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Fs*r- itura & solubilidade

Solubilidade aquosa
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A Konczdl, GA Dargo, Brief overview of solubility methods: Recent trends in equilibrium
solubility measurement and predictive models, Drug Discov Today: Technologies 2018, 27, 3



Homologia & solubilidade...
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Coeficiente de Particao
LogP

logP - P: Partition coefficient between n-octanol and water

octanol
un—ionized

water

[Eﬂ lllt-E] un—ionized )

log Poctjwat = lO
& Foct/wat g([sﬂlut]

P Leeson, B Springthorpe, The influence of drug-like concepts on decision-making in medicinal chemistry,
Nat Rev Drug Discov 2007, 6, 881.
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Bimatoprost
cLogP = 3,25

Analogo 1 Analogo 2
cLogP = 2,64 =* cLogP =4,13




Conformacao & solubilidade

Scannmg electron microscopy (SEM) image
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|.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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J
2 7IC H—CO-H

Fluido pH
Humor aquoso 7.2
Sangue 7.4
Colon 5-8
Duodeno (vazio) 4.4-6.6
Duodeno 5.2-6.2
(alimentado)

Saliva 6.4
Intestino Delgado 6.5
Estémago (vazio) 1.4-2.1
Estdmago 3-7
(alimentado)

Suor 5.4
Urina 5.5-7.0
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Propriedades moleculares

Regras dos 5 de Lipinsky

Drug Discovery Today: Technologies | Fragment based drug discovery
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FDA Approved Oral Drugs
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Advanced Druq 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
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Farmacos séo sélidos >>liquidos
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Crystallization

Basic Concepts and Industrial Applications




O sdlido impuro é
dissolvido (EtOH)
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A solucéo concentrada é
deixada resfriar. Surgirdo
cristais iniciais.
A solucéo resfriada pode-
se adicionar agua destilada
para >> a cristalizacao

Fonte de calor

12/

A solucéo é concentrada
por aquecimento brando

A solucéo residual é colocada
sobre papel de filtro, e os
cristais sédo "secos" entre
folhas de papel de filtro.
Retira-se com espatula e
seca’se sob vacuo em
aparelho de secagem.



Farmacos

& Polimorfismo -
Cristalino

| Liquidos
Composto Polimorfismo/solvato/hidrato  [EERLSLLIE A
prototipo

Liquidos
ionicos

FN Costa, FF Ferreira, TF da Silva, EJ Barreiro, LM Lima, D Braza, RC Barroso, Structure
Re-determination of LASSBIi0-294 — a cardioactive compound of the N-acylhydrazone class
— using X-ray powder diffraction data, Powder Diffraction 2013, 28, S491-S509

JR Azevedo, J-J Letourneau, F Espitalier, Ml Ré, Solubility of a New Cardioactive
Prototype Drug in lonic Liquids, J. Chem. Eng. Data 2014, 59, 1766-1773.


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

Ritonavir: an extraordinary example of conformational polymorphism
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J Bauer et al. Pharm Res
Ritonavir 2001,78, 859-66.
Link


10.1023/a:1011052932607
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polymorphic form | Ritonavir (Norvir™)
J Bauer et al. Pharm Res 2001, 18, 859 Abbott

l {after 240 batches production (2y after)}

JD Dunitz & J Berstein, 1995
DSC (Differential Scanning Calorimetry)
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(from supersatured solution)
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Y. Massui et al. Org. Process Dev. 2003, 7, 334



