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The aim of the thesis is to describe the expression of iNOS in the vessel wall of 

spontaneously hypertensive rats (SHR) and normotensive Wistar Kyoto (WKY) rats 

after long-term administration of cytostatic sunitinib.  

As an experimental model inbred males of SHR rats and normotensive WKY rats 

were used. They were divided into 2 groups - experimental and control. Sunitinib in 

drinking water (10mg/ kg per day) was administered to experimental group of rats while 

the control group of rats recieved only drinking water. In the experimental group of 

SHR rats, sunitinib was administered for 8 weeks and then after 5 days break it was 

administered for next 8 weeks. In the experimental group of WKY rats, sunitinib was 

administered for 8 weeks and then after 5 days break it was administered for only 2 

weeks due to weight loss and toxicity symptoms. 

Immunohistochemical methods were used for detection of iNOS expression, 

specifically the ABC method. No significant differences of iNOS expression in the 

endothelium were observed between the experimental and control group of WKY rats. 

On the contrary, the iNOS expression in the experimental group of SHR rats was more 

significant than in the control group.  

The area of the iNOS expression was quantified using stereological methods. The 

microscope observations were confirmed by quantification analysis. No significant 

difference in the iNOS expression was observed after application of sunitinib to the 

experimental group of WKY rats in comparison to the control group. On the other hand, 

sunitinib treatment significantly increased iNOS expression in endothelium in SHR rats.  

However, this at least suggests that aortic endothelium in normotensive and 

hypertensive rats reacts differently on sunitinib treatment, which will be studied in the 

future. 


