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Table 2 shows the increase of the amount of sample dissolved
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salmeterol and zafirlukast) was measured at 37°C.
Compounds without Surface Activity

With a pK, of 3.8, zafirlukast is 100% anionic in all the media Phosphate 0.025% DPPC  0.003% Curosurf 0.5% SDS
studied. Pranlukast is also mostly anionic (87%) at pH 7.4. The

Dissolution measurements were compared using

SLFs (phosphate buffer) Conditions

Concentration pH lonic Strength | Temperature sFandard phospha.te bUffer i thr(.ee different : : : : Indacaterol 3.1% 1.8% 4.1% 74.0% | Table 2: Percentage mass released observed
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It should be noted that indacaterol and budesonide are the two compounds of the group studied that are not surface  0.008 | pppC T 0004 | | ponc results confirm the dissolution behaviour observed in
The experiments were performed using two novel dissolution technologies. The SiriusT3 was set up to run powder dissolution active, i.e., they do not reduce the surface tension of pH7.4 buffer at concentrations below their solubility values. £ oo | °Phosehate g 0.003 | ©Phosphate figure 3 and table 2. Figure 5 shows the images of
assays in 2mL volumes with quantitation using in-situ UV fibre-optic probes. The Sirius SDI is a surface dissolution imaging 5 omen | % 0.002 - five of the drugs studied in the different media.
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Conclusion _ —
These novel low volume dissolution assays allowed comparison of release profiles of APIs used in inhalation products Figure 3 displays the dissolution profiles of the drugs in SDS, DPPC and Curosurf media compared with phosphate buffer. _ I —
between standard phosphate buffer and several simulated lung fluid media containing SDS, DPPC and Curosurf. Direct Indacaterol, pranlukast and budesonide were the least soluble drugs studied in all the media with the exception of SDS. SDS Rofleponide
imaging at the surface of a compact of the APl showed that not all of the SLF studied improved the release characteristics of improved the dissolution of all the drugs, with 100% released in the case of zafirlukast and pranlukast (see table 2), which are —— p——— o —— hould b 4 th
compounds, and different behaviour was observed between the SLF media. The biggest improvement in dissolution both ionised in the media studied. It should be noted that the steroids (budesonide and rofleponide) showed similar mass r |th 01;' e_(rj\ote ht 2. co(rlnpact’s:
performance was observed for all compounds in 0.5% SDS. released in SDS. Curosurf improved the dissolution of salmeterol, indacaterol and zafirlukast, all three present in the media in ' . j _ Off rotieponide 5 ?cwed burs.t
different charged forms, when compared to DPPC and phosphate buffer. However, no significant changes were observed with ' . € gcts In-some o the media,
References rofleponide (fully neutral) in Curosurf. On the other hand, an increase in dissolution was observed in DPPC for pranlukast and Fig. 6: Images of dissolution at 0.2mL/min after 1 secondand 2 Fig. 7: Images of dissolution at 0.2mL/min after 5 minutes, and YVh'Ch could b?. attributed  to
* YeF etal Eur. ). Pharm. Sci. 2012, 46, 72-78. budesonide when Compared to phosphate buffer and Curosurf. seconds. The snapshots show that SDS rapidly removes 5 minutes and one second in Curosurf. The snapshots show that increased WEttablllty.
e (Pstergaard J. et al. Pharm. Res. 2010, 27, 2614-2623. rofleponide compact from the holder, probably due to high rofleponide “bursts” away from the compact, probably due to
Instrumentation CRO Services For more information please contact:
pKa, logP & logD, PhysChem properties — pK,, logP, logD, solubility, supersaturation, dissolution sales@sirius-analytical.com
Solubility, Supersaturation, Dissolution Formulation Excipient Studies Sirius Analytical
Particle size and shape analysis Parenteral Solubilisation Studies Forest Row Business Park, Station Road
Solid state assays — XRPD, DSC, TGA, Raman Forest Row, East Sussex, RH18 5DW

Surface Tension — CMC, TSA, K, T +44 (0)1342 820720 F +44 (0)1342 820725



