










 Categoria
 Top Downloads




Entrar
Registrar
Recobrar











Pesquisar












	
Categoria

	
Top Downloads

	
	
Entrar

	
Registrar







Pesquisar











	
Home

	Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis 

 Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis 


July 19, 2017 | Autor: Vladimir Trajkovic | Categoria: Organic Chemistry, Mitochondria, Apoptosis, Gene expression, Neuroprotection, Signal Transduction, Humans, Reactive Oxygen Species, Nitric oxide, Neuroblastoma, Nitric oxide donors, Neuroprotective Agents, DNA fragmentation, Signal Transduction, Humans, Reactive Oxygen Species, Nitric oxide, Neuroblastoma, Nitric oxide donors, Neuroprotective Agents, DNA fragmentation 



 BAIXAR PDF 



 Share
 Embed



 Denunciar este link














Descrição do Produto


DOI: 10.1002/cmdc.201100537



Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis Gordana Tovilovic,[a] Nevena Zogovic,[a] Ljubica Harhaji-Trajkovic,[a] Maja MisirkicMarjanovic,[a, b] Kristina Janjetovic,[a, b] Ljubica Vucicevic,[a, b] Sladjana Kostic-Rajacic,[c] Andre Schrattenholz,[d] Aleksandra Isakovic,[e] Vukic Soskic,*[d] and Vladimir Trajkovic*[b] The protective ability of novel arylpiperazine-based dopaminergic ligands against nitric oxide (NO)-mediated neurotoxicity is investigated. The most potent neuroprotective arylpiperazine identified during the study was N-{4-[2-(4-phenyl-piperazin-1yl)ethyl]-phenyl}picolinamide, which protected SH-SY5Y human neuron-like cells from the proapoptotic effect of NO donor sodium nitroprusside (SNP) by decreasing oxidative stress, mitochondrial membrane depolarization, caspase activation and subsequent phosphatydilserine externalization/DNA fragmen-



tation. The protective effect was associated with the inhibition of proapoptotic (JNK, ERK, AMPK) and activation of antiapoptotic (Akt) signaling pathways, in the absence of interference with intracellular NO accumulation. The neuroprotective action of arylpiperazines was shown to be independent of dopamine receptor binding, as it was not affected by the high-affinity D1/ D2 receptor blocker butaclamol. These results reported support the further study of arylpiperazines as potential neuroprotective agents.



Introduction Nitric oxide (NO) is a gaseous free radical that can freely diffuse through biological membranes. It is synthesized through sequential oxidation of l-arginine to l-citrulline; a process catalyzed by nitric oxide synthase (NOS). Three different forms of NOS—endothelial (e), neuronal (n) and inducible (i), have been identified. eNOS and nNOS are constitutively expressed and generate physiologically vital amounts of NO involved in maintenance of vascular tone and regulation of neurotransmission.[1] iNOS, on the other hand, produces much larger (nanomolar) amounts NO in response to various proinflammatory stimuli, which in the brain represent a defensive mechanism against certain infectious pathogens.[2] However, the overproduction of NO by iNOS has been strongly linked to neuroinflammation and neurodegeneration associated with traumatic/ ischemic injuries, Alzheimer’s, Parkinson’s and Krabbe’s diseases, as well as with demyelinating disorders such as multiple sclerosis, periventricular leukomalacia and adrenoleukodystrophy.[2] NO-mediated cell damage is a consequence of its highly reactive nature. It reacts with superoxide radicals to generate reactive nitrogen species (RNS), such as dinitrogen trioxide (N2O3) and peroxynitrite (ONOO), causing toxicity through complexation with iron in iron-containing enzyme systems,[3] oxidation of protein sulfydryl groups,[4] nitration of proteins, nitrosylation of nucleic acids, and DNA strand breaks.[5] The main outcome of excessive NO production is apoptotic death of various cell types, including neurons.[6] The N-arylpiperazine subunit can be found in a variety of pharmacologically interesting compounds, including those that act as dopamine and serotonin ligands, calcium blockers, antipsychotic agents, antihypertensive drugs, and acetylcholinChemMedChem 2012, 7, 495 – 508



esterase inhibitors.[7] Dopamine receptor ligands used for symptomatic therapy of Parkinson’s disease show neuroprotective effects under a variety of neurodegenerative conditions,[8–14] and the neuroprotective action of dopamine D1 antagonists has also been demonstrated.[15] Although some of the reported effects have been directly linked to the binding to dopamine receptors,[8] it appears that non-receptor-dependent pathways could also be involved.[16–18] Non-receptor-mediated neuroprotection by dopaminergic ligands may include free-radical scavenging activity against hydroxyl radicals and NO,[19, 20] and subsequent prevention of neuronal mitochondrial damage and apoptosis.[21, 22] To the best of our knowledge, the [a] G. Tovilovic, Dr. N. Zogovic, Dr. L. Harhaji-Trajkovic, M. Misirkic-Marjanovic, K. Janjetovic, L. Vucicevic Institute for Biological Research, University of Belgrade Despot Stefan Blvd 142, 11000 Belgrade (Serbia) [b] M. Misirkic-Marjanovic, K. Janjetovic, L. Vucicevic, Prof. V. Trajkovic Institute of Microbiology and Immunology School of Medicine, University of Belgrade Dr. Subotica 1, 11000 Belgrade (Serbia) E-mail: [email protected] [c] Dr. S. Kostic-Rajacic Center for Chemistry, Institute for Chemistry, Technology and Metallurgy University of Belgrade, Njegoseva 12, 11000 Belgrade (Serbia) [d] Prof. A. Schrattenholz, Prof. V. Soskic ProteoSys AG Carl-Zeiss-Strasse 51, 55129 Mainz (Germany) E-mail: [email protected] [e] Prof. A. Isakovic Institute of Medical and Clinical Biochemistry School of Medicine, University of Belgrade Pasterova 2, 11000 Belgrade (Serbia)



 2012 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim



495





 Lihat lebih banyak...



Comentários



























Relatórios "Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis "






Por favor, preencha este formulário, tentaremos o mais rápido possível.


Teu nome




Correio eletrônico




Razão
-Escolha um motivo-
Pornografia
Difamação
Ilegal / Haram
Spam
Outros termos de serviço
Arquivar uma reclamação de direitos autorais





Descrição do Produto








Fechar
Enviar














Download "Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis "





Somos uma comunidade de intercâmbio. Por favor, ajude-nos com a subida  1  um novo documento ou um que queremos baixar:



ARQUIVO DO DOCUMENTO DE ATUALIZAÇÃO


OU DOWNLOAD IMEDIATAMENTE













Fechar













Compartilhar e Incorporar "Arylpiperazine Dopamineric Ligands Protect Neuroblastoma Cells from Nitric Oxide (NO)-Induced Mitochondrial Damage and Apoptosis "





Copie e cole esse script de incorporação para o local onde deseja incorporar



Incluir Script




Tamanho(px)
750x600
750x500
600x500
600x400





URL










Fechar











 
 
 



Sobre nós | 
Termos | 
Privacidade | 
Direito autoral | 
Contato










Copyright © 2017 DADOSPDF Inc.






