
Propositions accompanying the thesis (Stellingen behorend bij het proefschrift) 

Epigenetic regulation in normal and malignant hematopoiesis 

 

1. Loss of CEBPA in early myeloid-biased progenitors induces cell-intrinsic neutropenia as well as cell-

extrinsic depletion of the HSC compartment (this thesis). 

2. A common mechanism in acute myeloid leukemia (AML) with 3q26 rearrangements is the hijacking 

of an early hematopoietic enhancer that drives overexpression of the oncogene EVI1 (this thesis). 

3. The hierarchical organization of some super-enhancers makes them susceptible to disruption by 

deletion of “hub” regions that organize the entire complex (this thesis). 

4. Allele-specific expression can be a telltale marker for cis-regulatory dysregulation in leukemia and 

facilitate the screening for new epimutations (this thesis). 

5. Silencing of CEBPA in leukemia establishes an altered epigenetic landscape that leads to 

differentiation block and a mixed myeloid/lymphoid phenotype (this thesis). 

6. The fine control of gene expression requires a concerted action of multiple regulatory layers. Small 

changes in any of them can have a large impact on transcription and possibly dramatic phenotypic 

consequences. 

7. Leukemogenesis may be the result of epimutations in patients without known driver DNA 

mutations, or a combination of both genetic and epigenetic lesions. 

8. We should not conflate association with biological function. If a suspected function (regulatory, 

cellular, etc.) has not been validated by suitable assays, it should be referred to as “putative”.  

9. Hematopoiesis can be described as a “punctuated continuum” in which cells progressively acquire 

lineage-specific fates, with transitions governed by master regulators defining compartments of 

functionally similar cells (adapted from Laurenti and Göttgens, 2018). 

10. We only have strong evidence of function for roughly 10% of the genome. The rest is very likely to 

be junk DNA unless otherwise proven (adapted from Palazzo et al, 2015).  

11.  “Nothing in biology makes sense except in the light of evolution” (Theodosius Dobzhansky, 1973). 
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