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LIST OF ABBREVIATIONS

ADAM17 a disintegrin and metalloproteinase domain containing protein 17

ASL arterial spin labeling

ASO antisense oligonucleotides

AUC area under the curve

BOLD blood-oxygen-level dependent

BPF brain parenchymal fraction

CADASIL cerebral autosomal dominant arteriopathy with subcortical infarcts and
leukoencephalopathy

CAMCOCG Cambridge cognitive examination

Cas CRISPR-associated genes

CBF cerebral blood flow

Cl confidence interval

CRISPR clustered regularly interspaced short palindromic repeats

CSF cerebrospinal fluid

CVR cerebrovascular reactivity

DAT-scan dopamine transporter scintigraphy

DTI diffusion tensorimaging

EGFr epidermal growth factor-like repeat domains

ELISA enzyme-linked immunosorbent assay

FLAIR fluid-attenuated inversion recovery

GEE generalized estimated equation

GIT Groningen intelligence test

GOM granular osmiophilic material

HB-ECF heparin-binding epidermal-growth-factor-like growth factor

HR hazard ratio

HTRA1 high-temperature requirement protein A1

IGF-BP1 insulin like growth factor binding protein1

LBD ligand binding domain

LLOQ lower level of quantification

LTBP-1 latent TGFB-binding protein 1

MDRS Mattis dementia rating scale

MMSE mini—mental state examination

mRS modified Rankin scale

NfL neurofilament light-chain protein

NOTCH3%* cysteine altering missense mutation in NOTCH3

NOTCH3&P extracellular domain/ectodomain of NOTCH3 protein

NOTCH3'P intracellular domain of NOTCH3 protein
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NRR
PC-MRA
PCR
RBPJ
ROC
RT-PCR
SD

SMA
SVD
SWi
TGF-B
TIMP3
T™MT
VSMC
WAIS
WMH
WMH,
WMS

negative regulatory region

gradient-echo phase-contrast MRI technique
polymerase chain reaction

recombining binding protein suppressor of hairless
receiver operating characteristic

reverse transcription polymerase chain reaction
standard deviation

smooth muscle actin

small vessel disease

susceptibility weighted imaging

transforming growth factor 8

tissue inhibitor of metalloproteinases 3

trail making test

vascular smooth muscle cell

Wechsler adultintelligence scale

white matter hyperintensity

white matter hyperintensity volume

Wechsler memory scale
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Education and Courses

Prime time for precision diagnostics driven by unmet clinical needs 2019
Analysis of Repeated Measurements 2019
Academic Writing 2018
Regression Analysis 2018
Basiscursus Regelgeving en Organisatie voor Klinisch onderzoekers (eBROK) 2017
Photoshop and Illustrator CSé for PhD-students and other researchers 2016
Laboratory Animal Course (FELASA) 2016
Basic Methods and Reasoning in Biostatistics 2016
PhD Introductory Meeting 2016
Internship abroad

Two-month internship at Arboleda-Velasquez's lab, Schepens Research Institute, 5018
Harvard Medical School, Boston, USA.

Conferences, symposia and meetings

Oral presentations

NOTCH3 exon skipping as a rational therapeutic approach for CADASIL:

lessons from a family with naturally occurring exon 9 skipping. 2019
25th Workshop of the International Stroke Genetics Consortium. Queens’ college,

University of Cambridge, Cambridge, United Kingdom.

Testing blood biomarkers in cerebral small vessel disease CADASIL.

Leiden Network for Personalized Therapeutics Conference, Leiden University 2018
Medical Center, The Netherlands. Invited speaker.

From gene to patient: NOTCH3 cysteine correction therapy development for CADASIL.

Donders Discussions. Donders Institute for Brain, Cognition and Behaviour, 2018
Radboud University, The Netherlands. Invited speaker.

Testing blood biomarkers in CADASIL: Serum NfL correlates with disedse severity. o018

MGC Symposium, Theater ins blau, Leiden, The Netherlands. Invited speaker.
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Oral presentations (continued)

Testing blood biomarkers in CADASIL.

8
MGC workshop, Texel, The Netherlands. 201

Testing blood-based biomarkers in CADASIL: NOTCH3ECD, IGF-BP1, TGF-B, HTRA1 and
Endostatin. 2018
D’Amore lab meeting. Schepens Research Institute, Harvard Medical School, Boston, USA.

Neurofilament Light Chain is a promising biomarker for CADASIL.

201
Science & Education day Clinical Genetics, Oegstgeest, The Netherlands. /

The NOTCH3 score biomarker: from mouse to man?

2016
Landelijk Overleg Genetica, Utrecht.

Poster presentations

Naturally occuring NOTCH3 exon skipping attenuates CADASIL in patients.
Nederlandse Vereniging voor Humane Genetica & Belgian Society for Human Genetics 2019
Symposium. Veldhoven, The Netherlands.

In vivo testing of NOTCH3 exon skipping in a humanized CADASIL mouse model.
LUMC Medical Research Profile Translational Neuroscience (LCTN) Annual Symposium, 2017
LUMC, Leiden, The Netherlands.

In vivo testing of NOTCH3 exon skipping in a humanized CADASIL mouse model. 201
MGC workshop, Leuven, Belgium. Poster prize for best poster/poster pitch. /

In vivo testing of NOTCH3 exon skipping in a humanized CADASIL mouse model.
RNA & Oligonucleotide Therapeutics, Cold Spring Harbour meeting, 2017
Cold Spring Harbor, NY, USA.

Teaching activities

Teaching

Daily supervison Master’s thesis project (3 months). 2019
Daily supervision Master’s internship (6 months). 2017-2018
Daily supervision foreign PhD student (2 months). 2017
Daily supervision Bachelor’s internship (5 months). 2016 - 2017

Related activities

Member in Board of Examiners of Medicine (LUMC). 2017 - present
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Prizes and personal grants

Best oral presentation at Donders Discussions, Nijmegen, The Netherlands. 2018
Best oral presentation at MGC workshop, Texel, The Netherlands. 2018
Personal grant from Alzheimer Foundation-The Netherlands for international exchange 2018
at Schepens Research Institute, Harvard Medical School, Boston, USA.

Personal grant from Leiden University Fund for international exchange at Schepens

Research Institute, Harvard Medical School, Boston, USA. 2018
Best poster/pitch prize at MGC workshop, Leuven, Belgium. 2017
Societal outreach

Oral presentations at Platform CADASIL patient day, Leiden, The Netherlands. 2016 -2019
Oral presentation at Middle Donor Event, Netherlands Brain Foundation, Utrecht,

The Netherlands. 2018
Organization Running for CADASIL, Leiden, The Netherlands. 2016 -2018
Participation LUMC Science Day. 2017
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Dit proefschrift is het product van vele samenwerkingen. |k wil iedereen bedanken die
heeft bijgedragen aan dit proefschrift: met jullie hulp werd dit promotietraject leuker,
beter en haalbaarder.
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talent voor multitasking is een voorbeeld voor mij. Annemieke, jouw enthousiaste en
gestructureerde kijk op wetenschap is een voorbeeld voor iedere PhD student. Bedankt
voor jouw exon skip expertise en je promotorschap.
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Daarnaast een grote blijk van waardering richting de Hersenstichting en haar donateurs,
die dit promotieonderzoek financieel mogelijk hebben gemaakt. Evenzo richting Stichting
Platform CADASIL en het initiatief For CADASIL, die zich beiden enorm inzetten voor het
CADASIL onderzoek.

Het leven naast het promotietraject was een stuk leuker dankzij fantastische vrienden en
familie, ik koester de momenten met jullie! Bas, Robin, Leon en Patrick, onze vriendschap
voor het leven is een rijkdom, zeker met Zosha en Dongdong erbij. Sarah, Vera en Patrick,
dankzijjullie weet ik dat geen berg te hoog is en er always a game is. Ype, Marnix, Pien, Lotte,
Leonieke, Thomas, Ineke, Alex, en Ahmed; gezellige etentjes, pauzewandelingen en koffies
zijn heerlijke ontspanmomenten die ik niet had willen missen. Dubbeltrajectvrienden,
Lisanne, Kimberly, Sanne, Jaap, Lennard en Erik, met hetzelfde startpunt en verschillende
passies dat een recept is voor interessante gesprekken, dank daarvoor! VVers, dankzij
jullie blijf ik bijleren over de meest exotische onderwerpen. Stockholm friends, tack for det
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