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Tolaasin — not your average AMP ll) Tolaasin membrane interaction characterized by polarized light
1) Circular Dichroism (CD) Spectroscopy 2) Linear Dichroism (LD)

e Bacterial secondary metabolite of rhizosphere-dwelling Pseudomonas tolaasii
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— Objective: molecular insights into the interaction of tolaasin and the
lipid bilayer using novel biophysical and computational approaches.

| Results I
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* Tolaasin maintains its o, -helical conformation upon interaction with lipid bilayers regardless of their charge.

1) Revisiting the tolaasin conformation using J-coupling based NMR

* With negatively charged, (4:1) mixed DOPC-DOPG vesicles the a-helix of tolaasin is inserted into the lipid bilayer
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Abbreviations

TIAT: |  micelles is fully maintained with DPC despite the charge difference.

: ) ) * Long-lived hydrogen bond network detected @water:lipid interface.| ABut — dehydroaminobutyril, AMP — antimicrobial peptide, ATR-IR — attenuation total reflection infrared spectroscopy DAB — 2,4

Last helical turn (11-14) + loop (14-18) | . o o _ ] diaminobutyril, DMSO — dimethyl sulfoxide, DOPC — 1,2-dioleoyl-sn-glycero-3-phosphocholine or (18:1) PC, DOPG — 1,2-dioleoyl-sn-
preserved but a-helix disrupted in DMSO I * Loop + last helix turn most rigid, maintained in organic solvents too. glycero-3-phosphoglycerol or (18:1) PG, DPC — dodecyl phosphocholine, HNHA — experiment [8], Hse — homoseryl, LD — linear dichroism,
B oo o e e e o e e e e e e e e e e e e e e LR-HNCO — long-range HNCO experiment [9], MOA — mode of action, NRPS — non-ribosomal peptide synthetase, NMR — nuclear magnetic

ﬂ)laasin 13¢, 15N isotope labeling : 12C94H16302514N21 > ~100% 13C94H16302515N21 > CandN spins for NMRN resonance, PBS — phosphate buffer saline solution, P/L — molar peptide to lipid ratio, retA — retinoic acid, SDS — sodium dodecyl sulfate,

SUV — small unilamellar vesicle
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