Implementation of ICH Q8, Q9, Q10

International Conference on Harmonisation of Technical ICI.I.
Requirements for Registration of Pharmaceuticals for Human Use
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What is the Impact that ------------- will have on purity? 1) minimal 9) significant
What is the Probability that variations in ------------ will occur? 1) unlikely 9) highly likely
What is our Ability to Detect a meaningful variation in --------------- at a meaningful control point? 1) certain 9) unlikely
. . S /S
Unit Operation Parameter L/ Comments
S/ <2/ 9/rpN
L 1(5(1 °
Crystallization Feed Temperature
Crystallization Water content of Feed 1|5|5| 25 P DOET#x &t
405
5 Change in a easy to detect, but rated
stallization Addition Time (Feed Rate) high since the
M 515 225
Crystallization ed wt percentage
o 1
1(1(1
Antisolvent percentage

405|Chang stallization temperature is easily
detected, but rated high since no possible
corrective actigh (such as, if seed has been

Temperature dissolved
o _ _ -E-Jzi i _ _nowledg_e irjdicates that f_ir?al PSD highly
Crystallization Ayitatior=(tip-apeed sensitive to Agitation, thus requiring further study.
111 9[Seed PSD controlled by release assay performed
Crystallization Seed particle size distribution after pin milling.
1
Crystallization Feed Concentration . Same Iogic as for antisolvent Eercentage
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