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Background : 50 STR °C Process Translation from Continuous to Batch

« Early decision making of batch vs continuous and which  : A — _MBOBC °C Process Conditions
type of crystalliser to select is a key decision point. 40 4 — MFOBC °C  As shown in Figure 1 and Table 1 below, the process

* Four different lab-scale (100’s ml) crystallisers were B RSOBC °C conditions implemented were fixed across all the four
investigated and compared for multistage, multi--zone, 5 30 - l P crystalliser types. |
antisolvent-cooling crystallisation of a proprietary S 50 C * Antisolvent addition was continuous from stage 1 to 5 at
anticancer active pharmaceutical ingredient (API). a mBoEC °c different flow rates.

* The seeding load (1&5%), antisolvent addition rate and £ 20 - S - Initial investigation using recirculation loop to mimic plug-
residence times were fixed across all four platforms : - £ - flow condition in the STR was discontinued due to
based on fixed process conditions. : 10 4 attrition caused by the peristaltic pump head.
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« Similar study was also reported by [1] for STR and MBOBC
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Mlcroscoplc Images of the Final Product Tabularised Comparison of Process Outcomes in Batch and Continuous Platforms
: Table 3: Comparison of process performance between the batch and continuous crystallisation platforms.
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» While the implementation of the multistage continuous antisolvent addition and multizones temperature - Reference
regime were successfully mimicked in the batch systems, mimicking the continuous platform plug flow
conditions in the batch crystallisers will require further investigations particularly for the MFOBC. : [1]Y.C. Liu, D. Dunn, M. Lipari, A. Barton, P. Firth, J. Speed, D. Wood, Z.K. Nagy, A Comparative Study of Continuous Operation
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conditions (m|xmg conditions, temperature, hydrodynamlcs and antlsowent addition design in the batCh [2] .M. Schall, J.S. Mandur, R.D. Braatz, A.S. Myerson, Nucleation and Growth Kinetics for Combined Cooling and Antisolvent

OBC_ systems should result in improved product attributes with translatable process understanding to = crystaliization in a Mixed-Suspension, Mixed-Product Removal System: Estimating Solvent Dependency, Cryst. Growth Des. 91
continuous platforms. = (2017) 399-404.
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