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AL: PHARMA GROUPS TAKE A KEY POSITION
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Statins

e In 1976: ML-236A, ML-236B, ML-236C, metabolites isolated
from a fungus (Penicillium citrinum) were found to reduce
serum cholesterol levels in rats;

 This work was done by Akira Endo, Masao Kuroda and
Yoshio Tsujita at the Fermentation Research Laboratories,
Tokyo, Japan (Endo, A.; Kuroda, M.; Tsujita, Y., J. Antibio.
1976, 29, 1346; A. Endo, Y. Tsujita, M. Kuroda, K. Tanzawa,

Eur. J. Biochem., 77, 31 (1977)).
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Drug development from marine
natural products

Tadeusz F. Molinski*, Doralyn S. Dalisay*, Sarah L. Lievens** and Jonel P Saludes™**

Abstract | Drug discovery from marine natural products has enjoyed a renaissance in the
past few years. Ziconotide (Prialt; Elan Pharmaceuticals), a peptide originally discovered in
a tropical cone snail, was the first marine-derived compound to be approved in the United
States in December 2004 for the treatment of pain. Then, in October 2007, trabectedin
(Yondelis: PharmaMar) became the first marine anticancer drug to be approved in the
European Union. Here, we review the history of drug discovery from marine natural products,
and by describing selected examples, we examine the factors that contribute to new
discoveries and the difficulties associated with translating marine-derived compounds into
clinical trials. Providing an outlook into the future, we also examine the advances that may

further expand the promise of drugs from the sea.

nature
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Nat. Rev. Drug Discov. 2009, 8, 69
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The safrole chemical reactivity
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Design of novel PDE-4 inhibitors
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LASSBi0-448 is a new anti-asthma
multitarget Iead-compound

PDE-4 inhibitor IC;, = 9 pM;

Powerful antiinflammatory
properties with antispasmodic
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lung tissue,/
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Safrole: EJ Barreiro, CAM Fraga, Quim. Nova 1999, 22; PRR Costa, Quim. Nova 2000, 23, 357
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LASSElo=881

PI 0601885-8 (15/05/2006; PCT 14/05/2007) ‘ New analgesic /AI NAH

derivatives

LASSBi0-881 represents a new analgesic lead-compound, with symbiotic profile,
acting at CB1 and TRPV-1 receptor level with antagonistic properties, and without
any hipnotic or dypirone profiles. This important new scaffold is being used,
currently in LASSBio, to design more potent antagonistic — lead-optimization —

in the discovery of new potent non-narcotic analgesic drugs, useful for the treatment

the discovery of -
of neuropthic pin

Bezerra Neto, H. J. C., Lacerda, D. . et al, Bioorg. Med. Chem., 14, 7924 (2006); Duarte, C. M., Tributino,
J. L. M. et al, Bioorg. Med. Chem. 15, 2421 (2007); J. L. Tributino, M. L. Santos et al., Br. J. Pharmacol.,
159, 1716 (2010).
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Lima, P.C. et al. (2000) Eur. J. Med. Chem. 35, 187




New iead-compouna witnicardaioactive proriie

iR Is a novel potent cardioinotropic
'I dslinydrazys NAH lead-compound, no-digitalic,

no-adrenergic, that could be
beneficial in chronic heart failure;

SisioNs neuro & fadigue protector;
Orrally active (ED,, ~10 uM)
Kin- é&sa‘ ° Without acute toxicity
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E. J. Barreiro, Quim. Nova, 25, 1172 (2002).
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(2010); G. Zapata-Sudo et al.,
Am. J. Hypert., 23, 135 (2010).
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Corcovado mountain with the statue of Cristo Redentor
one of the new seven wonders of the world.
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