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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? 11 unlikely 9 highly likely
Wihat is our Ability to Detect a meaninagful wariation in -------—---——- &t a meaningful control point? 1) certain 9 unlikely
o S
Unit Operation Parameter AP Comments
& 4/ 9/rpN
Distillative Solvent Switch Temperature / Time, etc. 5 Distillation perfqrmeldlund_er vacuurm, at_low
temperature, minimizing risk of hydrolysis
Distillative Sokvent Switch Water content at end of Distillation 45 Higher water = higher degradation
! Crystallization (Crystallization Feed) In process control assay should ensure detection and
- Higher temperature = higher degradation
Cr\_,rstalllzatlon -~ APl Feed Feed Temperature 45 | Temperature alarms should enable guick detection
Solution
and control
- Longer time = higher degradation
gr\_,rstalllzatlon - APl Feed Addition Time 45 |Detection of prolonged addition time may occur too
olution )
late to prevent some degradation
Crystallization Seed Wt percentage 1 This parameters cannot impact impurity rejection,

since no rejaction of hydrolysis degradate occurs.
This parameters cannot impact impurity rejection,

Antisolvent percentage

Crystallization (charge ratio) ! since no rejection of hydrolysis degradate occurs.
Crystallization Crystallization temperature 5 Zg(l;r;prnerature 's low enough that no degradation wil
Crystallization Other crystallization parameters 1 These parameters cannot impact imprity rejection,

since no rejection of hydrolysis degradate occurs.
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VRAOTERAAUR(FMEA) - EEHE

Wyhat is the Impact that -— - willl have on purity? 1) minimal 9) significant
Wihat is the Probability that variations in ---—-———— wiill occur? 1) unlikel 3) highly likel
Wiihat is our Ability to Detect a meaningful variation in -———-————- at a meaninaful control point? 1) certain 9) unlikel
o s
Unit Operation Parameter AL Comments
& &/ Sfren
Distillative Solvent Switch Temperature f Time, efc 1151 5 Cistillation perforr_ﬂe_d_under vacuum, &t .‘OW
temperature, minimizing risk of hydralysis
Distillative Solvent Switch VWater cantent at end of Distillation slq]| 45 Higher water = higher degradation
/ Crystallization (Crystallization Feed) In process control assay should ensure detection and
Higher temperature = higher degradation
Crystallization —— APl Feed Feed Temperature 5| 1| 45 |Temperature alarms should enable quick detection
Solution
and control
Langer time = higher degradation
Crystalization -- API Feed Addition Time 1] 5| 45 |Detection of prolonged addition time may occur too
Solution .
late to prevent some degradation
This parameters cannot impact impurity rejection,
Crystallizafion Seed wi percentage UL ! since no rejsction of hydrolysis degradate occurs
Crystalization Antisolvent percentage Alal o This parameters cannot impactimpurity rejsction,
(charge ratio) since no rejection of hydrolysis degradate occurs
Crystallization Crystallization temperature el 2 'Orgayierature is low enough that no degradation wil
o . These parameters cannot impact impurity rejection,
Crystallization Cther crystallization parameters 111 1 since no rejection of hydrolysis degradate occurs

Integrated Implementation Training Workshop

CEEY
FH AU AR —R LGB

c EIEHEER(ZH THEYHEA:
- INTA—LEE
- FEERTIIEEOREKTEREEZF-LTIVD
- BITEENTGAREIT AU AR—ANIZH S
- RE&
- REEBROKDEEFMNET S
- RERECEWLWTIK S EWENEIESND
- FRETILVEALAIL HESHIEL, METENSA—F L TEIZEERS
a5, BEMICHBETIBE(>EN
TmBVAT L
- THAVAR—RANDEEL LU T AU AR—R (IR T HETEERTE
DEEAZE-IITIEES 7R
- WESA7HAOIILIZRY, BEDTFALAR—RIZELLELLILELHD

© ICH, Tokyo, October 2010

ICH

slide 24



u ICH Quality Implementation Working Integrated Implementation Training Workshop

ETERDARA Uk
1. fiF, BE, EEPLHRAEICEVLVTORMEFFERT LA v
fa]h ?

2. _NoDAFEEEYIFERITL-HIC, RElLABEEEIZH
FINSAL—=2 T BXUVEEDLAN)LEFE?

3. MBYRIRALDOAVNNE, EQOLSICHHEIEIZ) D OSES
H?

4. BEEBHIZIE, QRMIZDWTEDRREHMICEEE THI0LE
h\%éb\(—ﬁx & T—RINAT—RXR) ?

© ICH, Tokyo, October 2010 ICI‘I‘ slide 25



u ICH Quality Implementation Working Integrated Implementation Training Workshop

SERDIRA R

TEFE, EOXSICLTOQRMTOERDER LI TES
H?

Aa) HEFEE M TIXESI M ?

Ab) ELER{ETIEE SN ?

B.EEEIXIEDLIIILT, BEEDIVRIIARD AU DG iHE

WML T 607

C.SAERIX, VRARIR—RADREZHNET D=, EDKIIC
QRMIRB|ZEALFEAMN?

>

© ICH, Tokyo, October 2010 ICI‘I‘ slide 26



u ICH Quality Implementation Working Integrated Implementation Training Workshop

ICH Q-IWGA~DT4—k/\v%

s BEEAyL—IIEBRFEIZGE ST ? Yes/No

s EICREAL T, EFLDBEITHAMN? (] HELL

i ORI T 48 =, {ithis /X ed7s
BREIC KD R

o SAFNSINTF=HEFTIE]
BEDHHAIDITEDEMN?

19 51=012, KYBRFEIZT Db

© ICH, Tokyo, October 2010 ICI‘I‘ slide 27



N ICH Quality Implementation Working Gr

Integrated Implementation Training Workshop

FT-5Ea—IUIZEZEL-H 7

e BBYRIIRADAINTOLRIZEET HIEELT{RET S
- EHIFELIASDHIERLNT, QRMFTOERIZDINT
AT D

- TRTLOMEH (A%, BE, Wi, BEBE)T

QRMT7OtERY AU IEERT HENEED
* QRMEMBEEEDFFEUVDTICET 2 EEETRET S
* Q-IWGADT4—k7/\y5

© ICH, Tokyo, October 2010

ICH

slide 28



