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Solubilidade aquosa

isósteros

A Könczöl, GA Dargó, Brief overview of solubility methods: Recent trends in equilibrium 

solubility measurement and predictive models, Drug Discov Today: Technologies 2018, 27, 3
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P Leeson, B Springthorpe, The influence of drug-like concepts on decision-making in medicinal chemistry, 
Nat Rev Drug Discov 2007, 6, 881.



cLogP = 3,25

cLogP = 4,13cLogP = 2,64



I.T.S. Bastos et al. Design, Synthesis, Experimental and Theoretical Characterization of a New Multitarget 2-

Thienyl-N-Acylhydrazone Derivative, Pharmaceuticals 2018, 11, 119 
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Efeito “umbrela”



2000 fármacos

1991 - Tuffs University

1997 - Publicação

1. PM < 500

2. Log P < 5 (n-octanol / H2O)

3. 5 doadores-H

4. 10 aceptores-H

5. 10 ligações com rotações livres; 

Superfície polar < 140 A2;

Soma de N´s + O´s ~10

Advanced Drug Delivery Reviews

MD Shultz, Two Decades under the Influence of the Rule of Five and the Changing Properties of Approved Oral 

Drugs, J. Med. Chem. 2019,62, 1701-1714.

https://en.wikipedia.org/wiki/Advanced_Drug_Delivery_Reviews






Fármacos são sólidos >> líquidos



Fármacos são sólidos >> líquidos





▪ Solubilidade (pH dependente)

▪ Higroscópico, i.e. absorção expontânea de água;

▪ Formas cristalinas – podem apresentar polimorfismo;

▪ Estabilidade química - propriedade físico-química

(pH, temperatura, água, ar, etc).

Como podem ser ajustadas?
▪ Variações do sal (orgânico X inorgânico), contra-íons;

▪ Variações nos métodos de cristalização.

JR Azevedo, J-J Letourneau, F Espitalier, MI Ré, Solubility of a New Cardioactive

Prototype Drug in Ionic Liquids, J. Chem. Eng. Data 2014, 59, 1766–1773. 

FN Costa, FF Ferreira, TF da Silva, EJ Barreiro, LM Lima, D Braza, RC Barroso, Structure

Re-determination of LASSBio-294 – a cardioactive compound of the N-acylhydrazone class

– using X-ray powder diffraction data, Powder Diffraction 2013, 28, S491-S509

Polimorfismo/solvato/hidrato

https://www.drugdiscoveryonline.com/doc/polymorph-prediction-in-drug-development-0001


Ritonavir
J Bauer et al. Pharm Res 

2001,18, 859-66.
Link

10.1023/a:1011052932607


DSC (Differential Scanning Calorimetry)


