Here is a protein, SAR0276, a
putative me mbrane protein within
the genome of the methicillin-
resistant-Staphylococcus-aureus
species MRSA252. Docked into
itis a molecule of the ARB
Olmesartan. In an upcoming
paper: Molecular Genomics
identify ARBs as a new class of
Antibacterial - it s all a matter of
dose, we show how this ARB
can be expected to inhibit the
actions of SAR0276, and thereby
disrupt the function of the
MRSA252 organism.

There are very few things which we know, which are not
capable of being reduced to a Mathematical Reasoning,...
and where a Mathematical Reasoning can be had, it's as
great folly to make use of any other, as to grope for a thing
in the dark when you have a Candle standing by you.

Of the Laws of Chance. John Arbuthnot (1692)

As we enter the 215t century, mathe matical reasoning
(embodied in Molecular Biology) has advanced to the
point where we know the precise location of atoms in
certain key molecules which control the human body, and
we can use the Genome to predict the location of atoms in
many other molecules; predict with sufficientaccuracy to
understand the precise interactions between drugs and
those molecules, an understanding which has often
proven elusive in the clinical environme nt.
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(est. Ki, nmol) AG2R1 CCR2b VDR PPARg
(putative) (putative)

Candesartan st 39 30
Irbesartan 0.17 9 10
Losartan 0.5 28 74
Olmesartan 0.1 9 10
Telmisartan 0.1 25

Valsartan 0.3 22 14
Atorvastatin 2 61

Fluvastatin 4 no
Lovastatin 1 16 10
Pravastatin 0.2 38 62
Rosuvastatin 0.9 no
Simvastatin 0.4 23 4
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Some functions of VDR include:

Decreases PTH transcription (PMID: 2174913)

Regulates TLR2 and TLR4 expression, bacterial response

Trancribes CAMP (cathelicidin antimicrobial peptide)@nti-LPS)

Regulates TACO gene (M.tb intraphagocytic survival)

VDR/RXR binds IL2 promoter

Promotes transcription of Insulin Receptors

Cofactors SRC-1, SRC-3, (inhibited by p65 (NF-kappaB)),
GM-CSF-2 (granulocyte-macrophage stimulating factor)

Smad (regulates TGF-beta signaling) and DRIP coactivators,
which regulate cell differentiation and apoptosis

More at http://www.ihop-net.org/UniPub/iHOP/gs/93053.html
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PPAR-gamma: “originally discovered as a pivotal regulator
of adipocyte differentiation .. intimately involved in the
regulation of expression of myriad genes that regulate
energy metabolism, cell differentiation, apoptosis and
inflammation.” (PMID: 11900961)

Due to the links with fat-cell development, insulin and
glucose metabolism, drugs which affect this receptor are
likely to profoundly modulate the lipid metabolism.

But PPAR-gamma also modulates the immune system,
especially vascular inflammation (PMID: 12215484)

http://www.ihop-net.org/UniPub/iHOP/gismo/91205.ht ml




