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with host proteins. As a result we have chosen to study Mlp (multi copy C4b2a i e / . .
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C-terminus. Mlp’s are a paralogous family of proteins with nine members | Therapeutic \CSbB B features of these IDP proteins. l
MilpA, MipB, MlpC, MipD, MIlpF, MipG, MipH, Mlipl and MlpJ. Little is ——_— l /C3b =\ @ ,
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eukaryotic protein interactions, we have cloned Mlp’s and have recombinantly
expressed them in E.coli. We then aim to 1) screen for potential interactions
with host ligands present in human blood and or in the extracellular matrix in
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for interacting with host molecules, 2) and solve high-resolution three- C3b inhibitors

dimensional crystal structures of selected Mlp proteins. We believe that these

studies will underpin how bacterial IDRs physically interact with eukaryotic
proteins and provide a platform to quantitatively study a potentially RESUItS

fundamental aspect of host-pathogen interaction at the molecular level.
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Sequence Alignment of Mlp proteins reveal two distinct classes with

MlpB and MlpJ (sharing 80% identity) and the other class of MIpA, e e i sl s ] s |
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M1lpB MKIINILFCLLLIVLNSCNANDNDTFNNNSVQQTKSRKKRDLSQKELLQQEKITLTSDEE 60 |
Mlp3J MKIINILFCISLLLLNSCNSNDNDTLKNN-AQQTKSRKKRDLSQEELPQQEKITLTSDEE 59 o o o |
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M1pB KMFTSLVTAFKYTVEKLSGDTNGCNNENKNKCTGFFDWLSEDIQKQKELAGAFTKVYNFL 120 ( : |
Mlp3J KMFTSLINVFKYTIEKLNNEIQGCMNGNKSKCNDFFDWLSEDIQKQKELAGAFTKVYNFL 119 and Dr Brand()n L arcia fOr thelr contIHUEd
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MipC MIpD MipH support and motivation ;
M1pB KSKAQNEAFDTYIKGAIDCKKTLHKIVITIITNM-EKVRTKRAYFRGVAGSIFTDNNDNDG 179 |
Mlp3 KSKAQNETFDTYIKGAIDCKKNTPQDCNKNNKYGDGDNLIEQYFRGVANDMS NRNSNEE 178
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M1pB IYKCLKDELLNDTSNHYEGLTSDWDN 205 = — MipC 0 Fundlng. NIH —-R21A10031245 '
Mlp3J IYQYLKDELLKE-DNHYAGL TANWQN 203 o 100 — MipD o |
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M1pG MKIINILFCLFLLMLNGCNSNDTN- - -- - TKQTKSRQKRDLTQKEATQEKPKSKSKEDLL 55 S 50 302 |
M1pH MKIINILFCLFLLMLNGCNSNDNDTLKNNAQQTKSRRKRDLTQKEVTQEKPKS--KEELL 58 2 - |
M1pC MKIINILFCLFLLMLNGCNSNDNDTLKNNAQQTKRRGKRDLTQKETTQEKPKS--KEELL 58 " 04~ |
M1pF MKIINILFCLFLLLLNSCNSNDNDTLKNNAQQTKSRGKRDLTQKEATPEKPKS--KEELL 58 |
100 200 300 400
M1pA MKIINILFCLFLLLLNSCNSNDNDTLKNNAQQTKSRGKRDLTQKEATPEKPKS--KEELL 58 Elution veiume t sl |
MlpI MKIINILFCLFLLMLNSCNSNDTN- - -- - TSQTKSRQKRDLTQKEATQEKPKS--KEDLL 53 0.0 |
M1pD MKIINILFCLFLLMLNGCNSNDTN- - -- - NSQTKSRQKRDLTQKEATQEKPKS--KEELL 53 MIpA MIpB MIpC MipD MipH MBP BBK32C |
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M1lpG REKLSDDQKTQLDWLKTALTGVGKFDKFLENDEGKIKSALEHIKTELDKCNGND---EGK 112 ‘
M1pH REKLNDDQKTQLDWLKTALTDAGEFDKFLENNEDKIKSALDHIKSELDKCNGKENGDVQK 118 0.8 AP ELISA ASSAY = LP ELISA ASSAY |
M1pC REKLSDDQKTHLDWLKPALTGAGEFDKFLENDDDKIKSALDHIKTQLDSCNGDQ-AEQQK 117
M1pF REKLSEDQKTHLDWLKEALGNDGEFDKFLGYDESKIKSALNHIKSELDKCTGDN-SEQQK 117 0.6-
M1pA REKLSEDQKTHLDWLKEALGNDGEFDKFLGYDESKIKTALDHIKSELDKCNGND-ADQQK 117 3 §
MlpI REKLSEDQKTHLDWLKTALTGAGEFDKFLGYDEDKIKGALNHIKSELDKCTGDN-SEQQK 112 2 o -
M1pD REKLNDNQKTHLDWLKEALGNDGEFNKFLGYDESKIKSALDHIKSELDSCTGDK-VE-NK 111 2 S
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M1lpG NTFKTTVQGFFSGGNIDNFADQATATCN- - - - 140
M1pH NTFKQVVQGALKGGIDGFGASNATTTCNGS- - 148 0.0
M1pC TTFKTVVTEFFKNGDIDNFATGAVSNCNNGG- 148 MipA MipB  MIpC  MipD MipH MBP BBK32C MIipA MIpB MIpC MipD MipH MBP BBK32C
M1pF STFKQTVQGFFSGGNIDNFANNAVSNCNNGGS 149
M1pA TTFKQTVQGALSGGIDGFGSNNAVTTCGNGS - 148 .
MLlpI STFKEVVKGALGGGIDSFA-TSASSTCQAQQ- 142 Coclusion: MipA MIpB,MIpC,MIpD,MIpH didnot seem to
M1pD NTFKQVVQEALKGGIDGFE-NTASSTCKNS- - 140 . . . . .
e ok . o o~ % block classical ,lectin or alternative pathway proteins at high
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