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Dereplication

Primary screen hit rates in natural products screening programs typically
range from 0.1% to 4%. Thus, from a screen of 100,000-250,000 samples, the
number of hits identified may be quite large (several hundred to several
thousand). Most of these hits will ultimately be of no interest for a variety of
reasons, eg. commonly-occurring classes of natural products may be
responsible for the activity in a number of different hits, many hits may be due
to compounds of low intrinsic potency but high abundance, others may be due
to compounds of higher potency but with undesirable physicochemical and/or
biological properties, etc.biological properties, etc.

The process of dereplication seeks to select a small sub-population of hits
identified in a primary screen that are most likely to contain active compounds
with the desired characteristics. With ultimate success being governed by the
quality of those selections which, in turn, is dependent upon the accumulation
of sound experimental data on all screen hits, dereplication has been a critical
success-determining and rate-limiting step in natural products drug discovery.
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Dereplication

Cerylid has developed an effective and efficient proprietary dereplication
procedure that yields high quality data on highly-resolved components from all
screen hits at high capacity — these being the necessary requirements for
timely and effective prioritization of hits. All hits from screens are first
subjected to a high-capacity fractionation procedure designed to generate
information about the relative polarity of all active compounds present. Based
on this information, all extracts displaying bioactivity in one or more of these
initial fractions are progressed for HPLC separations using short gradients
tailored to provide high resolution over the appropriate polarity ranges. Withtailored to provide high resolution over the appropriate polarity ranges. With
coupled UV/visible detection of eluates, testing of fractions for bioactivity both
in the primary screen and relevant secondary assays, and analysis of active
fractions by LC-MS, a package of physicochemical and bioactivity data on
pure or nearly pure active HPLC fractions from all screen hits is generated.

Analysis of data arising from the dereplication process drives informed
selection of those few extracts that are most likely to yield useful lead
compounds.
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Dereplication

Tecniche di separazione
– Ripartizione tra solventi
– TLC/HPLC (bioautografia)
– SPE
– Cromatografia controcorrente
– Elettrocromatografia capillare

Identificazione chimica
Tecniche spettroscopiche

– U.V.

Profilo biologico
– attivita’ antibiotica
– Attivita’ antitumorale
– Affinity fingerprints
– Tecniche immunochimiche

Database di letteratura– U.V.
– M.S.
– N.M.R.
– I.R.
– Simulazioni computazionali

Database di letteratura
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