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signaling pathways, leading to inhibition of apoptosis, hyperplasia, and tumor formation [Ref]. Hereditary mutation of PTEN

target of rapamycin (mTOR) signaling and are defective in distinct hamartoma syndromes [Ref].

Biological context of PTEN

Certain structural features of PTEN contribute to its specificity for PIP3, as well as its role(s) in regulating cellular proliferation

regulator of signaling processes downstream of this lipid second messenger [Ref]. However, mutations in MADH4 are only
present in a subset of JP cases, and although mutations in the gene for phosphatase and tensin homolog (PTEN) have been
described in a few families, undefined genetic heterogeneity remains [Ref]. PI(3)K-mediated activation of the cell survival
kinase PKB/Akt, and negative regulation of PI(3)K signalling by the tumour suppressor PTEN are key regulatory events in
tumorigenesis [Ref]. PTEN is an important tumor suppressor gene [Ref].
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Charles Darwin

The Free Eacyclopedia
Charles Robert Darwin FRS (12 February 1809 ~ 19 Apel 1852) wis an English naturaist’ who estadiished that sl species of e have

Man page descended over time from common ancestry, and propased the scientific theory that this tranching pattem of ovolution resuited from a
Comones process that he called natural selection. He pubished his theory with compeling evidence or evoiution in his 1859 book On the Owgan of
Featured content Species.' ! The scientific community and much of the general public came % accept ovolution as a fact in his Wetime, ™! but it was not untd
Curont everns the emesgance of the modem evolutionary synthess from the 1530s %0 the 15605 that a broad consensus developed that natural selecton
Random arscie was the basc mechanism of evoiution. ' in modiied form, Darwin's sclentific discovery is the unfying theory of the Ife scionces, explaining
Oonate the diversky of We, 58
v Interacton Darwin's eary interest in nature led him %0 neglect his medcal educaton at the Universty of Ednburgh; instead, he helped 10 nvestigate
Held manne inverebrates, Studies ot the University of Cambidge encouraged his passion for ratural science T Ms frve-yoar voyage on
About Wikpedia HMS Boagie establshed hm as an eminent peciogs! whose cbservations and theores supported Chardes Lyells unformtanan ideas, and
Communiy ponal publication of hs joumal of the voyage made him famous as a popular author, '
Recentchanges Puzzied by the geographical dstrbution of wikdife and fossils he collected on the voyage, Darwin investigated the transmutation of species
Contact Widpedia and conceived his theory of natural sefection in 1838 ' Although he dscussed his idoas with several naturalists, he needed time for
» Toobax axtensive h and his geclogicsl work had pricrty.'” He was weiting up his Bwory in 1858 when Alred Russel Walace sert him an
What bnks Mere ossay which described the same idea, prompting immediate jont publication of both of ther Beores ' Darwins work established
Relates changes ovoktionary descant with madtication as the dominart scanthic expianation of dversification n nature. ' In 1871, he examined humasn
Unéond e ovohtion and sexual selecson in The Descent of Man, and Selection in Relstion 1 Sex, Iolowed by The Expression of the Emotions in Man
Special pages A Arvnals. His resaaech 0n plants wis pubished 0 & seded of bocks, and in his Tinal Book, Mo examined aathworrd and thar elfect on
Pormacare ink sail (12
Cite his page In mecogaition of Darwin's pre-eminence &3 & Scieetist, bw wiss 0o of only five finsteenth-century non-+oyal pancnages fom the United
b Prissspos Kingdom 10 2@ honoured by a stite funeral, ' and was busied in Westminster Abtey, ciose 10 John Harschel and lsasc Newton. '
e Responses 10 the publication
Arbancs
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Lt Satifes and cancatures, and comuponded on it with colloagues worddwide. 7T Darwin had only said "Light will Ba theown on the erigin of
Arngonés maer”, "™ Bt the first review clsmed it made & croed of the "men from monkeys® idea lrom Vestiges. '™ Amongat eadty livousable
Asturiany responses, Hudey's reviews swiped at Fichand Owen, leader of the scientfic estabiishment Huxley was trying 10 overttvow. " In Ape, .
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PTEN - phosphatase and tensin homolog

Disease relevance of PTEN

Mutations that impair PTEN function result in a marked increase in cellular levels of PIP3 and constitutive activation of Akt survival
signaling pathways, leading to inhibition of apoptosis, hyperplasia, and tumor formation [Ref]. Hereditary mutation of PTEN
causes tumor-susceptibility diseases such as Cowden disease [Ref]. The PTEN and TSC2 tumor suppressors inhibit mammalian
target of rapamycin (mTOR) signaling and are defective in distinct hamartoma syndromes [Ref].

Biological context of PTEN

Certain structural features of PTEN contribute to its specificity for PIP3, as well as its role(s) in regulating cellular proliferation
and apoptosis [Ref]. specifically dephosphorylating the D3 position of PIP3, the PTEN tumor suppressor functions as a negative
regulator of signaling ses downstream of this lipid second messenger [Ref]. However, mutations in MADH4 are only
present in a subset of JP @lses, and although mutations in the gene for phosphatase and tensin homolog (PTEN) have been
described in a few familigll undefined genetic heterogeneity remains [Ref]. PI(3)K-mediated activation of the cell survival
kinase PKB/AKL, and n ive regulation of PI(3)K signalling by the tumour suppressor PTEN are key regulatory events in
tumorigenesis [Ref]. is an important tumor suppressor gene [Ref].

In colon cancer cells, PTEN stimulates Cdx-2 protein expression and the transcriptional activity of the Cdx-2 promoter [Ref].
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protein expression and the transcriptional activity of the Cdx-2 promoter [2]. By specifically
dephosphorylating the D3 position of PIP3, the PTEN tumor suppressor functions as a negative
regulator of signaling processes downstream of this lipid second messenger [1]. PI(3)K-mediated
activation of the cell survival kinase PKB/Akt, and negative regulation of PI(3)K signalling by the
tumour suppressor PTEN are key regulatory events in tumorigenesis [3]1. PTEN is an important
tumor suppressor gene [4].

Disease relevance of PTEN

Mutations that impair PTEN function resuilt in 2 marked increase in cellular levels of PIP3 and
constitutive activation of Akt survival signaling pathways, leading to inhibition of apoptosis
hyperplasia, and tumor formation [1]. Hereditary mutation of PTEN causes tumor-susceptibility
diseases such as Cowden disease [4]. However, mutations in MADH4 are only present in a subset
of JP cases, and although mutations in the gene for phosphatase and tensin homolog (PTEN) have
been described in a few families, undefined genetic heterogeneity remains [S]. The PTEN and
TSC2 tumor suppressors inhibit mammalian target of rapamycin (mTOR) signaling and are
defective in distinct hamartoma syndromes [6].
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3. Collaborations with publishers

namrc.com

Free Association

Nature Genetics blog

NOVEMBER 08, 2010

Wikigenes joins our experiment in collaborative authoring of standards

Now there is ancther way to make your contribution to the standards document “Principles for the post-GWAS functional
characterisation of risk loci” described in the previous post, automatically becoming a co-author in the process. Wikigenes
creator Robert Hoffmann has set up a splash page, introducing the paper and a link to the editable version at Wikigenes.

We do not anticipate problems in assigning authorship and author roles since it is obvious whether you have contributed
conceptual input or corrected punctuation. Corresponding author lan Mills and editor Myles Axton will check and if
necessary edit author names and roles for the final version to be submitted for publication after December 20th 2010.

To follow changes of the article you can subscribe to the following feed
http://www.wikigenes.org/e/pub/e/84.rss?all=1

If you have problems with the feed please address your queries to Wikigenes, not to Free Association blog, bearing in mind
this is an experiment.

Myles Axton, Editor, Nature Genetics
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