+A significant part of the active compounds are
peptides, many are depsipeptides
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composition: “anything goes”

lactone (depsipeptide)
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D-amino acids N-methylation

MeBmt = (4R)-4-[(E)-2-butenyl]-4 N-dimethyl-L-threonine

Peter Schmieder 14.06.2006 Peter Schmieder 14.06.2006




Here, an extended set of NMR experiments has to be
recoded to obtain the desired assignments.
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KS = Ketosynthase, ACP = Acyl carrier protein

peptide synthase (NRPS) ;
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KR = Ketoreduction, DH = dehydration, ER = reduction
ACP = Acyl carrier protein
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PCP = Peptide carrier protein
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Epim = Epimerization domain, N-Met = N-methylation domain,
Cy = cyclisation domain, PCP = peptide carrier protein

DGl dehydro-Ala™
|
N
HN N
° Al
@ o
H
H H
OJ\I/ Nﬁ N#\ B
R O on® X
> Desrythrol-

methybso- Asp

Microcystins are a familiy of bioactive peptides,
Microcystin LR has X@ = Leucine and Z* = Arginine
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KS = ketoacyl synthase, e “Lgm
AT = acyltransferase, CM = C-methyltransferase, carr

OM = O-methyltransferase, KR = ketoacyl reductase, DH = dehydratase, AMT = aminotransferase,
RC = racemase, ACP = acyl carrier protein, = condensation, A = aminoacyl adenylation

KS = ketoacyl synthase, v \-_.
AT = acyltransferase, CM = C-methyltransferase, =

ACP = acyl carrier protein, AMT = aminotransferase, C = condensation,
A = aminoacyl adenylation, NMT = N-methyl-transferase, EP = epimerisation, TE = thioesterase
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through-bond connectivities.

It therefore corresponds well to a chemists view of a
molecule.
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nitrogen. It can not easily clarify stereochemistry.

It will therefore need support from other methods,
namely mass spectroscopy and chiral chromatography.
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H X can be either
c | HMQC carbon (13C) or
X nitrogen (13N)

C)u": (-Hx'ﬁ (':(x'/"/,,, DEPT-HMQC, HQQC
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resolution mass can be quite helpful but with a
molecular weight higher than 800 the results can be
ambiguous here as well
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MS and chiral chromatography revealed that both are
depsipeptides that contain a lipid chain and
carbohydrates (mannose in Hassalidin A, mannose and
rhamnose in Hassalidin B)
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Key experiment is the HMBC, i.e. the H,C long-range

correlation
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Hassalidin B
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L-N-CH;-Threonine (25,3R) L-allo-N-CH3-Threonine (2S,3S)
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D-Gln or L-GIn Schmieder "Lipopeptides having pharmaceutical activity";

(2 possibilities) Europdisches Patent, EP05004582, Anm.Tag 02.03.2005
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