Professor in Therapeutic Immunomodulation.
His present research is mainly focused at immunomodulation of
inflammatory responses that lead to the development of athero-
sclerotic plaques. The regulation of pro-inflammatory cytokines
by various strategies such as tolerance induction, [DNA] vaccina-
tion and modulation of the activity of natural Killer T cells is
the main topic of research. In addition dendritic cell therapy is
exploited as a new therapy for atherosclerosis. Dr. Kuiper was an
Established Investigator of the Netherlands Heart Foundation

Miranda van Eck, PhD, Associate Professor.
[m.eck@lacdr.leidenuniv.nl]

Dr. Van Eck studied Biopharmaceutical Sciences, specializing in
biopharmaceutics at the University of Leiden. After her gradu-
ation in 1994 she obtained her PhD. from Leiden University in
1999. In 2001 Dr. Van Eck was appointed as Research Fellow
of the Netherlands Heart Foundation. In 2005 she obtained
a prestigious VIDI Award and became appointed as Assistant
Professor. In 2007 Dr. Van Eck was appointed Established
Investigator of the Netherlands Heart Foundation and became
Associate Professor. Her research is focused upon the role of
macrophage genes in the development of atherosclerosis with
special emphasis on the function of genes involved in HDL
metabolism and reverse cholesterol transport from the arte-
rial wall to the liver. For her work she received twice a Pfizer
International HDL Research Award.

Postdoctoral fellows
l1ze Bot [NWO]
Martine Bot [PID]

Laura Calpe-Berdiel [TIP]
Ye Dan [NHS]

Kim Habets [CTMM]
Menno Hoekstra [NHS]
Saskia de Jager [TIP]
Suzanne Korporaal [NHS]
Gijs van Puijvelde [ NHS]

PhD students

Amanda Foks [NHS]

Bart Lammers [NHS]

Zhaosha Li [TIP]

Indira Medina Rodriques [NHS]
Illiana Meurs [NWO]

Ornélia Ramos [NWOQO]

Filip Segers [Industry]

Ying Zhao [NHS]

Thijs Zweers [CTMM]

Technicians

Mariette ter Borg

Reeni Hildebrand [NWO]
Kar Kruijt

Peter van Santbrink
Ronald van der Sluis [TIP]

Medical Pharmacology

E. Ronald de Kloet, PhD, Head, Professor of Medical
Pharmacology [until August 2009]
[e.kloet@lacdr.leidenuniv.nl]

Professor de Kloet’s interest is in the neuroendocrinology of
stress, aging and related disorders as is reflected by his more
than 400 peer-reviewed articles, over 140 reviews and 6 edited
books. Most recently the Progress in Brain Research Volume
138 on Stress and PTSD appeared, edited together with M.S.
Oitzl and E. Vermetten. He is chair of the Scientific Advisory
Board of the Max Planck Institute for Psychiatry, Munich,
and of the Leiden Institute for Brain and Cognition, mem-
ber of the Board of the International Society for Alzheimer
Research, Scientific Advisory Boards of Corcept Therapeutics
Inc and to-BBB, and serves on the Editorial Board of 10 jour-
nals. He has chaired numerous national and international
committees and was President of the Dutch Endocrine Society
from 1993-2000. In April 2004, he was awarded the Academy
Professorship by the Royal Netherlands Academy of Arts and
Sciences; in Goteborg, Sweden, he received the Geoffrey Harris
Prize from the European Federation of Endocrine Societies
at the EFES Congress on September 3™ 2005, in Vienna the
ECNP Neuropsychopharmacology Award in basic science
research at the 20" ECNP Congress on October 13" 2007, and in
2008 he was awarded a Lifetime Achievement Award from the
International Society of Psychoneuroendocrinology. Since 2002,
De Kloet has been one of the 250 most cited neuroscientists
worldwide [isihighlycited.com].

Melly S. Oitzl, PhD, Associate Professor [Aspasia] in Leiden,
and professor of Cognitive Neurobiology at the University of
Amsterdam

[m.oitzl@lacdr.leidenuniv.nl]

Dr Oitzl studied psychology with specialization in neurophysi-
ology and neurobiology. In 1989, she received her PhD in psy-
chology from the Faculty of Natural Sciences at the University
of Dusseldorf [Germany]. After working as a post-doctorate in
the Rudolf Magnus Institute, she joined the Division in 1990,
while being financed by NWO and EU Biotech. Her research
interest focuses on the hormonal control of brain and behav-
iour. She studies the influence of life events [postnatal maternal
deprivation, acute and chronic stress] on neuroendocrine and
behavioural adaptation, learning and memory processes in rats
and [mutant] mice, particularly with respect to the function of
brain corticosteroid receptors. A collaborative research grant
facilitates the translation of her findings to human and vice
versa. Dr Qitzl co-ordinates research on stress, emotion and
cognitive neuroscience of the Division. She regularly organ-
izes symposia related to stress and cognition at international
conferences, trainings and events for PhD students. Dr Oitzl
is a regular referee of several international journals. She is on
the editorial board of Behavioural Brain Research, Physiology &
Behavior, Frontiers in Behavioral Neuroscience and Associate Editor
of Neuroscience & Biobehavoral Reviews. Dr. Oitzl isa member of the
steering committee and appointed treasurer of the European
Brain and Behaviour Society.

Onno C. Meijer, PhD, Assistant Professor, acting head of the
Division since August 2009

[o.meijer@lacdr.leidenuniv.nl]

Onno Meijer studied Medical Biology at the University of
Utrecht.In1991, hejoined the Division of Medical Pharmacology
for PhD training and received his degree from the University of
Leiden in 1996. From 1997-1998, he was a post-doctoral fellow
at the Departments of Physiology and Medicine, University
of California in San Francisco [USA]. He has been with the
LACDR since 1999, first as a post-doc [2 NWO projects], and
from 2004 as a tenured staff member. Dr. Meijer’s research
focuses on transcriptional effects of corticosteroid hormones
in the brain, in relation to their effects on endocrine regulation
and cognition/anxiety related brain circuits. A major aspect is
steroid sensitivity and the influence of co-regulatory proteins
[e.g. the steroid receptor co-activators] on the regulation of gene
expression in the brain [initiated with an NWO VIDI grant]. Dr
Meijer is Scientific Research Assoiciate of the European Journal
of Neuroscience, and board member of the Dutch Endocrine
Society, and the Foundation Nuclear Receptors Benelux. In



2009 he was elected NARSAD van Ameringen Investigator. His
teaching subjects include neuroscience, pharmacology and psy-
chopathology to students in Medicine and Biomedical Sciences.

Erno Vreugdenhil, PhD, Associate Professor
[vreugden@Ilacdr.leidenuniv.nl]

Dr. Vreugdenhil studied biochemistry at the Vrije Universiteit
Amsterdam and received his PhD in 1988 at the same univer-
sity. He received a long-term EMBO fellowship to work at the
MRC Molecular Neurobiology Unit in Cambridge [UK], where
he focused on signal transduction in the nervous system medi-
ated by ligand-gated ion channels. In 1990, he received a KNAW
fellowship to work on G-protein-coupled receptors at the Vrije
Universiteit in Amsterdam. In 1994, he joined the Division of
Medical Pharmacology of LACDR. Currently, his work concen-
trates on the molecular aspects of glucocorticoid-related neuro-
nal plasticity in the hippocampus. He applies various ‘genomics’
approaches to identify relevant genes and is presently studying
the function of the doublecortin-like kinase gene, a novel gene
involved in neurogenesis and neuronal apoptosis. To this end,
he uses genetic modification techniques like transgenesis and
small interference RNA technology in vivo. Dr. Vreugdenhil
co-ordinates the pharmacogenomics platform associated with
LACDR. He is a regular referee for 10 international journals and
reviews applications for NWO, MRC and DFG.

Nicole A. Datson, PhD, Assistant Professor
[datson__n@Iacdr.leidenuniv.nl]

Nicole Datson studied Health Sciences at the University of
Maastricht, where she graduated in 1989. After a year at the
Institute for Medical Genetics at the University of Wales, she
did her PhD at the Department of Human Genetics in Leiden,
working on the development and application of gene identi-
fication strategies to identify disease genes in large chromo-
somal regions. In 1996, she joined the Division of Medical
Pharmacology of the LACDR as a post-doc and became a tenured
staff member in 2006. Her research focus is on identification
of glucocorticoid-responsive targets in brain and development
and the application of large scale expression profiling technol-
ogy to improve target detection in specific brain sub-regions
isolated by laser microdissection. Currently, her major focus
is on how exposure to chronic stress in early life or adulthood
can exert long-lasting effects on glucocorticoid-signalling in
the brain, potentially via epigenetic modifications. Dr. Datson
received a NWO postdoctoral fellowship [VENI] in 2001, and a
NWO MEERVOUD grant in 2006. She is a regular referee of sev-
eral international journals and reviews project proposals for the
Welcome Trust and the French National Center for Scientific
Research [CNRS].

Roel H. de Rijk, Ph.D, Assistant Professor
[r.h.de.rijk@lacdr.leidenuniv.nl]

Roel de Rijk studied Biology with Chemistry at the University
of Leiden and graduated in 1988. He received his PhD degree
in 1992 at the Department of Pharmacology of the Vrije
Universiteit Amsterdam [Prof.dr. F.J. Tilders]. Topic of the the-
sis was the bi-directional communication between central stress
systems and the immune system. From 1993 to 1996, he was a
post-doctoral fellow at the NIMH in Bethesda, USA, working on
corticosteroid sensitivity in the immune system [Prof.dr. E.M.
Sternberg]. After 1 year as a post-doc in the group of Professor
De Kloet, he became head of the Laboratory of the Psychiatric
Hospital Endegeest [1998-2004]. In 2004, he returned to the
Division of Medical Pharmacology to work on the role of the
mineralocorticoid receptor in stress-related disorders.

Postdoctoral fellows

Danielle Champagne [SMARTMIX]
Carlos P. Fitzsimons [STW]

Judith ter Horst [NWO]

Oksana Korobko [T1-Pharma]

Rixt van der Veen [TI-Pharma]

PhD students

Yves Aubert [Collaborative grant with Boehringer-Ingelheim]
Sanne Claessens [EU]

Nikos Daskalakis [T1-Pharma]

Femke Groeneweg [KNAW]

Chantal Hubens [SEIN]

Liane [M.D.] Klok [KNAW]

Annelies Polman [HFSP]

Dirk-Jan Saaltink [TI-Pharma]

R. Angela Sarabdjitsingh [NWO-Mozaiek]
Niels Speksnijder [TI-Pharma]

Carla Verissimo [T1-Pharma]

loannis Zalachoras [CMSB]

Technical staff

Servane B. Lachize [NARSAD]
Jasper Laboyrie [TI-Pharm]

Maaike van der Mark [SMARTMIX]
Wout Meelis

Jessica van den Oever

Theo G. Schouten

Peter Steenbergen

Ans M. 1. Tijssen [30%]

Analytical Biosciences

Thomas Hankemeier, PhD, Head, Professor of Analytical
Biosciences

[hankemeier@lacdr.leidenuniv.nl]

Professor Hankemeier studied chemistry at the Universities of
Bielefeld and Ulm in Germany, and specialized in Analytical

Chemistry. He obtained his Ph.D. in 2000 from the Free
University in Amsterdam on hyphenation of sample prepara-
tion and gas chromatograpy with spectrometric detection. From
1997 to 2004 he was responsible as a product manager at the
department of Analytical Sciences at TNO Pharma [Zeist, The
Netherlands] for, among others, the development of holistic
analytical methods for the metabolome of microorganisms
and mammalians. Since October 2004, he is working in Leiden.
His current research focuses on systems biology, especially
metabolomics, single cell analysis and biostatistics. He wants to
understand the onset of multifactorial diseases and to develop
tools enabling the prediction of disease risk and prediction
of the efficacy of intervention based on metabolite profiles.
He is Managing Director of the Netherlands Metabolomics
Centre, member of the Board of Directors of the Metabolomics
Society and member of the Board of the study group ‘Analytical
Chemistry’ within Chemical Sciences of NWO.

Jan van der Greef, PhD, [40%] Professor of Analytical
Biosciences

[jan.vanderGreef@tno.nl]

Professor Van der Greef studied chemistry at the Universities
of Utrecht and Amsterdam. Following his graduation in 1975,
he obtained his PhD from the University of Amsterdam in
1980.

He is also scientific director of TNO’s Systems Biology & Personal
Health research within TNO Quality of Life and coordinator of
Systems Biology within the Center for Medical Systems Biology.
He is director of the Sino-Dutch center for preventive and per-
sonalized medicine and a co-founder of BG Medicine, the Leiden
university spin-off company Kiadis and of SU BioMedicine. His
main interest is Systems-based strategies in Life Sciences with
emphasis on personalized health, integrated medicine, com-
prising various analytical and biostatistical domains. He is
considered among others as pioneer in LC/MS, metabolomics
and systems biology.

He has published over 300 papers in international journals,
supervised more than 22 PhD thesis projects and has given
opening, plenary and keynote lectures [>200] at major life sci-
ences, analytical and pharmaceutical based conferences. He
received an award for major contributions in drug analysis
by the Belgium Society of Pharmaceutical sciences in 1998.
He became doctor honoris causa at Ghent University in 2000
and received an AAPS award as one of the authors of the best
analytical paper in 2002. He was chosen as Lilly distinguished
lecturer in the area of Analytical Chemistry in 2004 and granted
the prestigious Scheele award by the Swedish Academy for
Pharmaceutical Sciences in 2005. He also received a honorary
professorship from the Chinese Academy of Sciences at the
Dalian Institute of Chemical Physics and visiting professorship
from the Chinese Academy of Engineering at the Jia Tong uni-
versity in Shanghai in 2005.

Theo Reijmers, PhD, Assistant Professor
[t.reijmers@Ilacdr.leidenuniv.nl]

Theo Reijmers reveived his M.Sc. degree in Chemistry and
his Ph.D. degree in Mathematics, Informatics and Natural
Sciences from the University of Nijmegen in 1995 and 2000,
respectively. From November 2000 to January 2002, he was
research scientist at the Department of Molecular Design &
Chemoinformatics within Johnson & Johnson Pharmaceutical
Research and Development in Beerse [Belgium]. Until January
2004, he joined as a statistician at Biometris, Plant Research
International in Wageningen. After working as postdoctoral
researcher at the Groningen Bioinformatics Centre, University
of Groningen, he joined, from September 2006, the Analytical
Biosciences group at LACDR as senior research scientist and is
mainly involved in research projects within metabolomics and
systems biology. Besides expertise in experimental design his
main scientific interest covers the application of multivariate
statistical tools to gain knowledge about the biological system
investigated.

Heiko van der Linden, PhD, Assistant Professor [tenure track]
[h.vanderlinden@Ilacdr.leidenuniv.nl]

Heiko van der Linden studied pharmacy at Utrecht University
where he graduated with a specialization in organic synthesis
of stereoselective catalysis ligands under Professor Liskamp in
1993. Ph.D. research work on a peristaltic pump for microflu-
idic applications was performed at Twente University under
supervision of Professor Piet Bergveld [Faculty of Electrical
Engineering and Mathematics]. After receiving his Ph.D. in
2003, postdoc work was done at Groningen University in the
Analytical Chemistry group of Professor Elisabeth Verpoorte
[faculty of pharmacy]. A second postdoc was done at Delft
University in the fluid mechanics group of Professor Jerry
Westerweel. Heiko van der Linden began as a tenure-track assist-
ant professor in the group of Professor Thomas Hankemeier in
february 2008.

The main research focus of Heiko is on utilizing mirofluidic
and nanofluidic technologies for innovative analytical tools for
metabolomics. A strong focus is on novel detection meth-
odologies like Surface Enhanced Raman Spectroscopy [SERS]
and single-cell analysis. To aid in the micro- and nanofluidic
research a small cleanroom facility has been constructed on site
in Leiden where simple device processing can be performed for
fluidic devices.

Robert Vreeken, PhD, NMC’s Demonstration & Competence
Lab Manager

[r.vreeken@lacdr.leidenuniv.nl]

Rob Vreeken studied Chemistry at the Leiden University, where
he graduated with a specialisation in Analytical Chemistry [Dr.
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W. M.A. Niessen and Prof van der Greef] and a ‘minor’ in Biology
and Envirornmental Law. He received his Ph-D[1993] at the Free
University of Amsterdam on ‘Applying Pre- and Post-Column
strategies in on-Line LC-MS’ under the inspiration of Prof.
Roland Frei and Prof. Udo Brinkman. After a post-doc in 1993
at the EPFL in Lausanne, Switzerland [Prof. R. Houriet: MIMS
coupled to ITMS] he returned to the Netherlands and started
working at Kiwa Water Research, Nieuwegein as a project- and
groupleader. Here he focused on method development for mass
spectrometrical analysis of ‘pollutants’ in various water sources.
In 1996 he moved to TNO Nutrition and Health [Prof. van der
Greef] where, as productmanager, he applied chromatography
and mass spectrometry in a wide variety of settings, including
pesticide-, polymer-analysis, pharmaceutical half product con-
trol, purity control, bio-analysis, metabolism- and toxicology
studies, proteomics etc. Most of these projects involved multi-
disciplinary approaches and multiple analysis platforms. At
that same time he also organised and taught the first and very
successful ‘Hands-on LC —MS course’ series.

After this, in 2000, he moved to Micromass Ltd. [and later
Waters Inc.] and headed the European application and dem-
onstration laboratory in Almere [NL]. Here he applied chroma-
tography and Mass Spectrometry in proteomics, peptidomics,
metabolism, purity control, bio- and residue analysis, identi-
fication of unknowns, metabolomics etc. In 2006 he moved to
Avantium to head the business unit ‘Pharma’. However, science
called and from February 2008 he joined the group to set-up the
Demonstration and Competence laboratory of the NMC and to
apply mass spectrometry in a the wider context of health, dis-
ease and interventions. His main interest lies in the application
of novel [imaging and MS] techniques to better understand the
place and mode of action of interventions and their effect on the
affected tissue or organ.

Postdoctoral fellows

Alexander Tempels, PhD

Maya Kochman, PhD [NMC]

Adrie Dane, PhD [NMC]

Piotr Kasper, MSc [NMC]

Miguel Rojas, MSc [NMC]

Vanessa Gonzalez, PhD [IOP Genomics]
Katrin Strassburg, MSc [NMC]

Marek Noga, PhD [TI-Pharma]]

Eduard van Wijk, PhD [NMC-SDPPM]

Educational staff
Robert Rissmann, PhD [Lecturer]

PhD Students

Kjeld Janssen, MSc

Jurre Kamphorst, MSc [CMSB]

Peter Lindenburg, MSc [TNO]

Harmen Draisma, MSc [NBIC]

Chunxiu Hu, MSc [KNAW]

Jiajie Li, MSc [Nanoned]

Daan van Schalkwijk, MSc [NBIC]
Jan-Willem Schoonen, MSc [NMC]
Herman van Wietmarschen, MSc [R&A Stichting]
Koko Wei, MSc [TNO]

Julio Peironcely, MSc [TNO]

Jos Quist, MSc [NMC]

Jose Castro-Perez, MSc [External funded]
Marco Ries, MSc [STW]

Robert-Jan Raterink, Ir [NMC]

Research Scientists
Frans van der Kloet, MSc

Visiting Scientists

Chao Zhu, MSc, China University of Science and Technology
from September 2009 till March 2011

Title: Research on Lipidomics for studying diseases

Technical staff

Bea Reeuwijk

Gerwin Spijksma [NGC]
Faisa Guled [T1 Pharma]
Shanna Shi

Jorne Troost

Iryna Paliukhovich
Jeroen Wesbeek [NMC]
Michael van Vliet [NBIC]

Management NMC
Ronnie van Doorn, PhD [Operational Manager NMC]
Bernd van Buuren, PhD [Valorization Manager NMC]

BioMolecular Analysis

Hubertus Irth, PhD, head professor of Bioanalytical
Chemistry

[irth@few.vu.nl]

Hubertus Irth obtained his M.Sc. degree in Environmental
Technology at the Technical University of Berlin [Germany]. In
1989 he received his PhD. in Analytical Chemistry at the Vrije
Universiteit Amsterdam [The Netherlands]. After a Post-doc
stay at the Chemical Center of Lund University [Sweden], he
became assistant professor at the Leiden/Amsterdam Center
for Drug Research [Leiden, The Netherlands] working on the
implementation of biospecific interaction in analytical tech-
nologies. In 1997 he founded Kiadis BV [formerly Screentec
BV], a spin-off company developing and commercializing
novel drug discovery technologies. Since 1999 he is pro-
fessor for Bioanalytical Chemistry at the Vrije Universiteit

Amsterdam. He currently is director of the VU Department of
Chemistry and Pharmaceutical Sciences.

Wilfried [W.M.A.] Niessen, Ph.D., Extraordinary Professor of
Bioanalytical Mass Spectrometry [aac@chem.vu.nl]

Wilfried Niessen studied Chemistry at the Vrije Universiteit
in Amsterdam. In 1986, he received his PhD at the University
of Amsterdam. From 1986 to 1996, he was employed as assist-
ant professor at LACDR’s Division of Analytical Biosciences
at Leiden University. In 1996, he established a consulting
company; hyphen MassSpec, that provides international train-
ing and consultancy in the area of bioanalytical mass spec-
trometry. In 2002, he was appointed extraordinary professor
Instrumental Analysis [bioanalytical mass spectrometry] at
the Vrije Universiteit. His research interests involve principles,
technology and applications of [hyphenated] mass spectrome-
try. He is on the editorial board of Journal of Chromatography
A, guest-editor on five MS-related special issues in Journal
of Chromatography A, and editor of Volume 8 [hyphenated
methods] of the Encyclopedia of Mass Spectrometry

Henk Lingeman, PhD, Associate Professor
[lingeman@few.vu.nl[

Dr. Lingeman received his PhD in 1986 at Leiden University.
Since 1988 he is a staff member of the Department of Bio-
analytical Chemistry. His research programme mainly concerns
the development of automated procedures for the determina-
tion of analytes especially, drugs, peptides and proteins - in
biological and pharmaceutical samples. The emphasis is on
sample preparation methods and procedures. Dr. Lingeman
currently is the advisor for training issue of the Dutch Society
of Clinical and Pharmaceutical Technicians and a member of
the Board of Trustees-at-large of the International Association
for Pharmaceutical and Biomedical Analysis [USA]. Until 2003
he was editor of the Journal of Pharmaceutical and Biomedical
Analysis and starting 2003 he is the editor of Chromatographia.
He is on the editorial board of several international journals. In
1990 he received the “Jubilee medal’ of the Chromatographic
Society [UK].

Jeroen Kool, PhD, Assistant Professor

[jeroen@few.vu.nl[

Jeroen Kool studied Chemistryatthe Leidse Hogeschool.In 1998,
Jeroen started working at the Shell Research and Technology
Centre in Amsterdam. He continued his research for half a year
in England at the University of Newcastle upon Tyne. In 2000
he worked at the Metabool Laboratorium Kinderen of the Vrije
Universiteit Medical Center in Amsterdam, where he studied
protein synthesis rates of proteins that are involved in meta-
bolic diseases. In 2001, he started his PhD study at the Division
of Molecular Toxicology at the department of Pharmaceutical
Sciences of the Vrije Universiteit, under supervision of Prof. Dr.
Vermeulen. Following his PhD research, he started working at
the pharmaceutical company Kiadis B.V. as scientist screening.
He continued his academic career from November 2005, where
he worked as post-doc in the Biomolecular Mass Spectrometry
group of Prof. Dr. Heck at the Utrecht University. In 2007
he started to work as assistant professor in the Biomolecular
Analysis group of Prof. Dr. Irth at the Vrije Universiteit. His
interests are in the hyphenation of pharmaceutically relevant
bioaffinity and activity screening technologies to state of the
art analytical separation technologies in order to enforce the
screening of complex mixtures [e.g. metabolic mixtures, com-
binatorial chemistry libraries, natural extracts] for bioactive
compounds.

Martin Giera, PhD, Assistant Professor [mgiera@few.vu.nl]
Martin Gierastudied pharmacy at the Ruprecht Karls University
Heidelberg [Germany] and the Ludwig Maximilians University
Munich [Germany]. In 2003 he passed his second state exam and
after internships in a pharmacy and in the analytical depart-
ment of Boehringer Ingelheim [Biberach, Germany] he received
his Approbation [pharmacy license] in 2004. In 2005 he started
his Phd study in the group of Prof. Dr. Bracher at the Ludwig
Maximilians University Munich. He received his Phd in phar-
maceutical chemistry in 2007. In 2008 he started as a Postdoc
in the group, sponsored by the German Academic Exchange
Program [DAAD], and in July 2009 he became Assistant profes-
sor. His main research interest lies in the development of new
bioanalytical methodologies and strategies for the analysis of
complex substance mixtures.

Postdoctoral fellows
Lionel Pochet

PhD students

Niels Jonker

Niels Martha

Ansgar Kretschmar

Jon de Vlieger

Lygia Azevedo Marques
David Falck

Linda Switzar

Ferry Heus

Dick-Paul Kloos

Technical Staff

Dik. Kamminga

Ben Bruyneel

Marek Smoluch, PhD, Mass spectrometry coordinator
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LACDR Bureau

Ine Goedegebuur, MSc, [90%] Institute Manager
Paula van Rossum, [80%] Liaison Officer

Erik de Vries, [80%)] Office Manager

Martha van der Ham-Meijer, [40%] Office Manager
Bea Dekker, [60%] Secretary

Student Counsellor and Teaching Programme Co-ordinator
[Leiden]

Christien Brouwer, PhD, [50%]

Hans Kruijer, PhD, [50%]

Division of Analytical Biosciences

Loes Beijersbergen, [60%] Secretary

Coby Aanhaanen, [80%)] Secretary

Division of Pharmacology

Linda Smit, [60%)] Secretary

Division of Drug Delivery Technology

Connie van Gent [60%]

Division of Toxicology

Monique Hofman-Tjiong, [50%] Secretary
Division of Biopharmaceutics

Sigrid Johansson, [50%)] Secretary

Division of Medical Pharmacology

Wendy Roger, [50%] Secretary

Division of Medicinal Chemistry and

Division of Molecular Toxicology, Amsterdam
Laura de Wit, Secretary

Department of Biomolecular Analysis, Amsterdam
Gisele Cassée, Secretary

Colofon

Co-ordination Martha van der Ham
Erik de Vries

Layout & production Drukkerij Karstens

Printing Karstens,
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Addresses

Directors of Research
Professor Meindert Danhof, PharmD, PhD
Professor Nico PE.Vermeulen, PhD

Institute Manager
Ms Ine Goedegebuur, MSc (Leiden)

Undergraduate Programs [BSc, MSc]
Center for Bio-Pharmaceutical Sciences, Leiden
University

Director of Education

Professor Johan Kuiper, PhD

Chairman of the Standing Teaching
Committee

Professor Joke A. Bouwstra, PhD

Student Advisors

Ms M.Christien Brouwer, PhD

Hans D. Kruijer, PhD

Faculty of Sciences, Vrije Universiteit Amsterdam
Chairman of the Standing Teaching
Committee

Professor Pim Mager, PhD

Central Office

Leiden/Amsterdam Center for Drug Research

[LACDR]
Einsteinweg 55
P.O. Box 9502
Phone
Fax
Email
url

Leiden University

2300 RA Leiden

The Netherlands

31 71 5274341/4406

31 71 5274277
e.devries@lacdr.leidenuniv.nl
www.lacdr.nl

Divisions of: Analytical Biosciences,

Biopharmaceutics, Medicinal Chemistry,
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