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What is the Impact that ------------- will have on PSD? 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
5 /S
Unit Operation Parameter L/ Comments
S/ /9 /RPN
Prior knowledge (slowness of crystallization kinetics) ensures that the
nnnnnn A AanA thAavimmAlhs AAcaililaee

Crystallization Feed Temperature 11511 s hot crystallizer feed will be well di ated

before crystallizing. Hence no ir DOE"C@“T

crystal size.
Crystallization Water content of Feed 11515 25 Prior knowledge (so!ub_ﬂny dat . hows that small variations in water

S— do not affect crystalliatio etics.
ition coul ult in unconfrolled crystallization. Detection of
rystallization Addition Time (Feed Rate) 5 405 |short addition ti ould occur 6o late to prevent this uncontrolled

crystallization, and th§s impagf final PSD.

Prior knowledge emicgfl Engineering theory) highlights seed wt

allization Seed wt percentage 515|225 M a potential source of final PSD variation
L

Yield loss to crystallifation already low (< 5%), so reasonable
Crystallization Antisolvent percentage 111|121 1 |[variations in antisgfvent percentage (+/- 10%) will not affect the
percent of batchfCrystallized, and will not affect PSD

/—- i allization temperature is easily detected, but rated
< rystallization Temperature 5 405 [high since no poSs#ale corrective action (such as, if seed has been
dissolved)

JAA

v ation Agitation (tip speed) 55| 225 Prior knowled cates that final PSD highly sensitive to Agitation,
N E— Ing further study. _ _
Crystallization Seed particle size distribution 111l o iiﬁggPSD controlled by release assay performed after air attrition
Crystallization Feed Concentration 1/1]1] 1 [Same Iogic as for antisolvent percentage
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Prediction algorithm:
Diss = 108.9 — 11.96 x AP| — 7.556x107° x MgSt — 0.1849 x LubT —

3.783x%x1072 x Hard — 2.557x107° x MgSt x LubT

EFENGERT: REMES M, BRI (RTTIVERT V0 L) DLERERE,
BIRANE SR, AR GTREDZERANT)

ETILDIER
INYF1 INYTF 2 INYTF 3
ETILOFHE 89.8 87.3 88.5
_ 92.8 90.3 91.5
R HABRER (88.4~94.2) (89.0~102.5) (90.5~93.5)

BEICIGLT, £EMDBHEERICEDET L DML
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