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Selective expression of inducible nitric oxide synthase in human prostate carcinoma. 
Klotz T, Bloch W, Volberg C, Engelmann U, Addicks K 

Department of Urology, University of Cologne, Germany. 

BACKGROUND: Nitric oxide (NO) is synthesized by inducible nitric oxide synthase (iNOS) and plays an important role in tumor growth and angiogenesis. NO generation by iNOS also influences the cytotoxicity of macrophages and tumor-induced immunosuppression. Before now, the expression of iNOS in prostate carcinoma tissue had not been determined. METHODS: In this study, tissue sections from 16 patients with prostate carcinoma were studied immunohistochemically and compared with tissue specimens from 10 patients with benign hyperplasia. RESULTS: Positive iNOS immunostaining was detected in all sections from patients with prostate carcinoma. The malignant epithelial cells were highly positive. The antibody against iNOS also marked round cells, which had the same cell shape as that observed for macrophages. These cells were located in stroma and epithelium adjacent to tumor islets. However, round cells in benign tissue stained negative for iNOS. None of the benign hyperplasia specimens stained positive for iNOS immunohistochemically. CONCLUSIONS: Prostate carcinoma tissue had a high iNOS content, whereas benign tissue did not. The authors suggest that epithelial iNOS expression can be used as a specific immunohistochemical marker for prostate carcinoma. NO generation by iNOS may play multiple roles in the development of this disease. 

Publication Types: Clinical trial Controlled clinical trial 
[image: image3.png]






  [image: image5.png]


  NOTE: If the back button does not work. Then use your browser's Back button.



	


	Canada NewsWire
	[image: image7.png]





Give us your message. We'll give you the world. 



Attention News/Health Editors: 

New nitric oxide genetic research has implications for erectile dysfunction, stroke and asthma

TORONTO, Oct. 18 /CNW/ - St. Michael’s Hospital researchers have made a

significant discovery that could help pave the way for treatment of a number

of serious medical conditions, including stroke, erectile dysfunction and

asthma. Published in the October issue of the Proceedings of the National

Academy of Science (PNAS), the study investigated how the production of nitric

oxide in the human body is genetically regulated. The results indicate that

the gene involved in making nitric oxide is the most complex gene ever

identified.

The importance of nitric oxide became widely recognized in 1998, when

American researchers received the Nobel prize in Physiology/Medicine for their

findings that nitric oxide can transmit messages between cells. It has been

recently appreciated that nitric oxide biology explains important aspects of

how the body and therapeutic drugs work. For instance, nitroglycerine used in

the treatment of heart disease acts by releasing nitric oxide in the blood

vessels of patients.

Dr. Philip Marsden, Nephrology Researcher and Keenan Chair in Medical

Research at St. Michael’s Hospital and the University of Toronto, and his

research team are recognized for their ongoing studies of nitric oxide and how

it is manufactured and regulated. Inappropriate nitric oxide levels have been

associated with serious conditions such as male erectile dysfunction, strokes,

asthma and inherited digestive disorders. In this current study, they have

found that the gene responsible for producing nitric oxide in these different

clinical settings is exceedingly complex.

“Our work concludes that the actions of Viagra, the brain damage that

attends stroke and the airway disease of asthma are all mechanistically

linked,” explains Marsden. “Seemingly unrelated aspects of human biology are

therefore very dependent on this gene, the most complex yet described. For

example, too much nitric oxide can contribute to a stroke; too little can

cause male erectile dysfunction. The gene that produces abnormal amounts of

nitric oxide in these varied clinical settings goes to great lengths to try to

‘get it right’, but often doesn’t. It is truly ironic that such a

sophisticated gene makes so many mistakes.”

Marsden’s research, funded by the Heart and Stroke Foundation of Canada,

presents major implications for future medicine. If the genetic process for

regulating nitric oxide is understood, researchers can move forward and begin

to understand how nitric oxide levels become abnormal in the body and

eventually develop ways to prevent or treat nitric oxide-related conditions

like stroke or erectile dysfunction.

St. Michael’s Hospital is a Catholic teaching and research hospital,

affiliated with the University of Toronto, specializing in heart and vascular

disease, inner city health, trauma and neurosurgery, diabetes comprehensive

care, minimal access therapeutics and neurological and musculoskeletal

disorders.
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Background: Nitric oxide has during the last decade grown to be an important effector and mediator molecule in inflammation, and it is produced from several celltypes in humans. In human polymorphonuclear granulocytes (PMN) release of oxygen radicals and other substances, such as lactoferrin and myeloperoxidase, participate both in the defense against infections and in tissue destruction in chronic inflammatory diseases. However, the importance and effect of NO, produced by PMN, is still unclear. Aim: Our further studies of NO production in human PMN will try to clearify the transduction mechanisms for NO and the interplay between NO and other produced inflammatory substances, and the interaction between PMN and endothelial cells.Another important issue is to evaluate the pro- or anti-inflammatory properties of NO in chronic inflammatory diseases such as Rheumatoid arthrits. Results: Our studies have shown that human PMN produce NO in response to agonist such as bacterialoligopeptides, protein kinas C activators and leukotrienes. The NO production is calciumdependent and responds within minutes after stimulation. THe concomitant production od superoxide anions and NO reacts, producing mostly peroxynitrite, but due to differences in diffusionrate small amount of free NO could be detected by an NO sensitive electrode in PMN suspensions. In studies with patients with active inflammatory disease increased levels of nitrite and nitrate is detected, and decreasing in response to treatment. 

Safari

The author is Dr. Barbara Starfield of the Johns

Hopkins School of Hygiene and Public Health and she 
desribes how the US health care system may 
contribute to poor health.

Doctors Are The Third Leading Cause of

Death in the US, Causing 250,000 Deaths

Every Year

This week’s issue of the Journal of the American 
Medical Association (JAMA) is the best article I have 
ever seen written in the published literature 
documenting the tragedy of the traditional medical 
paradigm.

ALL THESE ARE DEATHS PER YEAR:

12,000 -----unnecessary surgery 8 

7,000 -----medication errors in hospitals 9 

20,000 ----other errors in hospitals 10 

80,000 ----infections in hospitals 10 

106,000 ---non-error, negative effects of drugs 2 

These total to 250,000 deaths per year from 
iatrogenic causes!!

What does the word iatrogenic mean? This term is 
defined as induced in a patient by a physician’s 
activity, manner, or therapy. Used especially of a 
complication of treatment.

