
UvA-DARE is a service provided by the library of the University of Amsterdam (https://dare.uva.nl)

UvA-DARE (Digital Academic Repository)

Targeting the vessel wall in cardiovascular prevention

Meuwese, M.C.

Publication date
2008

Link to publication

Citation for published version (APA):
Meuwese, M. C. (2008). Targeting the vessel wall in cardiovascular prevention. [Thesis, fully
internal, Universiteit van Amsterdam].

General rights
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), other than for strictly personal, individual use, unless the work is under an open
content license (like Creative Commons).

Disclaimer/Complaints regulations
If you believe that digital publication of certain material infringes any of your rights or (privacy) interests, please
let the Library know, stating your reasons. In case of a legitimate complaint, the Library will make the material
inaccessible and/or remove it from the website. Please Ask the Library: https://uba.uva.nl/en/contact, or a letter
to: Library of the University of Amsterdam, Secretariat, Singel 425, 1012 WP Amsterdam, The Netherlands. You
will be contacted as soon as possible.

Download date:24 May 2023

https://dare.uva.nl/personal/pure/en/publications/targeting-the-vessel-wall-in-cardiovascular-prevention(1a9d23a5-a4a3-40fd-9466-54d7a3119fa6).html


Summary and perspectives 





Summary and perspectives 239

SUMMARY

Chapter 13 described the rise and fall of ACAT inhibitors from animal studies to random-

ized placebo-controlled imaging trials. We described the method and value of IMT imaging 

as surrogate marker for cardiovascular disease in chapter 14. Finally, the CAPTIVATE study 

showed that use of the ACAT inhibitor pactimibe was associated with higher LDL-cholesterol, 

faster progression of mean IMT, and more cardiovascular events than placebo. This leads us 

to conclude that ACAT inhibition is not a viable approach to prevent CVD.

PERSPECTIVES

Animal studies do not always refl ect the human situation

At least two other lessons can be learnt from part 3. First, chapter 12 showed us the large 

diff erence in eff ect of ACAT inhibition between animal and human studies. Although animal 

studies are indispensable, sometimes animals and humans diff er more than expected, ham-

pering extrapolation. Lipid metabolism in mice and men is an example of a system, which has 

similar components, but a diff erent balance and set points. 

IMT shows the way for OPS

Second, the validation of IMT as surrogate marker for CVD, described in chapter 13, shows us 

the direction to go with imaging of endothelial glycocalyx thickness, described in chapter 2. 

It is clear that if imaging modalities are to be used in clinical studies and pharmaceutical trials, 

technical optimization and stringent standardization are required. In the past years, techni-

cal adjustments have improved resolution of our images of the sublingual microcirculation. 

Moreover, standardization of the image analysis process has greatly reduced the interob-

server variation. However, besides these technical aspects, it needs to be fi rmly established 

whether decreased endothelial glycocalyx thickness is a marker for vascular vulnerability and 

vascular disease risk, preferably in a large population study.


