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e T Co ABAEUHM) RO T BICHFE SR 5U RS EED ———
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vl Tave o pURy7 1] ranimal

[nats the Impact
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S unikely

Unit Operation

[Distiiation performed under vacuum, at low
olysis

Distiliative Solvent Switch  [Temperature / Time, etc.
|Distilatve Savent Swiich
|/ C

[Water content at end of Distilavon 45 |F7aner water = higher degragation

(c | in pracess control assay should ensure detection and|

[Higher temperature = higher degradation

45 |Temperature alarms should enable quick detection
and control

Crystallization - AP Feed
Solution Feed Temperature

Longer tme = higher degradation

45 [Detection of prolonged addition time may accur toa

late to prevent some degradation

This parameters cannot impact m\puntyremuon
drol

Crystailization - AP Feed

Solution [Addition Time

Crystaization Seed wt percentage

[Antiso ent percentage

(CAEAMESO (charge ratio)
c ¢
Crystallization Other crystallization parameters [Thess parameters cannot impectimpurky rtjecton,

since no rejection of hydrolysis degradate occurs
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©ICH, Tokyo, October 2010 slide 27 ©ICH, Tokyo, October 2010 slide 28
DBEE ICH Quality Implementation Working Group - Training DEHH ICH Quality Implementation Working Group - Integrated Implementation Training Workshop
Case Study Case Study
—_ % o
=] - — - o N
. aaﬁT-’?@ﬁE‘l’#B‘]ﬁﬁi-J:UT"f*(/X'\—ZG);iE/J(
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REARE (R%) o e e - PSDDRO0=
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+SEERHE R : D90 B/v= 2.2 um, /K= 214 pm
- THEOEIXEELL\DIOMEEE (5~20 um) 5+ THS

1CFF -

©ICH, Tokyo, October 2010

. DOEtE#}Lf—ﬁ[ﬂ&%m\ﬁﬁimut EFILIZEKYT
HFAUAR—ZADBEHTEE
- EF AT T HRES L TH BT HeADOM - £ e

3

©ICH, Tokyo, October 2010

-170-




HEAMES0

Dg;ﬁ ICH Quality Implementation Working Group - Integrated Implementation Training Workshop
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BEOSBOEAEHEICETE £LO
ERRICHOESBERENTES
* ESHRZRLOBEEZELT, LROFT
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Prediction algorithm:
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* Nicholas Cappuccino * Yoshihiro Matsuda + Stephan Rénninger
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