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TPW Risk Assessment Results for API 1
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- Afixed dose combination tablet with three active components is under development. « Risks were assessed qualitatively, based on product and instrument knowledge. Factors considered highest risk for| | et
systematic optimization are highlighted in red boxes. -
« The content uniformity determination of three actives was automated using a Tablet Processing Workstation >
(TPW) bench-top robotic system. To our knowledge, this is the first TPW method developed for a triple fixed dose HOMOGENIZATION  EXTRACTION  OPERATIONAL FACTORS
combination product.
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« The method was implemented to support in-process Content Uniformity (CU) testing for over 180 drug product Salvent -
process justification (PJ) samples, which represents a significant number of samples requiring fast data Numbarof e Lihaosd
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+ DoE was employed to investigate method robustness. Homogeniration Volume
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* Reduced analytical labor Potency =a+bX +cY + dZ + eP+ X2+ gY2+ hZ?+ iP24+jXY + kXZ + IYZ + mXY, etc

Results for API 2
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« Develop an automated TPW tablet preparation method . . . .

« Develop a design space to understand TPW parameter settings’ impact on extraction EI imin atl on Of O Utl 1ers Resu ItS fO AP I 3
¥Identify critical extraction factors
v'Determine how assay values are affected by the factors’ levels
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v Establish the optimum combination of factors that yields robust and complete extraction / Min s 141 359 96.6
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vExp design with all low parameters showed large variation in so 36 22 935 97.0
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"“""‘EE"I & er ; f::‘:mmm « The data were fit using JMP software to a full quadratic least squares regression model that included linear,
== i) quadratic, and cross product terms for the studied factors Conclusions & Future Work
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« Diluent composition was determined to have largest impact on extraction of all 3 API's and is the key to accurate
results.

Dispense into

« Other factors’ interactions can also have an impact:
API1: Speed & Cycle
API2: No significant interactions
API3: Time & Cycle
API3: Diluent composition and all other studied factors
« Potency has an upward trend with higher methanol content in the diluent.

+ 65% MeOH and low number of cycles as this is the edge of the failure (outliers).
Contact: Irena Maksimovic irena.maksimovic@bms.com + The modeling results made us decide to further study the region with 100% MeOH.




