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Serendipidade na obtencao do RU-486
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Quimioterapia do Cancer
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vincristina R = CHO ® i OCOCH; -
vimblastina R = CH3 HO

1950 - Robert L. Noble & Charles T. Beer (isol.)

R University of Western Ontario,
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Canada
1958 — NY Academy of Sciences Congress
Noble, describe vinblastine

Gordon Svoboda, Eli Lilly vincristine s
1963 — Eli Lilly (Oncovin®)[FDA]
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2 A familia dos taxanos cresceu...

The taxane’s family increased
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Y-F Wang et al., Natural taxanes: developments
2009 since 1928, Chem. Rev. 2011, 111, 7652



Primeiro macrociclo de 16 membros
aprovado para tratamento do cancer
metastatico de mama
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(0) OH O Via fermentativa bacteriana,
Epotilona-B (patup“ona) ativo em células taxano-R
A Conlin, M Fornier, C Hudiis, S Kar, P. Kirkpatrick, USS 18.000-23.000 / trat.

Nat. Rev. Drug Discov. 2007, 6, 953



Analogos de Epotilonas

Analogues of Epothilones

X =NH, NCH; O, S, CH=CH

hetero-arila

homologue
R =H, CH,4

Quimica

Isosteres

D Schinzer, A Bauer, Total Synthesis of (-)-Epothilone A, Eur J Chem. 1999, 5, 2483
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- C Cuevas, A Franchesch, Nat. Prod. Rep. 2009 26 322
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Ty

Fermentacao

v’ Sintese: EJ Corey et al, J. Am..Chem. Soc. 1996, 118, 9202 Pseudomonas fltlorescens

v' Hemi-sintese: | Manzanares et al, Org Lett. 2000, 2, 2545
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quimica nova

Volume 32, Namero 3, 2000

Drugs
from the Se 5

Editor

R 11111C N. Fusetani

e REVIEWS
DRUG DISCOVERY

L V Costa-Lotufo, D V Wilke, P C Jimenez, R A Epifanio, Quim. Nova 2009, 32, 703
T F Molinsky et al., Nat. Rev. Drug Discov. 2009, 8, 69
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Halichondria okadai
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Ziconotido

C102 H172 N36 032 S7

FDA em 28/12/2004; Eur Comm. em 22/02/2005
Uso intratecal
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H-Cys-Lys-Gly-Lys-Gly-Ala-Lys-Cys-Ser-Arg-Leu-Met-Tyr-Asp-Cys-Cys-Thr-Gly-Ser-Cys-Arg-Ser-Gly-Lys-Cys-NH,

Antagonista de canais Ca** voltagem dependentes tipo-N




Elysia rufescens

depsipeptideo kahalalido-F

AAS

MT Hamann, PJ Scheuer, J. Am.

Chem. Soc. 1993, 115, 5825; J Gao, MT Hamann, Chem. Rev. 2011, 111, 3208
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?Do bolor as moléculas salva-vidas...

L b
Sir Alexander Fleming (64) 1929 m 11

9162004 Bengt Samuelsson (48) =5
(1934) 7

1964 The Nobel Prize

in Medicine & Penicilina G
Physiology C,6H15N,0,S
1945

E. Boris Chain (39)

(1906-1979)

ulchj‘: ‘- 2.‘
Dorothy C. Hodgkin (54)

(1910-1994)

The Nobel Prize

in Chemistry = s== H H
1964 ) ol D
H ' Q) — . : S
Antibiéticos B hig UCH:@
N ° o0 m—— : O N CH
B-lactamicos e 3



Quadro no escritério de trabalho do Professor E. J. Barreiro na UFRJ

Frame in the office of Professor Barreiro (at UFRJ)




A evolugao dos [B-lactamicos...
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Antibioticos recentes

NOH Ceftolozana
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Cefalosporinas
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HMG-CoA Reductase
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University of Texas, DaIIas Medical Research, 2008
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New Lead Discovery Department
Merck Co.
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Arthur A Patchett

Alfred Burger Award 2002
J. Med. Chem. 1986, 29, 849
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selling drug
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2004

O mercado mundial de estatinas foi ca. USS 31 bilh6es (2015)
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Primeiro quimiotipo natural:
7-azabiciclo[2.2.1]heptano

John W Daly

H ,
Epibatidina J

Editorial, J Nat Prod 2010, 73, 300 |

analgésico

200-400 vezes mais
— organo-=clorado.
potente Foos

Primeiro alcaléide nao-opiodide,

=9 que a morfina e ‘

J W Daly, "Ernest Guenther Award in Chemistry of Natural
Products. Amphibian Skin: A Remarkable Source of Biologically
Active Arthropod Alkaloids”, J. Med. Chem. 2003, 46, 445-452

1992
Jhirty Years of Discovering Arthropod Alkaloids in
Amphibian Skin”, J. Nat. Prod. 1998, 61, 162

Epipadobates tricolor




epibatidina
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N p 'W NACHR = 0,15 M
Lu, *
nAChR = 0,6 nM W \(\) \©/
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Domesticando produtos naturais

Ebaniclina

Rw — Tebaniclina
v . .
azetidina
R

nAChR = 0,04 nM

ABT-594 El Abbott
o432 subtypes

Jf'?f‘il_‘lf_'-i‘l-. AW Bannon, MW Decker, MW Holladay, P Curzon, D Donnelly-
SEESE  Roberts, RD Porsolt, M Williams, SP Arneric, Broad-Spectrum,
Non-Opioid Analgesic Activity by Selective Modulation of

Neuronal Nicotinic Acetylcholine Receptors, Science 1998, 279,
77.
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