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A importancia das “ligacdées” frageis...

“ligagcoes”
de hidrogénio ...

D—H . A A
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Interacoes n-n
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Interagao sanduiche -
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Interacao paralela

Interagdo tipo-T H &

n-polar
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n . H n [ ~N
Ionica (carga-carga) Tipos de interagoes
0_ NINNNNNNEN DNNENNNEN DENDEENEER .:|:~>_NH Dip0|0 ind UZidO'dipOIO
e @ ;
o) H Vi
AG - 20—40kJ/m0| 8' 0\ NNNNRNENNRE REEEREAR
Carga-dipolo \ H
N -
H & N—H o & i
_-ﬁ/\llllllllll T O=<8+ AG = 2 kd/mol
\ Dispersao (Van der Waals)
AG = 12-20kJ/mol
Dipolo-dipolo "
Q /
NINNENNENE NNRENENENR N
BV
H AG = 2-4 kJ/mol
Ligacao-H
996 5  aceptor
Carga-dlpob AG = 4-12 kJ/mol \
IndUZIdO & N—H InEREEERRNR O
doador &
l ‘_N\H NINNNNNNNN RERDENDENR AG - 4-30 kJ/mol
- _
AG 2-10 kd/mol & 5 eliezer © 2010
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O Centenario Modelo "Chave-Fechadura”

Complementaridade do modelo
Chave-fechadura

Sitio ionico

Sitio ionico

complementaridade molecular
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U Regioisomeéros do acido acetil salicilico (AAS)




sitio receptor |atividade intrinseca|

agonista natural
r'esp'os.ta
biol6gica

Farmaco  Epzima Acido PGHS-1

== o JA_ o P E
Substrato Alvo araquidonico PGHS-2 G 2
natural terapéutico icosanoide

Sitio-ativo [atividade intrinsecal

[ . B

—_— l — | bloqueio da |
| resposta |

biolégica |

O:COZH Inibidor:AAS PGHS-1

OAc

NSAI = antiinflamatorios nao-esterdides
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A maioria dos biorreceptores dos farmacos
contemporaneos sao enzimas ...

Erzymes 47% EFCRe 305
DNA 1% e lor channels 7%
Intecxina 1% ~ = |
Mizcelanscus 2% Tranapoiters 4%
Muclear karmans
Chher receptors 4% receptons 4%

Figura 4 | Marketed small-molecule drug targets by biochemical class.
GPCR, G-protein-cousled mceptor,

...de apenas 130 familias distintas de proteinas !

Cwww . nature.com/ reviews /drugdisc

Hopkina, A L. & Groom, G, B The druggable genomea.
Maduve Rsw Drug Discow 1, T27-30 (20020 eliezer © 2010
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Siegfried Schwarz
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Maodel Compound Bound to the Minor
Groove of a DNA Molecule
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Estrutura Primaria das Proteinas

RESIDUO DE AMINO ACIDO
0 (D g (p
HN
g N NH
CADEIA PROTEICA ’l“ ﬂ/ ’|“ ‘H"CADEIA PROTEIC/
H 0 R3 | H 0

[ LIGAGAO PEPTIDICA ]

Essenciais: His, lle, Leu, Lys, Met, Phe, Thr, Trp, Val EMI
AMINO ACIDOS:

Nao-essenciais: Ala, Arg, Asn, Asp, Cys, Glu, GIn, Gly, Pro, Ser, Tyr
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A Importancia da Ligacao de Hidrogénio

d

thymine adenine

3.4 nm

—
=

purine p}fi‘imidine

...alfabeto de 4 letras apenas... para 20 AA essenciais ..oz
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“ligacoes” de hidrogénio ...

Pyrimidines
Thymine g @
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Nitrogenous Bases of DNA
H H
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Adenine |
c
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A quiralidade da vida...

Enzyme surface

One enantiomer fits Other enantiomer does not fit
enzyme active site enzyme active site

Modelo dos trés pontos

Modelo de Easson-Stedman
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