Evaluating Drug Salt Dissolution and Precipitation Processes for Rational Formulation Strategies
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The powder dissolution kinetics were evaluated Powder dissolution was profiled for micronized and unmicronized A1B2 Na salt in

. . . — May benefit from enteric deliver — Dissolution/solubility enhancement
at biorelevant loads in 0.03N HCI, SGF pH 1.6 Figures 6, 7a, and 7b. In 0.03N HCI or SGF, dissolution of the A1B2 Na salt O 4 Ut i t fAP?Ib of AP 4
or FaSSIF pH 6.5. occurred over several hours (>16) with free ampholyte precipitating after 1-2 hours. - DISSOULOn enhancement y . . .
_ _ _ particle size reduction may be — Enteric delivery dubious
The amount of API dissolved versus time Is alsO  Foure 2. LDISS Profiler from PION ING detrimental
monitored for A1 Na salt formulations and A1B2 uses a temperature controlled Mini-Bath and | _
Na salt APIin 0.03N HCI (pH 1.6) using a Na*ion [ coSs F Sy Ston a6 once per e e e Conclusions
sensitive electrode. one second. 10 - ' — 10g . . L L L
Naa N e = TS e | > This novel yet simple /n situ monitoring approach to in vitro powder and
The A1 Na salt formulations were further evaluated in SGF pH 1.6; after approx. 5/ M | e 0 formulation dissolution/precipitation can provide a fundamental understanding of
30 min, appropriate quantities of concentrated phosphate buffer and concentrated . T > processes that may be relevant in vivo thus providing a rational approach to
lecithin/taurocholate were added to the SGF to transform the media in situ to FaSSIF E - = formulation design and development.
pH 6.5 (increasing the media volume 25%). [ SRR > Transient concentrations at supersaturation may be more relevant for
The drug solution concentration versus time is evaluated in situ using fiber optic 2 L eI R 16 02 et understanding and/or predicting in vivo performance. - -
UV and a 2" derivative analysis technique. No sample manipulation which could i . USP 2): Amount of salt dissolved vs. > Dissolution profiling with fiber optic probes provides a means of in situ monitoring
compromise accurate quantitation of supersaturated solutions was performed. o4 oo TR amount of drug remaining in solution. of kinetic processes (at supersaturation) unachievable by other sampling and

Hours analysis procedures.



