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Purpose

Titrimetric methods for measuring pK,, logP and intrinsic solubility (S,) in drug development are powerful and accurate. However it has become increasingly difficult to
apply them as the weight of sample available for analysis has decreased. To overcome these problems we developed an instrument (SiriusT3) with miniaturized sensors

that performs automatic titration in 1 mL of solution. This enables titrimetric measurements using sub-mg sample weights, or samples pipetted from DMSO stock

solutions. This poster validates the new instrument by measuring pK,, logP and solubility of 20 drug molecules, and comparing results with previously validated measured
results. This will be the first published study carried out under routine laboratory conditions.

Methods

20 ionizable drugs were chosen from the set of 24 physicochemically diverse molecules identified at Uppsala University [1]. The methods used were as far as possible
identical to those described in the publication, but with sample weights on average 10 times lower. pK, values of most of the samples were measured by Fast UV methods

in four to five minutes using 0.01 mg of sample or less. LogP values, and pK, values for drugs without chromophores were measured pH-metrically using typically 0.5 mg
of sample. Solubilities were measured pH-metrically using typically 1 mg of sample.

Results
In this section we describe experimental optimization. pK,, logP and logS, are all logarithmic terms, and final results are presented as log-log graphs fitted with linear
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This poster shows that measurements of pK,, logP and solubility of ionizable drugs in sub-mg weights by pH and UV
titrimetric methods compare well with published values.
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