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Inflammation = Non-transmissible 

Multifactorial Chronical Diseases 
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The global RA market
in 2014: US$ 19.7 bi;

TNFα 77%; 
biologics 20%; *
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The rational-based MTD design

21th Century
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Cocktail = multicomponent therapy

Pharmacophoric contribution

Chemical libraries



New achiral dual anti-inflammatory 
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C18H16N2O4S2

MW = 388

cLog P = 2,3

MR = 100 [cm3/mol]

A new TNF-α modulator & PDE-4 inhibitor



The molecular design of the new agent

anti-TNFαααα activity & PDE-4i
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Molecular

diversity
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Thalidomide (1957)

“The medicinal chemist dream molecule”



Synthesis of LASSBio-468 & isosteres



PDE-4/TNF-αTNF-αααα ED50 = 2.5  mg/Kg

PDE-4 IC50 = 29.4 µµµµM



LASSBio-1632

LASSBio-448

N-sulfonylhydrazone derivative

“The medicinal chemist 

dream molecule”

Sulfonamide derivative

Sulfonamide derivative
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N-acylhydrazone derivative

EC50 TNF-αααα (µµµµM) = 1.45 ± 1.1



A new dual lead-compound
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IC50  PDE4B (nM) = 47.0

IC50 PDE4A (nM) = 64

IC50  PDE4D (nM) = 31

IC50 PDE4C (nM) = 206

LASSBio-1349

LASSBio-1145

EC50  TNF-αααα (µµµµM) = 0.52



From the “medicinal chemist

dream molecule” to a new 

multi-target anti-inflammatory

drug candidate

LASSBio-1349

Montana et al., 1998



Concluding	remarks
LASSBio-596
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