)

Aula~( - 08/07

Topicos Especiais em
Quimica Medicinal

Topicos Especiais
em Quimica Medicinal
Cadigo: BMF-777
Carga Horéria: 45 horas
Créditos: 3 créditos

) — edicinal



Fenol

Cetona

Cetona



cetona

R

sulfeto

arila



H Homdlogos




- S _— e 9 9 = = - 8 N S S W N N N o — -

H
/ CH; H;C
H3C / HsC CH NN HsC CH
H;C N CH, NN
>
Lipofilicidade
H3C/\/\OH Hac, SHs
ﬂ\ solubility in water
H;C H3C OH miscible
n-butanol ;
w/\OH tert-butanol  © Némethy, Angew Chem
solubility in water CH Int Ed Engl 1967, 6, 195
8.29/100g 3
. H3C\/\/\
isobutanol OH
solubility in water
12,5 g/100g n-pentanol

solubility in water

B
2.49/100
_ CH, 9rtre
/\)\ CH;
H,C OH
ot 3 H3C\4\
OH
2-pentanol H5C

solubility in water neopentanol

4.99/100g solubility in water
12.2g/100g



Homologos
Sy, uR

Metileno

Pro-quiral

Dnibnnero / IDIstmers




VERy

, [ ]
Homologo superior
primeiro agonista ndo-peptidico de AT
Os sutis efeitos da estrutura quimica na atividade \/\)l\
H,C
CH;
sulfonilcarbamato
(0]
pZ N N
H,e” SN N .\ \ CHj o
o) H —C4Hyg
(<= " (o
Quimica O
Medicinal
L-162.389 o\
ICs50 h-AT = 4 nM L-162.782 CHs
Ki=8 nM IC59 h-AT, =25 nM
K =28 nM

Ef. max. 64% (ag. parcial) \ |:> Ef. max. 6% (ant) |\ ')

RA Rivero, et al. L-162,389: a potent orally active angiotensin Il receptor antagonist with balanced affinity to both AT1 and AT2 receptor subtypes, Bioorg. Med. Chem. Lett. 1996, 6, 307
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Laberatéria de Rvalingto e Sintese de Substéncios Bioativas

*D. D. Viveiros, Efeito do derivado N-acilidrazonico LASSBio-897 sobre a resposta inflamatéria pulmonar na asma e
silicose experimentais, Tese Doutor (Biologia Celular e Molecular) — FIOCRUZ, I0C, Rio de Janeiro, RJ, 2014;

*P R Nasciutti, R Oliveira, E J Barreiro, Efeitos do LASSBio-897 sobre o sistema cardiovascular de caes higidos da raca
Beagle, Novas Edi¢cdes Académicas, 2016, ISBN 978-3-330-73277-3.

&G Zapata-Sudo et al., Am J. Hypertens. 2010, 23, 135; GAP Silva et al., Braz. J. Med. Biol. Res. 2013, 46, 263;
EB Marques et al.. Int. J. Cardiol. 2015, 201, 282.
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T. Y. Shen et al., J. Am. Chem. Soc. 1963, 85, 488
T. Y. Shen, Toward more selective antiarthritic therapy, J. Med. Chem., 1981, 24, 1
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H; R' = CF; (LASSBio-2026)
H; R' = H (LASSBio0-2027)

F; R' = H (LASSBi0-2028)

Cl; R' = H (LASSBi0-2029)

R = CgHs; R' = H (LASSBio-2051)
R = CF3; R' = H (LASSBio-2052)

R = NO,; R' = H (LASSBio-2053)
R = CN; R' = H (LASSBio-2054)

R
R
R
R

Fernanda P. Pauli, Dissertacao de Mestrado, PGQU/UFRJ, 2018.

FP Pauli, J Martins, T Paschoalin, M lonta, MLC Barbosa, EJ Barreiro, Novel VEGFR-2 inhibitors with a
N-acylhydrazone (NAH) Scaffold, Archiv der Pharmazie 2020, 353, e2000130..
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serotonina

Aminas biogénicas

R. B. Silverman, M. W. Holladay, The Organic Chemistry of Drug Design and
Drug Action, 3" Edition, Academic Press, 2014
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