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QAN A+ &CQADYFTE

BITIREDRAFTNSIEZMBERE(CQA)

s B R (QA) BRI H EECE AR
TERIN JERIN Not critical | ICH Q6A Bk IZixE T X X #lBhIHH
fife BB IR, chiral HPLC Critical ICH Q6A Hlk&lzikE T~ xHBriaH
o TEw ik Critical ICH QB6A. HI&IZaxE 4~ & lRIE B
i Hix'E Critical ICH Q6A Flow Chart #1
BRI T3 E T~ lBRIE H
AR PR Critical BAREMERMP N B D T2
B B8 VA I Critical fE TR CClass 2425729
&8 A ) Critical HIZE W) E CP-6 filidk TR TPl A4 4 5 7=
HEE Not critical | /&5 5R
SRENER ) Not critical | /& )75k
Wy BRI LI E ZiE Not critical | 52 IIFAE L7228
VA2 Not critical | ICH Q6A Flow Chart #3
AN ORIE TR CRIEL WM LIk, ALV —RI 44
BPERS ST 5720
(e SIZ Not critical | ICH Q6A Flow Chart #4
FEmSIIAEE T, o, WAl RS TR CREEZE
fRLT-t%, A7 L— RIA BRI LET5720
HeFIENE SRR Critical ICH Q6A Flow Chart #5
HFIEEIR DT
Koy 2R Not critical | Wi EIE /2028
TRAE R - Not critical | ICH Q6A Flow Chart #6
WA DAL XITBHE L7en e

ICH Q6A: FTER A DRE R UVHEBRTEZDREICOVWT(FRIIFSA1IH. EREFEHFE5685)
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— 1] Y= *I:I B/ %8R
CQAIZRI T AHETIED=E
FEVRFECQAIZHTHIHAVMERUVHETIEDNFZE
HELE R - CP-6 CP-8

(CQA) ABHE (HEmE) | wEpm | el Step 2
FERR AR IR, chiral HPLC No No No Yes
=P E B No No No Yes
ol B BEkE No Yes Yes Yes
BEEARHMY Yes No Yes Yes
FRRR R Yes No Yes Yes
&R AHiY) Yes No No No
HFTETE SR A Yes No No No
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CQA(AHl¥)

EFRES

HREITREOEFEREZTER/EE (FA)IZHEIL., VAV EmZEE

B 488

=

5Z

BHINTGA—ZD)

Step 1 Step 2
Y75 I LEK FA1l FA2 FA3 FA4 FAS FA6 FA1 FA2 FA3 FA4 FA5S FA6
CQA
RIS A |G L, RS Ik,
Rs i paRisd Ml |fESASIE | HE RIS |50, g A& Sil et em il HLR
*Z7 V74— Low Low Low Low Low Low Low Low Low Low Low Low
BRI B R ET D
A
CP-6 Low Low Low Low Low Low |Medium| Low Low Low | Medium Low
CP-8 N/A N/A N/A N/A N/A N/A High Low Low Low [Medium| Low
CP-3 Low Low Low Low Low Low Low Low Low Low Low Low
CP-4 Low Low Low Low Low Low Low Low Low Low Low Low
CP-5 Low Low Low Low Low Low Low Low Low Low Low Low
CP-7-1 High Low Low |[Medium| Low Low Low Low Low Low Low Low
R DEE High Low Low |Mediuml Low Low High Low Low Low | Mediunp Low

*High, Medium, Low [T FEED K325 $ELT-,
* High risk:

e Low risk:

MODREIZ
e Medium risk BEMIZRSDREIC
MODREIZ

ZEBEHEZOMERFERV/NTA—E

B2 488
Eﬁ-‘é‘

EEZOmERERV/NTA—E
B EZATVmEFERV/NTA—E
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Step1 DFE AL TFRE D EERETEE

Step 1D#ESRIE TIENDEERETE (DOE) : FFIME~NDEEERET

INTG A —H JIES P e =
MAEEE  (C/mim) 0.15 0.36 0.5
BASEE (C) 14 20 26
SRR 4 7.22 10

(L/kg, CP-BZxt92Hx=% /) — D)
wmn (ET) R (min) 15 30 60
KD &

Yowiw, =% ) — A5 % A DR 10 30 >0
PREE (rpm) 150 test 350
KIS OFEER] (hr) 2 test 4
THFDIREE (Y%viv) 1 test 6
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BEETFENTGA—F(CPP)IXVRITIRAVLDFER.
non—criticalt T B EMTESHN ?

U

ICH Q8(R2)Tl&. T TF/N\7

A—BDI6,. TDEEHEE
B (CQA) IZEEERIF
TEHDIESN TS, LT=h'>
T IF/INSA=2DI)T4h
T4 XEDLYFELH., TD/N

Process not

under control O e
. reduction
uncertainty) measures

S O

Process
under control

SA—ANEETIZ/NSA—4 T ——
THAZEIZEDYDLELY,

Risk
(severity x probability x detectability)

Dr. Moheb NasrD A5/ K% 3| FH
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MRMTORITAE

A 4

Prior Knowledge
& Experiences

v

potential

potential
QTPP, DP CQA

Y

Drug Product
Process
Development and
Characterization

[QTPP, DP CQA}

—> PP <
—)| Non Critical l
Y

CA: Criticality Assessment

RA: Risk Assessment
RC: Risk Control

Y

V

Manufacturing
Process, IPC etc.

CQA

> >

v

v

[ warp J<---mommmmeeo :
|
|

f Process DOEs :
Development and Models
Characterization Univariate Expts. :

CQA/MA

==

Risk Control
(Re-iterations
As necessary)

A
Other PP D
1
RC --

‘l No Impact

(I Y
_———— LI
@ i T @
1 1 [
l 1 | LL——1 l
Y Y Y
Control Strategy High Risk: Medium Risk: Medium Risk: Low Risk:
Attribute controls, - 8 Impact to CQA, but . ) .
Procedural controls, S wide safety margin Slight impact No significant
Parametric controls, to CQA is confirmed to CQA impact to CQA

Specification

v

\

| -wxExzenss | | esmoen |

| msEERD |

[ #wem |

Manufacturing Process Description
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METRROEEEDIED

BEIRNSA—FIHEINGI-I=TIB/\5A—4% (other PP) DIZEEEL

Risk Control
(Re -iterations <+
As necessary)

>
|

Medium Risk: Low Risk:

Medium Risk:
Impact to CQA, but
wide safety margin

Attribute controls,
Procedural controls,
Parametric controls, to CQA

Specification ¢

Slight impact
to CQA impact to CQA

v \ v

) evmamw [ wmem |

No significant

Control Strategy High Risk:
Significant impact

BREMER

- BEERREHRR

Manufacturing rreses BESCription

ZEEERIEEICEYREILI-HER. FECQAICEMIEEZEZRIZTE
DD, BEDHETIIFEALGZVLVEREZFEALTEH, FHYDEREILER
EL=REDL3EKRFETHY., F-. RIFLE-EBICEVWTHAESERIIZRD
Y (WA oY
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=110

DRI+ S IBEB SN -EEIIE/NSA—5(CPP) DIEECH

\4

CQA/MA

1

Risk Control
(Re -iterations <+
As necessary)

. i@

A4

~ Other PP

4

I

>
|

Control Strategy High Risk: Medium Risk: Medium Risk: Low Risk:
Ppr\:)tcl;lgdulf?a(l:?:gtr:glc)sl’s, Significant impact mg:‘;t;foeg?nﬁ‘érl;?; Slight impact No significant
Parametric controls, to CQA - to CQA impact to CQA
Specification ¢ ¢ v ¢
| BEERRERES  msEesem | J) emmEEs® 0 [ weem |
Manufacturing r e ESCcription

ZEERRETEEICKYRETLI=FER. [FECQAIZHETHY - #EEERIIZE &
T H=H. EETIE/NTGA—F(CPP)IZHETESINT=-, LOLENL, FEZRTE
T HAVAR—=—RAIYEHIL([IRVGEHEFIRET SIEEEHERICEKY., hIEEE
JROIZED L= BMEREHXNREFBIBELTIRELTWS,
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FIGWEBARERA 6.028F|H—HHRERE
FIE R A

st =5 BR (parametric) :

FIEE=|M—=X] +ks

¥IEFZRE: k=2.4(n=10)

k=2.0(n=30)
=1 #:8 & (nonparametric) :
c2 (¥ &A% =0(£25%. n=30)
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TFEEZ. T ILHAXH100~ 1000 B2 BB E.
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ATP ( Analytical target profile) & MODR
(Method operable design region) [ZDULNT

QD7 7 O—F DR HEADERAZERX

ATP: T BRIIZIGCTERIIZERESNS &
HED RIS T H5EH (QTPPD KO7EEHMD)

MODR: ATPE,ET—TM
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ABEBROERFHS

Risk of Changes Japan usS EU
High —ZEI1g Major change Type Il variation
(Prior approval (Application for approval
supplement) of variation)
Moderate change Type IB variation
Moderate 1)Supplement— (Notification before
changes being implementation and
effected (CBE) in 30 | MAHs must wait a
days period of 30 days)
BEHEIE 2)Supplement- Type IA) variation
changes being (Immediate notification)
effected (CBE)
Low

Minor change
(Annual report)

Type IA variation
(Notification within 12
months after
implementation)
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Strategy& L T Real Time ReleaseZFENDZE
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(FAE,EE - FRHE T ENEELBREEHRER)

http://www.nihs.go jp/drug/DrugDiv—J.html
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