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Mechanism of action [edit]

Unlike the similarly-named tacrolimus, sirolimus is not a calcineurin inhibitor. However, it has a similar suppressive effect on the immune system.
Sirolimus inhibits the response to interleukin-2 (IL-2) and thereby blocks activation of T- and B-cells. In contrast, tacrolimus inhibits the
production of IL-2.

The mode of action of sirolimus is to bind the cytosolic protein FK-binding protein 12 (FKBP12) in a manner similar to tacrolimus. However,
unlike the tacrolimus-FKBP12 complex which inhibits calcineurin (PP2B), the sirolimus-FKBP 12 complex inhibits the mammalian target of
rapamycin (mTOR) pathway by directly binding the mTOR Complex1 (mTORC1). mTOR is also called FRAP (FKBP-rapamycin associated
protein) or RAFT (rapamycin and FKBP target). FRAP and RAFT are actually more accurate names since they reflect the fact that rapamycin
must bind FKBP12 first, and only the FKBP12-rapamycin complex can bind FRAP/RAFT/mTOR.
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Sirolimus

From Wikipedia, the free encyclopedia

Sirolimus (INN/USAN), also known as rapamycin, is an immunosuppressant
drug used to prevent rejection in organ transplantation,; it is especially useful
in kidney transplants. A macrolide, sirolimus was first discovered as a product
of the bacterium Streptomyces hygroscopicus in a soil sample from Easter
Island") — an island also known as "Rapa Nui", hence the name. Itis
marketed under the trade name Rapamune by Wyeth.

Sirolimus was originally developed as an antifungal agent. However, this was
abandoned when it was discovered that it had potent immunosuppressive and
antiproliferative properties. It has since been shown to prolong the life of mice
and might also be useful in the treatment of certain cancers.
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http://reflect.cbs.dtu.dk/REST/GetHTML? URI=http.//en.wikipedia.org/wiki/Sirolimus

http://reflect.cbs.dtu.dk/REST/GetHTML?DOI=10.1006/jmbi.1998.2345
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http://reflect.cbs.dtu.dk/REST/GetHTML ?document=<htm|>...

</htmil>&entity_types=-1 9606 10090&uri=http://en.wikipedia.org/wiki/Sirolimus
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From Wikipedia, the free ycloped
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transplantation; it is especially useful in kidney transplants. A macrolide, sirolimus was first discovered as a product of the
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bacterium Streptomyces hygroscopicus in a soil sample from Easter island'"! — an island also known as “Rapa Nui", hence the

name.? It is marketed under the trade name Rapamune by Wyeth. °

Sirolimus was originally developed as an antifungal agent. However, this was abandoned when it was discovered that it had
potent immunosuppressive and antiproliferative properties. It has since been shown to prolong the life of mice and might also be
useful in the treatment of certain cancers.
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Mechanism of action [edit]

Unlike the similarly-named limus, siroli is not a calcil in inhibitor. However, it has a similar suppressive effect on the

immune system. Sirolimus inhibits the response to interleukin-2 (IL-2) and thereby blocks activation of T- and B-cells. In
contrast, tacrolimus inhibits the production of IL-2.

Systematic (IUPAC) name
(356R,7EQR10R12R14515E17E19E215238,
26R,27R.34a5)-9,10,12,13,14,21,22,23 24,2526,
27,32,33,34,34a-hexadecahydro-9,27-dihydroxy-3-
[(1R)-2-{(1S,3R.4R)-4-hydroxy-
3-methoxycyclohexyf]-

The mode of action of sirolimus is to bind the cytosolic protein FK-binding protein 12 (FKBP12) in a manner similar to tacrolimus.
However, unlike the tacrolimus-FKBP12 complex which inhibits calcineurin (PP2B), the sirolimus-FKBP12 complex inhibits the
mammalian target of rapamycin (mTOR) pathway by directly binding the mTOR Complex1 (nTORC1). mTOR is also called
FRAP (FKBP-rapamycin associated protein) or RAFT (rapamycin and FKBP target). FRAP and RAFT are actually more
accurate names since they reflect the fact that rapamycin must bind FKBP12 first, and only the FKBP12-rapamycin complex can

bind FRAP/RAFT/mTOR. 1-methylethyf}-10,21-dimethoxy-6,8,12,14,20,26-
. hexamethyl-23,27-epoxy-3H-pyrido[2,1-c][1,4]-
Use in transplant [edit] oxaazacycloheniriacontine-1,5,11,28,29

(4H,6H,31H)-pentone
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GetEntities Example

<item>
<name>FRAP</name>
<count>2</count>
<entities>
<entity>
<type>10090</type>
<identifier>ENSMUSP00000099510</identifier>
</entity>
<entity>
<type>10090</type>
<identifier>ENSMUSP00000032971</identifier>
</entity>
<entity>
<type>9606</type>
<identifier>ENSP00000350934</identifier>
</entity>
<entity>
<type>9606</type>
<identifier>ENSP00000354587</identifier>
</entity>
</entities>
</item> )
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o CSS Styles



SOAP Request Example

<GetHTML>
<document id id type="URI">http://en.wikipedia.org/wiki/
Sirolimus</document id>
<entity types auto detect="0">
<entity type>9606</entity type>
<entity type>-1</entity type>
</entity types>
<styles>
<style entity type="0">background-color: #99DDDD;</style>
<style entity type="-1">background-color: #FFCC99;</style>
</styles>
</GetHTML>
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