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Ubiguitin-dependent degradation of lkappaBalpha is mediated by a ubiquitin ligase Skp1/Cul 1/F-box protein FWD1.
Joumnal: Proceedings of the National Academy of Sciences of the United States of America 1999 Mar 3096 73859-63

An N-terminal nuclear export signal is required for the nucleocytoplasmic shuttling of lkappaBalpha.
Journal: The EMBO journal 1999 Dec 118 236682-93

Cotranslational dimerization of the Rel homology domain of NF-kappaB1 generates ph0-p105 heterodimers and is required for effective ph0 production.
Journal: The EMBQ journal 2000 Sep 119 174712-22

NF-kappaB-inducing kinase regulates the processing of NF-kappaB2 p100.
Joumnal: Molecular cell 2001 Feb 7 2401-9

Missing pieces in the NF-kappaB puzzle.
Joumnal: Cell 2002 Apr 109 Suppl S81-96

The precursor of NF-kappa B p50 has | kappa B-like functions.
Journal: Cell 1992 Oct 1671 2243-53

| kappa B/IMAD-3 masks the nuclear localization signal of NF-kappa B p65 and requires the transactivation domain to inhibit NF-kappa B pG5 DNA binding.

Joumal: Melecular biology of the cell 1992 Dec 163 121339-52

Manual Annaotations generated using the PathText Manual Annotation Tool. See pathtext.org for details.
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An N-terminal nuclear export signal is required for the nucleocytoplasmic shuttling of lkappaBalpha.
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Cotranslational dimerization of the Rel homology domain of NF-kappaB1 generates ph0-p105 heterodimers and is required for effective ph0 production.
Journal: The EMBQ journal 2000 Sep 119 174712-22

NF-kappaB-inducing kinase regulates the processing of NF-kappaB2 p100.
Joumnal: Molecular cell 2001 Feb 7 2401-9

Missing pieces in the NF-kappaB puzzle.
Joumnal: Cell 2002 Apr 109 Suppl S81-96

The precursor of NF-kappa B p50 has | kappa B-like functions.
Journal: Cell 1992 Oct 1671 2243-53

| kappa B/IMAD-3 masks the nuclear localization signal of NF-kappa B p65 and requires the transactivation domain to inhibit NF-kappa B pG5 DNA binding.

Joumal: Melecular biology of the cell 1992 Dec 163 121339-52
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Ubiquitin-dependent degradation of lkappaBalpha is mediated by a ubiquitin ligase Skp1/Cul 1/F-box protein FWD1.
Journal: Proceedings of the National Academy of Sciences of the United States of America 1939 Mar 3096 73859-63

Authors: Hatakeyama S, Kitagawa M, Nakayama K, Shirane M, Matsumoto M, Hattori K, Higashi H, Nakano H, Okumura K, Onoé K, Good RA, Nakayama K.
PubMed: 10097128 View PubMed Page

Publication Abstract

Activation of the transcription factor nuclear factor kappa B (NF-kappaB) is controlled by proteclysis of its inhibitory subunit (lkappaB) via the ubiquitin-proteasome pathway. Signal-induced phosphorylation of
lkappaBalpha by a large multisubunit complex containing IkappaB kinases is a prerequisite for ubiquitination. Here, we show that FWD1 (a mouse homologue of Slimb/betaTrCP), a member of the F-box/WD40-
repeat proteins, is associated specifically with lkappaBalpha only when lkappaBalpha is phosphaorylated. The introduction of FWD1 into cells significantly promotes ubiquitination and degradation of
lkappaBalpha in cancert with lkappaB kinases, resulting in nuclear translocation of NF-kappaB. In addition, FWD1 strikingly evoked the ubiquitination of lkappaBalpha in the in vitro system. In contrast, a
dominant-negative form of FWD1 inhibits the ubiquitination, leading to stabilization of kappaBalpha. These results suggest that the substrate-specific degradation of lkappaBalpha is mediated by a Skp1/Cull
1/F-box pratein (SCF) FWDA ubiquitin-ligase complex and that FWWD1 serves as an intracellular receptor for phosphorylated lkappaBalpha. Skp1/Cullin/F-box protein FWD1 might play a critical role in
transcriptional requlation of NF-kappaB through control of lkappaB protein stability.

Annotation by Kanae Oda
Hence, FWD1 binds to [kBa when it is complexed with NF-kB.
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Joumnal: Proceedings of the National Academy of Sciences of the United States of America 1999 Mar 3096 73859-63

An N-terminal nuclear export signal is required for the nucleocytoplasmic shuttling of lkappaBalpha.
Journal: The EMBO journal 1999 Dec 118 236682-93

Cotranslational dimerization of the Rel homology domain of NF-kappaB1 generates ph0-p105 heterodimers and is required for effective ph0 production.
Journal: The EMBQ journal 2000 Sep 119 174712-22

NF-kappaB-inducing kinase regulates the processing of NF-kappaB2 p100.
Joumnal: Molecular cell 2001 Feb 7 2401-9

Missing pieces in the NF-kappaB puzzle.
Joumnal: Cell 2002 Apr 109 Suppl S81-96

The precursor of NF-kappa B p50 has | kappa B-like functions.
Journal: Cell 1992 Oct 1671 2243-53

| kappa B/IMAD-3 masks the nuclear localization signal of NF-kappa B p65 and requires the transactivation domain to inhibit NF-kappa B pG5 DNA binding.

Joumal: Melecular biology of the cell 1992 Dec 163 121339-52
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| kappa B/MAD-3 masks the nuclear localization signal of NF-kappa B p65 and requires the transactivation domain to inhibit NF-kappa B p65 DNA binding.
Journal: Molecular biology of the cell 1992 Dec 163 121339-52

Authors: Ganchi PA, Sun SC, Greene WC, Ballard DVY.
PubMed: 1493333 View PubMed Page

Publication Abstract

The active nuclear form of the NF-kappa B transcription factor complex is composed of two DNA binding subunits, NF-kappa B p65 and NF-kappa B p50, both of which share extensive N-terminal sequence
homology with the v-rel oncogene product. The MF-kappa B p65 subunit provides the transactivation activity in this complex and serves as an intracellular receptor for a cytoplasmic inhibitor of NF-kappa B,
termed | kappa B. In contrast, NF-kappa B p50 alone fails to stimulate kappa B-directed transcription, and based on prior in vitro studies, is not directly regulated by | kappa B. To investigate the molecular
basis for the critical requlatory interaction between NF-kappa B and | kappa B/MAD-3, a series of human NF-kappa B pb5 mutants was identified that functionally segregated DMA binding, | kappa B-mediated
inhibition, and | kappa B-induced nuclear exclusion of this transcription factor. Results from in vivo expression studies performed with these NF-kappa B p65 mutants revealed the following: 1) | kappa B/MAD-3
completely inhibits NF-kappa B pb5-dependent transcriptional activation mediated through the human immunodeficiency virus type 1 kappa B enhancer in human T lymphocytes, 2) the binding of | kappa
B/MAD-3 to NF-kappa B p65 is sufficient to retarget MF-kappa B p65 from the nucleus ta the cytaplasm, 3) selective deletion of the functional nuclear localization signal present in the Rel homology domain of
MF-kappa B p64 disrupts its ability to engage | kappa B/MAD-3, and 4) the unique C-terminus of NF-kappa B p65 attenuates its own nuclear localization and contains sequences that are required for | kappa B-
mediated inhibition of NF-kappa B p65 DNA binding activity. Together, these findings suggest that the nuclear localization signal and transactivation domain of NF-kappa B p65 constitute a bipartite system that
is critically involved in the inhibitory function of | kappa B/IMAD-3. Unexpectedly, our in vivo studies also demaonstrate that | kappa B/MAD-3 binds directly to NF-kappa B p50. This interaction is functional as it
leads to retargeting of NF-kappa B p50 from the nucleus to the cytoplasm. However, no loss of DNA binding activity is observed, presumably reflecting the unique C-terminal domain that is distinct from that
present in NF-kappa B p65.

..',,.',;.;'..,;,.,.m..u..,,...._,,.,. Annotation by Kanae Oda
By s € WA ot

R e The NF-KB pB5 subunit provides the transactivation activity in this complex and serves as an intracellular receptor for a cytoplasmic inhibitor of NF-KB, termed IKB.

Page: 1

Annotation by Kanae Oda
These studies clearly demonstrate that MF-KB p65 contains two domains that function in concert to mediate assembly with IKB/MAD-3, resulting in the inhibition of NF-KB p65
DMA binding activity.

Page: 2
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Inhibition of inhibitor of nuclear factor-kappaB phosphorylation increases the efficacy of paclitaxel in in vitro and in vivo ovarian cancer models.
Journal: Clinical cancer research : an official journal of the American Association for Cancer Research 2004 Nov 1510 227645-54 wu

Histamine H1 receptor antagonist blocks histamine-induced proinflammatory cytokine production through inhibition of Ca2+-dependent protein kinase C. RafiMEK/ERK and IKKJ kappa B/INF
-kappa B signal cascades.
Joumal: Biochemical pharmacology 2005 Feb 169 343349 vu

Inhibition of inhibitor of nuclear factor-kappaB phosphorylation increases the efficacy of paclitaxel in in vitro and in vivo ovarian cancer models.
Journal: Clinical cancer research : an official journal of the American Association for Cancer Research 2004 Nov 1510 227645-54 wu

Tea polyphenol epigallocatechin 3-gallate impedes the anti-apoptotic effects of low-grade repetitive stress through inhibition of Akt and NFkappaB survival pathways.
Journal: FEBS letters 2006 Jan 9580 1273-84 vo

Pertussis toxin-sensitive Gilo proteins are involved in nerve growth factor-induced pro-survival Akt signaling cascade in PC12 cells.
Joumnal: Cellular signalling 2005 Jul 17 7881-90 vu

Propofol inhibits lipoteichoic acid-induced iINOS gene expression in macrophages possibly through downregqulation of toll-like receptor 2-mediated activation of Raf-MEK1/2-ERK1/2-KK-

NFkappaB.
Journal: Chemico-biological interactions 2009 Oct 30181 3430-9 vu

Activation of p21-activated kinase 1-nuclear factor kappaB signaling by Kaposi's sarcoma-associated herpes virus G protein-coupled receptor during cellular transformation.
Journal: Cancer research 2003 Dec 1563 24883747 vu

Formyl peptide-receptor like-1 requires lipid raft and extracellular signal-requlated protein kinase to activate inhibitor-kappa B kinase in human UBT astrocytoma cells.
Joumnal: Journal of neurochemistry 2007 Nov 103 41553-66 wu

Activation of p38MAPK by repetitive low-grade oxidative stress leads to pro-survival effects.
Journal: Biochimica et biophysica acta 2007 Mar 1773 3367-74 vu

Thalidomide suppresses the interleukin 1beta-induced NFkappaB signaling pathway in colon cancer cells.
Journal: Annals of the New York Academy of Sciences 2002 Nov 973 414-8 vo
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Inhibition of inhibitor of nuclear factor-kappaB phosphorylation increases the efficacy of paclitaxel in in vitro and in vivo ovarian cancer models.
Journal: Clinical cancer research : an official journal of the American Association for Cancer Research 2004 Nov 1510 227645-54 v

Click herefor details

Authors: S Mabuchi, M Ohmichi. ayasaka. A Kimura, T Ohta, J Kawagoe. K Takahashi, N Yada-Hashimoto, H Seino-Noda, M Sakata. T Motoyama, H Kurachi, JR Testa, K Tasaka, ¥ Murata
PubMed: 15569997 View PubMed F'age {}u&mr |phosphorylate|lKK

Medie Annotation

Treatment of paclitaxel-sensitive Caov-3 cells with paclitaxel transiently activated the phosphorylation of Akt, the phosphorylation of IkappaB kinase (IKK), and the phosphorylation of inhibitor of NFkappaB
(IkappaBalpha).

[JSubject T JVerb [CJObject

m

Publication Abstract

We investigated whether inhibition of nuclear factor-kappaB (NFkappaB) increases the efficacy of paclitaxel in in vitro and in vivo ovarian cancer models. Treatment of paclitaxel-sensitive Caov-3 cells with
paclitaxel transiently activated the phosphorylation of Akt, the phosphorylation of IkappaB kinase (KK}, and the phosphorylation of inhibitor of MFkappaB (lkappaBalpha). Paclitaxel also caused a transient
increase in NFkappaB activity, followed by a decrease in NFkappaB activity. We show an association between Akt and KK and show that the phosphorylation of IKK induced by paclitaxel is blocked by
treatment with a phosphatidylinositel 3-kinase inhibitor (wortmannin or LY294002). Furthermore, interference of the Akt signaling cascade inhibits the transient induction of [kappaBalpha phosphorylation and
MFkappaB activity by paclitaxel_ Inhibition of NFkappaB activity by treatment with an IkappaBalpha phosphorylation inhibitor (BAY 11-7085) attenuated both basal and transient induction of IkappaBalpha
phosphorylation by paclitaxel. Treatment with BAY 11-7085 also enhanced the inhibition of NFkappaB activity by paclitaxel for up to 24 hours. In addition, treatment with BAY 11-7085 decreased the viability of
cells treated with paclitaxel. Moreover, treatment with BAY 11-7085 increased the efficacy of paclitaxel-induced inhibition of intraabdominal dissemination and production of ascites in athymic nude mice
inoculated intraperitoneally with Caov-3 cells. These results suggest that paclitaxel transiently induces NFkappaB activity via the phosphatidylinositol 3-kinase/Akt cascade and that combination therapy with
paclitaxel and an NFkappaB inhibitor would increase the therapeutic efficacy of paclitaxel.

Rank Abstract: [ Good ] [ Undecided ] [ Mot Good ] Current Abstract Ranking: Good
Rank Sentence: [ Good ] [ Undecided ] [ Mot Good ] Current Sentence Ranking: Good

Histamine H1 receptor antagonist blocks histamine-induced proinflammatory cytokine production through inhibition of Ca2+-dependent protein kinase C, Raf/MEK/ERK and IKK/I kappa
B/NF-kappa B signal cascades.
Journal: Biochemical pharmacology 2005 Feb 169 343349 vo

Inhibition of inhibitor of nuclear factor-kappaB phosphorylation increases the efficacy of paclitaxel in in vitro and in vivo ovarian cancer models.
Journal: Clinical cancer research : an official journal of the American Association for Cancer Research 2004 Mov 1510 227645-54 vo
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Marshall McLuhan

From Wikipedia, the free encyclopedia

Y, By
WlkIPEDl A "WeLuhan” redirects here. For the son of Marshall McLuhan, sse Erig MeLuhan.

TheFre Enycpedia - Herbest Marshall McLuhan, CC (July 21, 1911 - December 31, 1980) was a Canadian educator, phlosopher, and scholar—a professor of Englsh arature, a ierary cric, a thetorcian, and a commuication
naviggion theonst. MeLuhan's wark s viewad as one of the comerstanes of the study of media theory.

Marshall McLuhan

" lan age McLuhan is known for the expressions 'the medium 15 the message” and "glabal vilage". McLuhan was a fidurs in media discourse from the late 19605 ta his death and he continues to be an infuential and

" Coers controversial figure. More than ten years afer his dazth he was named the “patian saint” of 1¥red magazine.
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Though the World Wide Web was invented thirty years after The Gutenberg Galaxy was
published, McLuhan may have coined and certainly popularized the usage of the term
"surfing" to refer to rapid, irregular and multidirectional movement through a
heterogeneous body of documents or knowledge, e.g., statements like "Heidegger
surf-boards along on the electronic wave as triumphantly as Descartes rode the
mechanical wave." Paul Levinson's 1999 book Digital McLuhan explores the ways

that McLuhan's work can be better understood through the lens of the digital
revolution.38l Later, Bill Stewart's 2007 "Living Internet" website describes how
McLuhan's "insights made the concept of a global village, interconnected

by an electronic nervous system, part of our popular culture well before

it actually happened.”?/ Wikipedia : Marshall McLuhanDIE &Y
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