
 

 

 University of Groningen

Molecular mechanisms regulating epithelial-to-mesenchymal transition and therapy sensitivity
in breast cancer and glioblastoma
Liang, Yuanke

IMPORTANT NOTE: You are advised to consult the publisher's version (publisher's PDF) if you wish to cite from
it. Please check the document version below.

Document Version
Publisher's PDF, also known as Version of record

Publication date:
2019

Link to publication in University of Groningen/UMCG research database

Citation for published version (APA):
Liang, Y. (2019). Molecular mechanisms regulating epithelial-to-mesenchymal transition and therapy
sensitivity in breast cancer and glioblastoma. [Thesis fully internal (DIV), University of Groningen].
Rijksuniversiteit Groningen.

Copyright
Other than for strictly personal use, it is not permitted to download or to forward/distribute the text or part of it without the consent of the
author(s) and/or copyright holder(s), unless the work is under an open content license (like Creative Commons).

The publication may also be distributed here under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license.
More information can be found on the University of Groningen website: https://www.rug.nl/library/open-access/self-archiving-pure/taverne-
amendment.

Take-down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.

Downloaded from the University of Groningen/UMCG research database (Pure): http://www.rug.nl/research/portal. For technical reasons the
number of authors shown on this cover page is limited to 10 maximum.

Download date: 24-05-2023

https://research.rug.nl/en/publications/82354e58-88c8-431e-acae-5fd0a840b767


PROPOSITIONS 

Belonging to this PhD thesis 

 Molecular mechanisms regulating epithelial-to-mesenchymal transition and therapy sensitivity in breast 
cancer and glioblastoma 

 
1. The cell adhesion receptor CD146/MCAM contributes to tamoxifen resistance by suppressing ERα expression and activating the AKT 

survival pathway.  (Chapter 2 of this thesis) 
 

2. Notch3 transcriptionally upregulates ERα expression and inhibits EMT,  tumorigenesis, and metastases in breast cancers. High level of 
Notch3 is significantly associated with better RFS in breast cancer patients, especially for those with ERα positive tumors. (Chapter 3 
of this thesis) 
 

3. The miR-221/222/Notch3/GATA3/ERα pathway may serve as a prognostic indicator and/or therapeutic avenue for breast cancers and 
provides deeper insight in the complex regulation of EMT and tumor progression. (Chapter 3-5 of this thesis)  
 

4. Inhibition of Notch1 significantly down-regulates CD146/MCAM expression, resulting in reversion of EMT and resistance to cisplatin 
in TNBC cells. Targeting Notch1/MCAM axis, in conjunction with conventional chemotherapies, might be a potential approach to 
enhance the therapeutic efficacy for patients with TNBC. (Chapter 6 of this thesis) 
 

5. Pharmacological γ‐secretase inhibitors (GSIs) are being used as Notch pathway inhibitors in clinical trials and thus far yielded 
inconclusive clinical benefit in cancer patients. This may be related to the non-selective properties of GSIs, since  γ‐secretase  not only 
processes the four Notch receptors but also many other type I transmembrane proteins and amyloid precursor protein (APP).  (Ren et. 
al EMBO Mol Med 2017, Erick et. al Frontiers in Oncology 2018) 
 

6. CD146/MCAM  promotes  tumor aggressiveness and radioresistance in GBM cells. Targeting CD146/MCAM may be a promising 
therapeutic strategy in both tamoxifen resistant breast cancer and GBM patients. (Chapter 7 and discussion of this thesis) 
 

7. Mechanical stress is increasingly recognized as an important contributor to malignancy of tumors, in which YAP seems to be a central 
player. The finding that YAP was identified as a new downstream effector of CD146/MCAM suggests involvement of this cell adhesion 
receptor in regulation of mechanotransduction. (based on Chapter 7 of this thesis) 
 

8. Residual carcinoma cells surviving after various types of therapy, including chemotherapy, molecularly targeted therapy, and 
immunotherapy, commonly display signs of EMT activation. Thus, the efficiency of these therapeutic modalities in generating durable 
clinical responses might be improved substantially by targeting cancer cells that have activated portions of the EMT program. 
(Tsukasa Shibue and Robbert A. Weinberg, Nature Reviews, 2017) 
 

9. “If something is important enough, even if the odds are against you, you should still do it.” ; “Don’t be afraid of new arenas.” – Elon 
Musk 
 

10. 横看成岭侧成峰，远近高低各不同。不识庐山真面目，只缘身在此山中。-苏轼,《题西林壁》；元丰七年(A.D. 1084)  
Seen from the front, Lushan Mountain is a continuous and rolling range, while seen from the side, it turns into a single towering peak. 
It takes on different shapes as you see it from different perspectives – far or near, high or low. The reason why I can’t tell the true 
shape of Lushan Mountain is that I myself am inside the mountain; I can’t see it as a whole.---A poem by Su Shi 

 

Yuanke Liang， 2019 

 


