
Author’s Accepted Manuscript

The role of urotensin-II and its receptors in sepsis-
induced lung injury under diabetic conditions

Rustem Anil Ugan, Elif Cadirci, Zekai Halici,
Erdem Toktay, Irfan Cinar

PII: S0014-2999(17)30736-7
DOI: https://doi.org/10.1016/j.ejphar.2017.11.011
Reference: EJP71507

To appear in: European Journal of Pharmacology

Received date: 7 June 2017
Revised date: 6 November 2017
Accepted date: 9 November 2017

Cite this article as: Rustem Anil Ugan, Elif Cadirci, Zekai Halici, Erdem Toktay
and Irfan Cinar, The role of urotensin-II and its receptors in sepsis-induced lung
injury under diabetic conditions, European Journal of Pharmacology,
https://doi.org/10.1016/j.ejphar.2017.11.011

This is a PDF file of an unedited manuscript that has been accepted for
publication. As a service to our customers we are providing this early version of
the manuscript. The manuscript will undergo copyediting, typesetting, and
review of the resulting galley proof before it is published in its final citable form.
Please note that during the production process errors may be discovered which
could affect the content, and all legal disclaimers that apply to the journal pertain.

www.elsevier.com/locate/ejphar

http://www.elsevier.com/locate/ejphar
https://doi.org/10.1016/j.ejphar.2017.11.011
https://doi.org/10.1016/j.ejphar.2017.11.011


 1 

The role of urotensin-II and its receptors in sepsis-induced lung injury under diabetic 

conditions 

Rustem Anil Ugan
1
, Elif Cadirci

1
*, Zekai Halici

1
, Erdem Toktay

2
, Irfan Cinar

1 

 

1
Ataturk University, Faculty of Medicine, Department of Pharmacology, Erzurum, Turkey 

2
Ataturk University, Faculty of Medicine, Department of Histology and Embriology, 

Erzurum, Turkey 

*Corresponding author. Elif Cadirci. Ataturk University, Faculty of Medicine, Department of 

Pharmacology. Tel: + 90 442 3448735; Fax: + 90 442 2360968. ecadirci@atauni.edu.tr 

 

Abstract 

 This study aimed to investigate the potential role of urotensin-II receptors in sepsis-

induced lung injury in diabetic mice using urotensin-II receptor agonists and antagonists.  

 A total of 110 male CD1 mice were used in this study. Diabetes was induced by 200 

mg/kg streptozotocin. One month after diabetes induction, the cecal ligation and puncture-

induced polymicrobial sepsis model was applied in the diabetic and non-diabetic mice. Low 

and high doses of human urotensin-II agonist (HU-II) and antagonist (palosuran) were 

administered one hour after sepsis induction. HU-II administration was repeated in two-hour 

intervals. Blood and tissue samples were collected at 6 and 12 H after sepsis induction for 

biochemical, molecular, and histopathologic examinations. 

Regarding to the lungs mRNA expression and immunohistochemistry results of TNF-

 , IL1 , IL6, and NF- B, it was observed that cytokine levels significantly increased in the 

diabetes group and the sepsis groups compared to the healthy group; this increase was 

significantly higher in the diabetes-sepsis groups. Our biochemical (superoxide dismutase, 

glutathione, and malondialdehyde) and histopathological findings in the lungs also supported 
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