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(54) Title: CONTINUOUS PRODUCTION OF PHARMACEUTICAL GRANULATION

(57) Abstract: A single pass, continuous, automated system for producing a pharmaceutical granulation includes multiple feeders

to feed powders and liquids, a twin screw processor to granulate, a radio frequency or microwave based drying apparatus to dry
e the granulation, and at least one mill to process the dried granulation to desired particle sizes. The system incorporates means for
monitoring key process parameters on-line. The granulation produced can be compressed into a tablet or incorporated into a capsule,
both having a uniform distribution of the active ingredient. The system produces product having consistent properties even when
production is scaled up for manufacture of the tablet in commercial volume. A single pass, continuous, automated system for pro-
ducing a high dose pharmaceutical granulation from a low density active ingredient, includes multiple feeders to feed powders and
liquids, a twin screw processor to granulate, a radio frequency or microwave based drying apparatus to dry the granulation, and at
least one mill to process the dried granulation to desired particle sizes. The system produces product having consistent properties
even when production is scaled up for manufacture of the tablet in commercial volume. The twin screw processor has first and second
conveying elements, with a mixing element in between the conveying elements, and the second conveying element has at least one
pitch less than at least one pitch of the first conveying element. The system also permits the optimization of a number of other design
parameters, such as a location and feed rate of a side stuffer and a liquid feeder, the rotational speed of the granulator itself, and the
final granulation size. The system is particularly suitable for producing a granulation of nelfinavir mesylate along with excipients,
including calcium silicate, for a high dose product.
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