WHAT ABOUT HNE membrane binding? 

HNE is localized as well at the cell surface of the neutrophils (Owen, Campbell, Sannes, Boukedes, & Campbell, 1995), but is not a therapeutic target for in rheumatoid arthritis or granulomatosis with polyangiitis like PR3 is. However, HNE was early associated with chronic obstructive lung disease although its presence at the membrane surface was not identified at the time (Burnett, Hill, Chamba, & Stockley, 1987). Specific ANCAs were found directed against HNE and were excluded from autoimmune vasculitis cases (Wiesner et al., 2004). 

QUESTION/COMMENTS

3.1.2. HNE
Unlike for PR3 two other loops interact with the lipids: 7-8 with R146 and the loop that links both barrels, 6-7, with R129 and N132.
6-7, with R129 and N132.
On ne retrouve aucun des residues de cette boucle dans les tables HB/HC. Cette boucle est proche de la membrabe en début de simulation principalement (la partie qui n’est pas prise en compte pour les analyses). Peut-être rajouter une phrase à ce propos?

During the first 150 ns, R129 has 81% occupancy (sc-P) and N132 63 % (data not included in the table). 

COMMENTS

Discussion Biacore, A propos de la partie interpretation des sensograms:

Generally, long-range non-specific interactions (typically electrostatics) accelerate the association of peripheral membrane protein and short range interactions (typically Van der Waals) slow the dissociation (Cho & Stahelin, 2005). While our SPR sensorgrams show no visible differences in the association phase, they clearly show a slower dissociation for PR3, which would therefore imply hydrophobic residues, that are missing in HNE. The role of theses residues was clearly highlighted via our MD simulations.

J’ai copié un extrait interressant de publi sur la cinétique des interactions protein/membrane:

In general, protein residues (e.g., cationic membrane-binding residues) and other factors (e.g., Ca2+ or phosphorylation) that enhance the non- specific, long-range electrostatic interactions primarily accelerate the association of proteins to anionic membranes (i.e., ka effect), whereas protein residues and other factors that increase short-range specific interactions and/or membrane pen- etration mainly slow the membrane dissociation (i.e., kd effect) (157). Aromatic residues, particularly Trp, play a unique and crucial role in binding to zwitterionic PC membranes (60, 67) by affecting both membrane association and dissociation steps (157).
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