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Abstract
A growing body of evidence suggests the inhibition of NFκB as a strategy to induce cell death in tumor
cells.  In  this  work,  we evaluated the effects  of  the pharmacological NFκB inhibitors  BAY117082 and
MG132  on  leukemia  cells  apoptosis.  BAY117082  and  MG132  presented  potent  apoptotic  effects
compared  to  inhibitors  of  MAPKs,  EGFR,  PI3K/Akt,  PKC  and  PKA  signaling  pathways.  Non-tumor
peripheral blood cells  were insensitive to  BAY117082 and MG132 apoptotic  effects.  BAY117082 and
MG132-induced apoptosis was dependent on their ability to increase ROS as a prelude to mitochondria
membrane  potential  (MMP)  depolarization,  permeability  transition  pore  opening  and  cytochrome  c
release.  Antioxidants blocked MG132 and BAY117082 effects on ROS, MMP and cell death.  Although
apoptotic  markers  as  phosphatidylserine  externalization,  chromatin  condensation  and  sub-G1  were
detected in BAY117082-treated cells, caspases activation did not occur and apoptosis was insensitive to
caspase inhibitors, suggesting a caspase-independent mechanism. In contrast, MG132 induced classical
apoptosis through ROS-mitochondria and subsequent caspase-9/caspase-3 activation. At sub-apoptotic
concentrations,  BAY117082  and MG132 arrested  cells  in  G2/M phase  of  the  cell  cycle  and  blocked
doxorubicin-induced  NFκB,  which  sensitized  doxorubicin-resistant  cells.  Data  suggest  that  the  NFκB
inhibitors MG132 and BAY117082 are potential anti-leukemia agents.

Keywords
MG132; BAY117082; Apoptosis; ROS; Leukemia cells

Corresponding author. Address: Depto. Bioquímica (ICBS-UFRGS), Rua Ramiro Barcelos,
2600/Anexo, CEP 90035-003, Porto Alegre, Rio Grande do Sul, Brazil. Tel.: +55 51 3308 5578; fax:
+55 51 3308 5535.

Copyright © 2009 Elsevier Ireland Ltd. All rights reserved.

Copyright © 2014 Elsevier B.V. except certain content provided by third parties. ScienceDirect® is a registered trademark of Elsevier
B.V.

Cookies are used by this site. To decline or learn more, visit our Cookies page

Check if you have access
through your login credentials
or your institution

Check accessCheck accessCheck accessCheck accessCheck accessCheck accessCheck accessCheck access

Purchase $35.95Purchase $35.95Purchase $35.95Purchase $35.95Purchase $35.95Purchase $35.95Purchase $35.95Purchase $35.95

Show moreShow moreShow moreShow more

    
Recommended articlesRecommended articlesRecommended articlesRecommended articles

NFκB inhibitors induce cell death in gliNFκB inhibitors induce cell death in gliNFκB inhibitors induce cell death in gliNFκB inhibitors induce cell death in gli

The NFκB-mediated control of RS andThe NFκB-mediated control of RS andThe NFκB-mediated control of RS andThe NFκB-mediated control of RS and

Adrenaline promotes cell proliferation Adrenaline promotes cell proliferation Adrenaline promotes cell proliferation Adrenaline promotes cell proliferation 

…………
2011, Biochemical Pharmacology more

…………
2009, Biochemical Pharmacology more

…………
2012, Biochemical and Biophysical Research … more

    
Citing articles (Citing articles (Citing articles (Citing articles (21212121))))

    
Related reference work articlesRelated reference work articlesRelated reference work articlesRelated reference work articles

 Advanced searchPurchasePurchasePurchasePurchase  Export  

 Journals  Books
Shopping cart HelpSign in

The pharmacological NFκB inhibitors BAY117082 and MG132 induce ... http://www.sciencedirect.com/science/article/pii/S0304383509004637

1 de 1 19/03/2014 09:45


