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HINWEIS: Man verliert sehr schnell den Uberblick und verirrt sich in der Datenflut. So
ergibt sich bei der Suche nach dem Tumorsuppressorprotein p53 ein Ergebnis von
48214 Treffern. Auch die Ergédnzung von p53 um den Begriff ,human” resultiert in
41011 Treffern.
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Mausklick links auf ,Free full text* (s. rote Markierung) zeigt eine Liste von
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Structures of p53 Cancer Mutants and Mechanism of Rescue by

Second-site Suppressor Mutations™
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Andreas C. Joerger, Hwee Ching Ang#, Dmitry B. Veprintsev, Caroline M. Blair,

and Alan R. Fersht§

From the Centre for Protein Engincering, Medical Research Council, Cambridge, CB2 2QH, United Kingdom

the role of Arg?® in wild type, and the wild type confor-
mation is largely restored in both loops. Our structural
and biophysical data provide compelling evidence for
the mechanism of rescue of mutant p53 by intragenic
suppressor mutations and reveal features by which pro-
teins can adapt to deleterious mutations.

genomic integrity of the cell. In response to DNA damage, UV
irradiation, hypoxia, and other stresses, p43 activates the ex-
pression of a variety of genes that encode proteins respensibl

as “structural” mutations resulting in structural perturbations
of the core domain or “contact” mutations resulting in the loss
of a DNA-contacting residue.

A more detailed picture has emerged from quantitative sta-
bility and DNA binding studies for wild type p53 and several

effect and result in a large population of unfolded protein under
physiological conditions. On the basis of these studies, cancer-
d mutations in the core domain can be subdivided into

for Gy and Gy cell cycle arrest and apoptosis (1-3). p53 is
inactivated in virtually all human cancers. In about 50% of all
human eancers, this inactivation is a direct result of mutations
in the p53 gene. Most cancer-associated p53 mutations map to

three classes: (i) DNA contact mutations, such as R273H, with
little effect on the overall stability of the protein but impaired
function because of the loss of a residue mediating DNA con-
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Dies ist nur ein Mikrospektrum der Moglichkeiten, die diese Datenbank der NIH bietet.
Es macht sicher viel Freude, die anderen features zu erkunden und auszuprobieren.
Jedoch wird schnell die Zeit zum limitierenden Faktor.

- Unterrichtsmaterialien erstellt von Dr. M. Herrmann -





