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Competitive/reversible inhibitors: kinase inhibitors

o e Enzymes SBDD
Non competitive/irreversible inhibitors: phosphatase PTP1B y Molecular model
inhibitors
Allosteric inhibitors: RNA polymerase NS5B inhibitors Receptors _

Molecular docl

LBDD

Agonists: CB2

Antagonists: CB1
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MW < 300 Da HCS
X-ray
HBA/HBD < 3
Requisites to be Biophysical assays NMR
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e Design low-dimensional reference spaces
o Simplify high-dimensional spaces

e Reduce their dimensionality

Hybrid Circular pa
Substructure-based Topology:=f

Fingerprints: family of descriptors

_ A. _IV_Iodi_fication and_ MOLECL

Simplification of chemical -
spaces

B. Col

S

Activity-based sele
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Secondary metabolites Prime

Lower -> prokaryots and eukaryots (yeasts, molds,
mushrooms, etc.) NP producers

Higher -> flora, fauna

NPs from microorganisms

Myxobacteria >
Discovery

S

Anticancer and antifungal action
Shares mechanism of action with previously discovered taxol

e Separation: addition of a lipophilic absorbing

resin specific in the fermentator :
Large scale production

o Extraction: filtration of the lipophilic resin; multiple
washing with water, elution with MeOH (4 x resin volume),
concentration; surnatant agueous phase (extraction with
EtOAc, concentration); collected dried organic phase (46 g
from 270 | of fermentation broth

o Purification: chromatography (fractionation, reverse
phase, MeOH as solvent; 12 g contains two active
principles structurallv similar): second chromatoaraphyv
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1. Design of protein fragments

2. Design of primers

3. Parallel cloning

4. Microscale expression in suitable strains

5. Solubility tests

6. Small scale expression in cells and
solubility tests again

7. Upscale and protein purification

8. Protein characterization

9. Large scale protein production

—

10 mg of purified protein
Homogeneous }
20 mg/l of concentration -
Batch (and micro-batch) experiments
Vapour diffusion } -

Crystallization robots

e Chemical shift data
e Integrals

;A

X-RAY: no size limit, str
be very pre

e H-H coupling
e Chemical shift

e Relaxation parameters

e Dynamic parameters

¢ Diffusion coefficients
e Saturation transfer difference (STD)

e Transfer NOE
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