MPL-7097, an ESM™ p38 MAPK inhibitor domainw

IN.Winfield, 1S.Brookes, 1J.Calleja, *K.Chapman, ‘D.Hannah, *M.Jackman, *A.MacNair, *G.Newton, the faster route
IN.Piton. 'P.Skone, !C.Tebbutt, 2D.Moffat, 2M.Perry

. ™
IDomainex Ltd, Chesterford Research Park, Little Chesterford, Saffron Walden, CB10 1XL r
’Macrophage Pharma Limited, Windsor, UK MACROPHAGE

The rate of hydrolysis by hCE-1 can be

modulated by varying the ESM™

MONOCYTE
« Tumour-associated e

: Esterase sensitive | Linker Type THP-1 Cell . 4 -
maclrc.)phages (TAMs) contribute Motif™ P e hCE. 1 is also expressed in
significantly to enhanced F (R=linker and Assay the liver: therefore, an
malignancy in multiple cancers \ siEEirele) gﬁ’(‘cﬁf)‘"atw"@ intermediate rate of
by generating an x hydrolysis was required so

that enough ester could

immunosuppressive tumour 7]/\NR 2C para 34 892 en
microenvironment through o H avoid first pass
production of cytokines such as OWA - metabolism
L-10.1.2 J N 2C meta 17 1867 A oty of diff t
- * Avari ifferen

M2 MACROPHAGE M1 MACROPHAGE ta cly 0 'te' © s TM
» Polarisation of these l l AR 1C Para 8 2367 eslerase senscljlve OIS
immunosuppressive M2 | ° " \(/jvere a§ses§e ]E]? .
macrophages towards a pro- Scavenging Bactericidal activity o i etermine the eftect the |
. . Matrix remOdelllng . Y W/\N/ 2GC para >571 Chan es had on h drol SIS
inflammatory M1 phenotype is Tissue repair :nmflrirlrnrgizxuﬁgtt?okénes L 9 1 cell y | Y
anti-tumour immune response.3 TUMOUR PROMOTION TUMOUR SUPPRESSION T ONR et JeR (select examples shown in

o H the table)
N
« p38 MAPK has been shown to play a role in polarising macrophages towards an gowazR 2C para <5 3958  THP-1 cells (hCE-1 +ve)
Immunosuppressive M2 phenotype, however, it also has a pro-inflammatory effect in o H were used for the cell
other immune cells such as T-cells.* Y 2G para accumulation assay and
Oy A 278 21 the intracellular
) -R
« Macrophage Pharma’s Esterase Motif Technology™ (ESM™) targets o I concentration was
myelomonocytic cells whilst sparing other immune cells.®> The application of this /k determined by mass
technology to p38 MAPK to generate a series of potent ESM™ p38 inhibitors that o__: 2C para 7
. . . . T ONR spectroscopy

selectively target myelomonocytic cells will be described. o H

MPL-7097

Esterase Sensitive Motif™ Technology

 Human carboxylesterase, hCE-1 expression is largely restricted to cells of the
monocyte lineage; monocytes, macrophages and dendritic cells
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Domainex is a fully integrated drug discovery CRO based in the UK. If you would like
to learn more about applying our drug-discovery platform to your targets, please

The ESM™ ester can

access the active site contact: tom.mander@domainex.co.uk
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