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Mais produtos naturais e malaria...

Natural products and malaria
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Analogos de Epotilonas

Analogs of Epothilones
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Domesticando produtos naturais
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AMERICAN CHEMICAL SOCIETY
A new era of logical drug desien
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S L Carney, Robin Ganellin gives his views on medicinal chemistry and drug discovery, Drug Discov Today 2004, 9, 158-160
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The Methylation Effect in Medicinal Chemistry

E. J. Barreiro, A. E. Kimmerle and C. A. M. Fraga

% &s Quimica
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Biomacromolecules Micromolecules
CH/m interactions from the methyl group of The inductive eletronic effect of the methyl
timine. Conformational changes, wich could be .. group is the responsible for the subtype
< H involved on maintenance of life. " _emeerZrimmn . receptors selectivity (H,x H)) on cimetidine

3 H Stereoelectronic Properties
The stereoelectronic effects :

of the methyl group have great
importance on biological %
events and are widely used by

the Medicinal Chemistries in
a the development of new drugs.

! MW=15,03

! MR=5,65cm¥mol
n hansch = 0,56
o hammett =-0,17
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1. INTRODUCTION: THE METHYL GROUP AND ITS
BIOLOGICAL INTERACTIONS

The monovalent methyl group is derved from methane
through the removal of a hydrogen atom," and its etymology is
directly related to the discovery of methanol * The first reports of
the use of methanol were from ancient Egyptians. In their
embalming process, they used a mixture of substances obtained
from the pyrolysis of wood shards that contained a significant
amount of methyl alcohol.* Pure methanol was first isolated and
described in 1661 by Robert Boyle, who called it “spirit of box,” as
it is the product of the distillation of “Boxwood,” the generic name
given to ca. 70 types of trees from the Buxaceae family. In 1834,
the French chemists Jean-Baptiste Dumas and Eugene Peligot
determined its elementary composition as CH,O through com-
bustion analysis. They introduced the term methyl to organic
chemistry through a mistranslation from the Greek, methy =
“wine” + KylE = wood (wood bark), when the intention was to
define “wood alcohol” or methanol.

The methyl group is very important in the molecular recognition
of endogenous and exogenous organic compounds by bioreceptors.
Although it only participates in London dispersion interactions,
which are the weakest of all intermolecular interactions,” methyl
groups have sterecelectronic effects’ on micromolecules and
biomacromolecules, thereby leading to diverse biological effects,
including selectivity among bioreceptors, increased potency, and
protection against enzyme metabolism.® Cognizant of the methyl
group’s importance in molecular recognition, Wermuth wrote:”

“The methyl group, so often considered as chemically inert,
is able to alter deeply the pharmacological properties of a
molecule,”

Received:  February 18, 2011
Published: June 01, 2011
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Application of methyl in drug design
LIAN Jie?, WANG Jiang’, SUN Hai-feng®, LIN Dai-zong®, LIU Hong" **

(1. School of Pharmacy, China Pharmaceutical University, Nanjing 210009, China; 2. State Key Laboratory of Drug Research,
Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 201203, China )

Abstract: The methyl group plays an important role in the rational drug design. Introducing methyl into
small molecules has become an important strategy of lead compound optimization. The application of methyl
in drug design is reviewed in this paper. Methyl can modulate the physicochemical. pharmacodynamic. and
pharmacokinetic properties by ortho effect. inductive effect. and conformational effect. It also improves the
metabolic stability as a soft metabolic point. In addition, introducing methyl into drug molecules can also be
applied as a strategy in new uses of old drugs and generate me-too drugs.
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Conceito de scaffold (andaime): sistema ciclico; anel; nucleo;

(core, framework, ring, nucleous)




