= % ICEE -
T2 4% 6 A 15H

CEEAREEEER (B) REIER #F

EAEBAERALREEE®

g%l

2 S B R B - PRI R

ICH BT 5 A4 B4 v Rl S
[TCH 2 & » T#R X7z ICH Q8/QYQL0 D EMEIZ T 358t 1o T

ERMORETOVWTL BERPIVAZCEILST e —Fic L 5ERE
BB 57, AKEUVEESSFARMERSSE (ICH BT 4 8I0AT%,
MURIBRZEICBET AT A R7 A OB 20T (EL 224E 6 H 28 B fHiF 3
BEER 0628 5 1 5, EEADEEEEHEREEN). [REV A v DA
MEBYBHA KT 421 CERLI84E9 A 1 8T ERAFERE 0901004 5K
- URREMEE 0901005 5, EXALBEEEERRLUEREE - WISHE
FREEAEMN KO TEELGE AT AMIETATA 74 o0 T (G
R22FE2H 19 AMITESFRFE 02198 1 ERVEALHFEE 0219F 1 5. E
EaGREEEERERUVEREE - BETRBEREL BN KX EHEN
EAAEZEE (R) B CKBERLTHES, |
ENLDHA RIA L DIGEOMRREARICT A7, ICH REBEICETL T
A RTA EREESAYEFEL LT, TICH K X->TAR SR ICH
Q8/QYIQI0 DEMICFIT 2558F MEAAR ICH o 2 FF 4 BBITHBVCEIRD
LRYVABEINELEOT, STAD L, ¥BE0BE L L TRENERELS
R LSRR ST,



(3R)
mﬂégt%?6ﬁ4ﬁﬁ4yﬁﬁ¢%%é%ﬁiﬁ
mHK;%Tﬁ%énkﬁmQMp@hb%%E%fé%ﬁ
Q01146 A 16 BRI
Bk

1T U R
2B REBERVTEARTA—ZOI IF 4B VT A e el

2.1, EEKEMHE (CQA) RURETIR/T A—F (CPP) DREICHTIHEEE.....1

22, VT A BT A EEEEEE ORISR e 2
EoRE R L — - ' : — s sensin 2

3.0 FBHEIBIED T A TV A T I e, oo er e em e e eet e eme st e e et e e eretn bt rmnen 2

3.2, B HEER L — 1 C O GG OTEEIEE oo 3

33, UTAHARY Y —AREE RIRY) (T35 UK URBERE (C0A) oo 4

34, 2Ny FHETTHIE TN oot e s 5
Ba¥ LYEATFE (QbD) TORUERGTRE A D EHORE s S—
IR Al D D Ny - OO

. FEBREHTE (DOE) oo S e 6

4.

=)

B3 B T R 0BT IR et e e et et er et e ettt .



1T JLDI .

ICH SEICET 504 ¥ I v ERIEERE (QIWG) i ICH Q8(R2), Q9. Q10 D
JEREEE L Py Zi2onTo MEFESEE] EFR Lz, Zhid, MESRLIENcE
LB OEREEE (Q&A) KTNICH Q8. Q9. QIO HA KT 1 L iEfEEmiES!
(BUF, Mg X)), ) BREZHERTHLOTHY, ZhbT_TEBET LM
BB D, '

& TEEFHE THXK 3 BCERAENLHESEOY vy g U ORR SN EERMICES
WTWWG, AR TEETE] el P74 v LTERShA SO T2y, B
HEERBYRONFIZH LT, ERAERAREIC L, Bl AkRFRICRELCER
fErk., B{E, AEZHBICEDLEDOLOTH S, -

%%T?UH?iﬂ%&wiﬁ®@%é%ﬁiﬁwﬁEfﬁméﬁé&%fﬁégLt
Mo T, FIHITH BN S 5~ AR I BB LI BRI D TiE,
SRRV E S T L AR NLD,

Ve NP g 7%4/(Qm)77n—%@ﬁﬁiﬁﬁ®ﬁﬂ%@%fﬁfé%
DT HUEEEHETLORERART Fo-FolE2 b6 T 0 THD,
e BEEL, GMP ~OEEGHRRD LD,

2B RERMEOTERFA—ZOI I T BT 4
HEMEROTROEEREENE (CQA) RUEELR S A~ (CPP) RAITHS

B> «_’Db“fféum%T@"ﬁ_bf)k\ ﬂ%é’]*&%&tﬁnng) Ag=FxP A (QRM} Fut
ARV END,

E%%ﬁ&g?u774»f@nm)@% L D +£%%ﬁﬁbt%@?@én%
Wk QTPP iXM#K CQA. CPP. RUVEEEBIRAHET /-0 0RE# L2,

CQA BT CPP 2T % 7= b 1T B T oo = b 1o &3 o,
. EREHEONE

o BEDT A 7V, 7 L L O B Ol

o BERUTRIZBET 2 misoEm

o LR L SRR 5 BRI L EROR b

o EEOHEAM o

2.1. E%%Eﬁﬁ(am)&@ﬁﬁiﬁﬂ§%~$(mw)wﬁmk%#%ﬁﬁ
' HIF ‘ - ‘
ICH Q9 ML, [RECHTE IRV RIA e P FBHT S Ficdk W BES
REFTSEVIEEPBEESAZNETHE 2B b T3, QTPPIZLD . A
Fiol > TRECEGOME, EEMRUCHIELZRIET D L ORMPII 20 TOEE
BELN., ZOZERCQARBETELOOERAL LS, '

VRZTHERAAY MO-—Ie LT A7 5HrEE \EHQQ WEROL I ICERI AT

%, EEPLELBHESEE FDEAM P EMITESHIC RIS P12 e R ThE,
—%@Jzivz///ﬁiﬁﬁkwrﬁ.Fﬁ%&ﬂfé%ﬁ(ﬁﬁﬁ)é/zf%
EDRFIZEEAD]

URZ L2 VF 45 YF £ OB

! hitp//www.ich.org/products/guidelines/quality/training-programme-for-q8q9q 1 0.htm!

1



« VRZIZ BfEEOEAME. %E®%#&Uﬁm@ﬂaih Ltﬁ01)2&7$
x/r@#%&bf)z&@@Fmeé LB,

amﬁﬁﬁ®&J74w)74iI_F$®§k@ %0<%®T%D\)2¢7%v
A ORI iofxbé%wfitw

o TRATA—BDIIF 48 ) 5 4 EEERERAICHT B9 A— 5 OFBE LB
BLTWD, ZHEREORTRCRERICES SOThs, Thoi, VAT~
FUAY P ORRIE L 5 TEDS L L 155,

(mA@%E&UﬂL %f%%ﬁiﬁkbrmuT®;9&%®w%5

,-)Rﬁ:/buww%%ﬁfém®fi®§k@(ﬁéﬁ&@ﬁﬁ%)&@(ﬂAk
oo FRHER KR DR,

« QTPP TR~ L 510, BEICHTBHEHME - ﬁ@&&@%@

-CQA%%@ﬁﬁktok%®(ﬁuﬁ%hf“éﬂ%\ﬂ%%ﬁ%*ﬁﬁ\iﬁ?
—H2k), : ' )

« B35 CQAROMEKIFIE .
CPP DR EXR TR T 5EEFHE LTRUFOL S Rb0nbh 5,

o RIAEHLD CPP & CQA L OBEEZT DD X/ FERARY FRINERT—
L H,

-(}P%ﬁ®%%&ﬁoi%®(%C%%hThéﬂ% ﬂ%%ﬁ% L, @&1
EBRFHEE (DoE) | BRUE O EE) 72 kT — ﬁt&

o H72% CPP O E KM, ‘

o BRENEERBEROBEINEY 22, : -
CQA RUFCPPIE, REDOTFA7H A/ NEBUTHBT D Z 055, BIE,

e WHETROEE AREROEERY) |

o FATHA7NEBLCTHLNDZO®ROMER (FAMEOESE, EEL MR
BRI ORER, BLCBETAERERY) .

22, Z US40 )T LSRG G

BRI & BE T DRI, (CQA & CPP DRERUDRBY EHJTHEThHL,
EONCRRSE S NIRRT SO IATEERENDI, KOS VT 4 5V T 4 BB
b EER, .

-Mﬁﬁ%ianmﬁtém %@F%QWP#%ﬁéﬂé EERHEEICTAET, B
Eﬁ&ﬂ%%ﬁ#

EIE EHER
3.1. BEEBEOSAA 7L I

FREIEDT A 7Y A 7V, ICH HA F 70 Q8(R2), Q9. QL0 (TFRH# & huic 5
ﬁ%¥QWL&UE%WWE/27A(mﬁ Brulizd,

UTDREEEBTAZERTES,
o ETEEMOBERE -

o BHERRSII AT, ISREORERICERE SN, BICERINS, FirhER
BHELNDIOIEN., BHAECTOFERADEDIZRET AN L35, EFIC
BENDEO L LTIHRAREE, ST FER, §RES (VTAXA LY Y2
HEBOBALE) BEZLNLD, ‘ :



o BE DS E SN TERNES, RUVERBCRNEORR (4
%ﬁ#@@%&k)@tm\mgﬁﬁww%ﬂ@%t%%n#&éﬁA . T
‘%%ﬁ@ﬁﬁéﬁk%%ﬁ#é«%f%%

o EERERRR ORRAITLGE ¢

. TATHA I BBCEEEREOREL /T HETHE (RENRT —
ERIOFHESF OO MR Ui-kE R Y)

o MBI TR, EESTEREESF L, B, TRRGOUTETRERE
WECEXLIHITTELOOT7a—-FThHD,

o ELEETFRATTILEFERT LB, BT VEHER, E%f%/ZTAiﬂﬁ%%
Wf%v»@%ﬁ%ﬁ@&%%ﬁ#ém_%io :

o BEBBOEEVRIAL b
-?AT®£%ﬁF§éh\mﬁéﬁé®%ﬁ% AT, AEEFEEEICTE

BRI NETHD, |
o BEOREIE U EOFREIC OV T, S#EORBBHEICE> THST
HRETHD, : : '

- o A CBBICHY D Rln 5 EHERERES

o BUEH A RRBERHES. HDVEFUEEY 1 FCRLEL IR A ER
VABEITH, B WIS EECTE 5,

'%@%%®@Wixﬁﬁ\ﬁﬂ\/ZTA\%%L®§#(%%ﬁ%@%%\%
%%ﬁ@%%%®@ﬁ%ﬁ&8)KEE?%H%@ﬁ%D\it\ﬁﬁ%EQﬂ'
MR REZ MR L LT, BHEEOEVBRELZTRELELHD,

o EEEHIL, %ﬁ#éM@&%m%éntJxﬁ&oﬂ/%mﬁ®$@hﬁﬁ?
WL EETLLETHS,

o AR

-ﬂ%m@i EEEME O AE LTINS D &%@E?éoz?ﬁ%ﬁﬁﬂ
BB, | .

'éiﬁiﬁm%%\xﬂ\%?»wﬁ%&WXdE%;?ﬁ%yz&—xwﬁﬁ\
UFAgA LY Y —2REB ST FHEE >\ Tk, HFEMTONGT RO
WBREErBETOINETHD,

32, BiAsBER s A COFEEROBEEE
-X#~WTVTK%?5UX?®V$9ﬂVP:
o ATy TROEDEFEERLO LT BT, FEBEOBETIIAY
T TICEE L RS EEBTANETHDL, AT—/T v THREORE
&U%Eﬁ@\ﬁ%#é%%?fu—?&Uﬂ%ﬂ%tﬂ%ﬁ@ﬁf@:&ﬁ%

Be . .

o BRARF—NTOERBREOBREFMICEZ, VAZKEIT I —F&2E
HTxa, ThEDEEOFE &L LT QRM FEAAVEIENRTED, O -
ficsEnA U AL & LT, BhEEE, MR ORESTHE, ABOEN. HiR
ﬁ\ﬁ£®ﬁﬁiﬁﬁﬁBﬂfwéﬂ%)hié%®ﬁ%i%ﬂéowmowf
X ICH Q-IWG Hafse =2,

o THBBEOBERICETIAY—AT v TROEEFEE

. HEk 01{%@@%5

. i’:’wf 3-8 ﬁfg‘x&ﬁ/)?fi#/fﬁ@&(ﬂ



o FHTH ' :
ﬁ%LEXi”}?ﬁ@E@ & BB SE DE
—FOEVD LEEFEL S E R R

s TEANFTA—S
—FERE T RE L ,

—TFHA VAR EAVDIES, FOME
o LENEHE:
— R EFE
—EEFEORHEL
—%7»%%w5%é\%®m@m&0a¢§%

o A r OHEE
. —QTPP W ETRENZIN TV ANORIE
IR T b bREBTIER U EEEOER
~U7»&4AUUHxﬁﬁ(Kmm>%mbéﬁn\%wﬁﬁ

33. UTASA LY D -23RB (RTRT) 1505 EEE RBRES (Cos)

BE BTN CoA ©ERIE RTRT DBEAEThHoTHED LAV, BROFERRAS,
RTR D7z ORBITFERBROFHEL S Sh,  (ICH Q6A BT ICH Q6B HA FF A
YRETHRASNTND) MEHBHO D O S SRORM B2 b TNC o
DFABOFRFES (74— b GMP, Ny FHEEER V) 055,

RTRT O A0 T TIRBAEA TS (ICH Q8R2) £ 2 5 2.5 : ICH Q-

IWG Q8/Q9/Q10 Q&A 22V T AF A LY V- AFREEME) , ITFid. RTRT DHEESOE
%&Uam%%%#é%h%ﬁfm%gﬁf&é '

7 | L4 Dng%ﬁ

‘@vﬂmNmA%ﬁ%*améﬁﬁmtw‘

o BIETRHEM (CQA OREA L) ZREE E&w&m“ﬁ%ﬁ(ﬁﬂ\I@&W\
TEAGA—FRY) CRETHZ NS5, S '

Vﬂﬁbt%ﬁ&&m&UQﬂmkwﬁy
. Eﬁ®$ﬁ§

. A BERAE O : S
CEFL, Fuw AMB T (PAT) | HEELAGMARE. RENARE, L5
MERUERRERBZ ) - - -

o HMEUTEHE. AVDRBRFEORR
o BEFHEOAYF—g
o HHERE | |
o BEATOHELE
o FENERUEREERE DL
o CoA DEFR :

o EFAMOHE UIE, BILS A RRR E ERORRERE Y0, BE SN
COEmR |

o H i PHEICESE L RiEkE
o FEOBEITR



“3.4. A/?Mﬁ%ﬁiﬁ

BMRT Fa—FRaEsE, FEEKLERS, Lﬁbﬁb%\mﬂ%% %%?<\
R FHEEIE REDR TR Ry, Ay FHFHEIC 2V TE, BET L

BRI ’Dii*o%%’) FAN /?Hﬁﬁ#ﬂm L“D?Zmﬁ*?éf\ /?ﬁﬁ"‘f? BEOEFROBFLLTIZ
KT, '

Ry FHEEEOSS

2. HREQOHESAVFD
VAT LEBET 8

3 EETREICEI(HG
@@T— T

4, nugmﬁ.ﬁ‘bm I SR

. BET—# A -

BAT HIEA. ﬂ%éﬁ%%l%bt Ny FREFEAEO sy FHE

FOENEER .

~7 o FHETEE
BEOFEIRIZHES

%Eﬁﬁ&hﬁmﬁ WP DE

1. BlEFF— &
Iﬂﬁﬁkiﬂj?ﬁf®ﬁ%(@wmﬂﬁm1®ﬁ\G@WH$)\RMd
Quality Unit CRE) ) RUEEF A FIEICEVY S D, PQSIIRICEERNRT 70
m?(ﬁ%@%ﬁbfw§%%)KiD\M@%%&Uﬂ/%ﬁfw%#kmﬁ%
§EKT50H3®E%Mit\%%#4%®£E(P& B R UEEICET S
EER L) e, AH~OREEZLERICTD (RREFHE-HEERY) .

2, BAEOESEN v FO L AT ABEEF - & (RE. MR, BEROEERY)
I VEAFPIRETE., TEOT=Z )y IREIIEE SN, Zhi k- THEMT
BRI OEER LoD EN5, BERIcA U AR ITERE I bRVER
(BLETR. MR, A, RBICHETIbORY) ITROE S L CHEM & 4, PQS
{EE&U%%ﬁ%(me Ete) ESOTESICE DL, BRI EED
SEREE LD, '

3. BUSTRICE S CRGRET — ¥ '
EEEE OEE IS ARFEER O N CERE RS S L, AHERIC
REEND, BEERIEHRERIIHE - THET 5 y FORMESET — ﬁ%m%
L, BEL, T4 —F5ETh5, JNLOF-FIXEMNICFHEEN, BE
FRUHEFFICRES N 5,

4. BEEHED O ORN %ﬁ?“— #
BHMEHBREOSUE RTRT OFED B ENET —FICESNT, HHED—
L LTORBIE S T CARRETTH LA TES, ' |
Ry F IHHIEIC 7 3 5 8 FHF R, FEOHHEERCRFOFEHUSE LT
BHOLBERLENERTES,
o BUEEEVIEFHEICLHMEREHE LSy FHH
o BERAEEH T LD HBREE BAYL Ui Sy FHA

HW4E L 0EAFTE (QBD) TORBREARBHFZICBITAERORE
TOETIE, IVEAFETE (QD) ORECEMFER L LCELZEROBRET
R OREIZET A HEEEEE T, COETHEIND XS 2FROBEITEMNT &
LCHEaTtha Ll ELLN, BHEGRLZECT LR FERVRELERZCTH I L
PEELTVWD, BETAERIIDMICTCERTINETHY . HEORET 71
—FICET A T o REE RS R CRET 2 b0 TRITRER LRV, ZONRR

S



RENEEEBMOFMICL > TEETHS, SEiE, BT QbD 2A MBI ST
L, HEEHOR, BIRE, RUSSMRRIET S NG RIEORE ST A0
REELINTHS S, \

QD EIH (RTRT, 742 x~—2ip ) EHLHBOBA, KEMH LOBRICH
B RARR UM B R A B BO AT 52 2 GRS L > CHB Tl B,

8 G BARE T M LR T OB R OV b I R DT — T 5 0ER
BN EREBTAZLZREETHS, L, RIETTHSREMT B8 LF
—ZIIRFICBELTRET <& TH B, : ‘.‘ '

o R EEEMEOR R TS

o =l LR DRFERTR AL ‘
o THBOHEOEREE bR F— &@ﬁﬁhﬁmtﬁﬁ @%@@ﬁL
o TALBOBIED HE LN R R U OEY

ELT DRI ﬂ%mt)Zﬂﬁﬁk%ﬂ<ﬁﬁéﬁ®ﬂﬁ%%%@%@&?éh
m%&ﬁ%%ﬁ@ﬂﬁ#%ﬁ?é%mkﬁwﬁ%T? '

41, VRZ<wFRTAL FOFIER

FlZEHR ORLGE O QTPP HREH. HEEEIE ORM (ICH Q9) OFEEHAL T, B L
HEREERIETADICTECIEL., BO2HENTEETALED S D LS
EREEZET) RVRTE G A—F25 7L, BIRTAZ LN TEA,
HEEEE., SOOI L THMICE L2 E R TSIl im s Bitrs - L a2

ETHRETHE, TROIHRO LS 2bDREL BB,

.« QTPP O RERUSHET 5 CQA DREICET 2 BHARHL,

o DAZTRAAIRICER L ERE, TRAT A& %V?Ef%ﬂ‘fb\é%ﬂ%o
CIALBEE, HRLRERREA TR T A EANEE Ly,

e BRETAEEMO U REF (SR, BRI Y

-)x&vx/ﬁ/&®#%kLT@JX?T?xf/%®ﬂ%%EE&UEM R
WREEROTRST A~ F ORMRIRT VT 4 0 VT 4 BRE LIZER,

o BRETIEEBEOIRELESBENDDAEENRER Y 20 OBE (594
AA— 2 OB TR ER~OBIT/2 Y) RUBEY A7 28HT 575
CT o —FI BT A EE

. BERERG SETRATA—F b 20Mhon TSk, TR 21— &@)xb

e CPP, CQA.- QTPP o>,

e URITTERAAL MIEHTBLT OEE B@ﬁ‘éﬁﬁ_ﬁz (a) MERELITERATA
~5’®7FHE{’EFH\ (b) BEEBERVAR r— D, : ‘

4.2 %ﬁ%;ﬂr = (DoE)

DoE 'Cilﬁn‘?‘«\%lﬁ%i)xrftx% v MEERERIIE T ‘é%ua%%zmaérﬁmé
ERDD, REOFHEE (X7 J—=vJ e d) TEM LY DE D=4ty
*Tr{ﬁ%iil FEFHCZE DD L, BB Sh TRy, B LEETERCEEZER L
‘ 43%& F LN FERMAERTEH D, CPP ORERYXILT A v A2—2 (DS) O
IR SN DB USSR OBIEIC 2 73 % DoE 20T, BEEEH-koEE
BEEATHEZET, BEINBIE L 5%EN SBERICHEICR D,

e JRITERAAY ML DBRANSTHS5 Dol T (%ul?& @) @%Jﬁmﬂ
L (ﬁi]@%{?ké: @ﬁflﬁ’??‘i?ﬁfﬂ’ﬁﬁﬁ@%%‘iﬁk} 0 :

6



DoE #HE2HEIN D FRICEELZREY & Bbh 2 B (FREEL U/ LEM
- FHD) OEEED D B BEEL, '

DOE T IR LI /8T A & L FEDED Y X b BOEAE DT RA—F
A B R — L DB W T DR,

A LI 7Y 1~ O, &U?ﬁ%ywﬁmb%ﬁﬁ—%bﬁﬁﬁwmm

BRE LEEFRGEALOHEHE, b EREXNTRTTLC L ASERE, %ﬁ@
FHRAT—HETRE L B2 b, TNETRTRETHD,

S —a OFEL ﬁﬁbi‘ﬁﬁ&@@ﬁ(Hﬂ@‘MR&&)&U@WE% x4
WETE (REE. BERRAG L) ~0DFK,

BF ORI (R b ORI (R & Fd DoE 74 DR 2 S8
B, SABRISAY —NVRUKEDEIET 5 DERRDSH SN THEE D

43. BUETROEE
SIS R D EROERI S > T, REHIUTOREEET & THE,
o BETEOERICHT 5 M S OREICET 5 S EOHHELE,

o BELFFHFALVAL—Z (BN ULEABEERAT A—FRUTFOfMONAT A— ﬁ%a

10) L EEEE ORI BT OREDREA,

o BWOMBEMFICIE- TEREINOAESBEOEE, MU T4, RHEEE, &F

DIRBI B - S T2 AR %®%ﬁ£ﬁ%¢@?éib@%ﬁ%£ﬁ??/%/%+
Wlmﬁﬁﬁﬁiwfm%%ﬁf%é



ICH

- harmonisation for better health

ICH Quality Implémentation Working Group |

~ POINTS TO CONSIDER
ICH-Endorsed Guide for
ICH Q8/Q9/Q10 Implementation

Document date: 16 June 2011

International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use

tCH Secretariat ¢/o IFPMA, Chemin Louis-Dunant 15, P.O. Box 195, 1211 Geneva 20, Switzerland
Telephone: +41 (22) 338 32 05, Telefax: +41 (22} 338 32 30
admin@ich.org, hifp://www.ich.org



Document History

Name History Date
Quality PtC | Approval by the Steering Committee for Points to Consider 16 June
on: '

- Control Strategy

Submissions

- . Criticality of Quality Attributes and Process Parameters

- Level of Documentation in Ehhan.ced {(Qbd) Regulatory

2011




Table of Content

Section 1. INTRODUCTION .....ccoeriviverieeincesseoeeeeeseeenesessesensenes eenvaenrranraians 1

Section 2. CRITICALITY OF QUALITY ATTRIBUTES AND PROCESS
PARAMETERS ...cctiiitereerinerirteereesrnesresserecereeesesssesenesesssesssnns emeeens 1
2.1. . Considerations for Establishing CQAs and CPPS w....oooooovovovo .1
2.2. R'elationshiia of Critigality to Control Strategy..omeevveeenrrnnn 2
Section 3.  CONTROL STRATEGY .....ccccocierencncmrmneserenionsesssesessessessssssssseseneens 3
3.1. Life-cycle of the control strategy ....... et et eeenons 3
3.2. Suitability of Control Strategy at different scales....... e vr———— 4
3.3. Specifications and Certificate of Analysis (CoA) for Re;al.f
Time Release Testing (RTRT).coeeiiiieeeeeee e 4
3.4. Process fbr a batch release decision ...... ................................ 5
Section 4.. LEVEL OF DbCUMENTATION IN ENHANCED (QBD) REGULATORY
SUBMISSIONS ..cuviiiesititicrseecseescersesesesessobesesesssssesssesesssssnenssreres 6
4.1. Risk Managemént;Methodologie's e e e aann 7
4.2, Design of EXperiments.......cccvee i e ceeeeeeeeeveeeee e, e, 7
7 43 Manufacturing Prdcess Description......... e e e e en s erraneee
44, MOdelS..oovonnevierereniissinsines e S 8
4.5. Design Space ..cooeeevveenn.... .......... JUSTS 8






Section 1.

ICH QUALITY IWG
POINTS TO CONSIDER
Guide for ICH Q8/Q9/Q10 Guidelines

Endorsed by the ICH Steering Committee on 16 June 2011

INTRODUCTION

The ICH Quality Implementation Working Group (Q-IWG) has prepared ‘Points to
Consider’ covering topics relevant to the implementation of ICH Q8(R2), Q9 and
Q10, which supplement the existing Questions & Answers and w arkshop fraining
materials already produced by this group. They should be considered all together.

The ‘Points to Consider’ are based on questions raised during the'ICH Q-IWG
training workshop sessions in the three regions. The Points to Consider are not
intended to be new guidelines. They are intended to provide clarity to both
industry and regulators and to facilitate the: preparation, assessment and
inspection related to applications filed for marketing authorizations.

The developrﬁent approach should be adapted based on the complexity and
specificity of product and process; therefore, applicants are encouraged to contact

- regulatory authorities regarding questions related to specific mformatmn to be

Section 2.

included in their application. B

Using the Quality by Demgn (QbD) approach does not change regional regulatory
requirements but can provide opportunities for more flexible approaches to meet
them. In all cases, GMP compliance is expected.

CRITICALITY OF QUALITY ATTRIBUTES AND PROCESS PARAMETERS

Scientific rationale and Quality Risk Management (QRM) processes are used to
reach a conclusion on what are Critical Quality Attributes (CQAs) and. Cntlcal
Process Parameters (CPPs) for a given product and process

The Quality Target Product Profile (QTPP) describes the design criteria for the

product, and should therefore form the basis for development of the CQAs, CPPs,
and Control Strategy.

The information developed to determine CQAs and CPPs will help to:

* Develop control strategy

e Ensure quality of the product throughout the product lifecycle .

e Increase product and process knowledge '

¢ Increase transparency and understanding for regulators and industry
¢ Evaluate changes

2.1. Considerations for Establishing CQAs and CPPs

The introduction of ICH Q9 states that: “..the protection of the patient by
managing the risk to qualily should be considered of prime importance”. The QTPP
provides an understanding of what will ensure the quality, safety and efficacy of a
specific product for the patient and is a starting point for identifying the CQAs.

1



TOH Quality TG Points te Consider for ICH G859/ 10 Implementation

As part of risk assessment, risk analysis, as defined by ICH Q9 is: ‘the qualitaiive
or quantitative process of linking the likelihood of occurrence and severity of
harm. In some risk management tools, the ability to detect the harm (detectability)
also factors in the estimation of risk.’

- Relationship between risk and criticality:

e Risk includes severity of harm, probability of occurrence, and
detectabi]ity, and therefore the level of risk can change as a result of risk
management. ' '

+ Quality Attribute criticality is primarily based upon severity of harm '
and does not change as a result of risk management.

e Process Parameter criticality is linked to the parameter’s effect on
any critical quality attribute. It is based on the probability of occurrence
and detectability and therefore can change as a result of risk

- management.

Considerations for identifying and documenting CQAs can include the:

o Severity of harm (safety and efficacy) before taking into account risk
control - and the rationale for dlstmgmshmg CQAs from other quality

: _attrlbutes

e Link to the patient as described in the QTPP.

« Basis on which the CQAs have been developed (e.g., prior knowledge,
scientific first principles, and experimentation}.

e Inter-dependencies of the different CQAs.

Consxderatlons for identifying and documentmg CPPS can include the:

+ Risk assessment and experimentation to establish the linkage between
potential CPPs and CQAs .

e Basis on which the CPPs have beén identified (e.g., prior knowledge
. scientific first principles, QRM, Design of Experiment (DoE), and other
appropriate experimentation). '

+ Inter-dependencies of the different CPPs.
s Selected Control Strategy and the residual risk.

‘CQAS and CPPs can evolve throughout the product lifecycle, for example:
¢ Change of manufacturing process (e.g., change of synthetic route).

« Subsequent knowledge gained throughout the lifecycle (e.g., raw material
variability, pharmacovigilance, clinical trial experience, and product
complaints). '

2.2. Relationship of Criticality to Control Strategy

The identification and linkage of the CQAs and CPPs should be cons1dered when
designing the control strategy. A well-developed control strategy will reduce risk
but does not change the criticality of attributes.

The control strategy plays a key role in ensuring that the CQAS are met, and hence
that the QTPP is realised.
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Section 3. CONTROL STRATEGY

3.1. Life-cycle of the control strategy

The life-cycle of the control strategy is supportedl-)y Pharmaceutical Development,
Quality Risk Management (QRM) and the Pharmaceutical Quality System (PQS)
as described in the ICH guidelines ICH Q8, Q9, Q10.

The following points can be considered:

> Development of control strategy:

o The control strategy is generally developed and initially 1mpleme11ted for
production of clinical trial materials. It can be refined for use in
commercial manufacture as new knowledge is gained. Changes could
include acceptance criteria, analytical methodology, or the points of
control (e.g., introduction of real-time release testing).

+ Additional emphasis on process controls should be considered in cases
where products cannot be well-characterized and/or quality attributes
might not be readily measurable due to limitations of testing oi -
detectability (e.g., microbial load/sterility).

» Continual improvement of the control strategy:

¢ Consideration should be given to improving the control étrategy over the
life-cycle (e.g., In response to assessment of data trends over time and
other knowledge gained). ‘

¢ Continuous process verification is one approach that enables a company
to monitor the process and make adjustments to the process and/or the
control strategy, as appropriate.

o When multivariate prediction models are used, systems that maintain
and update the models help fo assure the continued suitability of the
model within the control strategy.

> Change management of the control strategy:

 Attention should be given to outsourced activities to ensure all changes
are communicated and managed.

s The regulatory action appropriate for different types of changes should
Dbe handled in accordance with the reglonal regulatory requirements.
> Different control strategies for the same product.

¢ Different control strategies could be applied at different. sites or when
. using different technologies for the same product at the same site.

e Differences might be due to equipment, facilities, systems, business
requirements (e.g., confidentiality issues, vendor capabilities at
outsourced manufacturers) or as a result of regulatory
assessment/inspection cutcomes.

¢ The applicant should consider the impact of the control strategy
implemented on the residual risk and the batch release process.
» Knowledge management:

¢ Knowledge management is an important factor in assuring the ongoing
effectiveness of the control strategy.

e For contract manufacturing, knowledge transfer in both directions
between the parties should be considered, particularly for model
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maintenance and/or updates, application of design space, and control
strategies incorporating real-time release testing.

3.2. Suitability of Control Strategy at different scales
» Management of risk on scale-up:

e Risk associated with scale-up should be considered in Control Strategy
development .to maximize the probability of effectiveness at scale. The
design and need for scale-up studies can depend on the development
approach used and knowledge available. ‘

« A risk based approach can be applied to the assessment of suitability of a
Control Strategy across different scales. QRM tools can be used to gude
these activities. This assessment might include risks from processing
equipment, facility environmental controls, personnel -capability,
experiences with technologies, and historical experience (prior
knowledge). See the ICH Q-IWG case study for examples.

> _Scale—up considerations for elements of Control Strategy:
. Complerity of product and process |
o Differences in manufacturing equipment, facilities and/or sites
e Raw materials: ' '

Differences in raw material quality due to source or batch 1:0 batch
variability

- Impact of such differences on process controls and quahty attributes

» Process parameters:
Confirmation or optimization -

Confirmation of the des1gn space(s), if used

. In- -process controls
Point of control
Optimization of control methods
- Optimization and/or updating of models, if used

e Product specification:
Verification of the link to QTPP
- Confirmation of specifications i.e., methods and acceptance criteria
- Confirmation of RTRT, if used

3.3. Specifications and Certificate of Analysis (CoA) for Real Tlme
Release Testing (RTRT) -

- The purpose of specifications and CoAs remains the same in the case of RTRT, but :
the way to develop them is different. RTR tests are considered to be specification
testing methods and follow the established regional regulatory requirements for
release. specifications (as interpreted in e.g., ICH Q6A and ICH Q6B guidelines)
together with other regional regulatory requlrements (e.g., formats, GMP, batch
acceptance decigions).”

The use of RTRT has been addressed (see ICH Q8(R2) Section 2.5.; ICH Q-IWG
Q&A Chapter 2.2). The following are points to be considered When developing a
specification and CoA for RTRT:
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»  Quality attributes:
o Not all CQAs need to be included in the specification.

o The attribute to be measured (e.g., surrogate for a CQA) can depend on
the point of testing and/or control (e.g., materials, process steps, process
parameters).

« Linking of the measured attribute to CQA and QTPP.
» Methods of control:

- The type of control used (e.g., models PAT, test of 1solated material, end
product test, stability and regulatory test).

'« Reference to the testing method used, if relevant.
¢ Validation of control method.

» Acceptance criteria:
s Acceptance criteria at control point.

» Criteria for stability and regulatory testing.
» CoA elements:

s Reported results e.g., values calculated from models established
calibrations and actual test results.

« Acceptance criteria related to the method used.

¢ Method references.

3.4. Process fora batch felease decision

Different development approaches lead to different control strategies. Regardless
" of the control strategy, the batch release process should be followed. For a batch
release decision, several elements should be considered. See in the figure below an
iHustration of the elements of the batch release process leading to the batch
release decision.

/\ Elements of a
e Batch Release Process

Batch

Release decision
aceording to reglonal procedures

2. System related data for the
current batch manufactured

3. Product-related data based
on the manufacturing process

Manifacturing
Contral Startegy & GMP elements

4. Product-related data from
quality control

. Batch ' Batch
Elements defined regarding cutsourced not released released

activities, if applicable ¥ ¥
C Batch rejection ) C Distribution ) _

1. Regulatory compliance data:

- There are regional differences in the regulation of batch release across the
ICH regions [e.g., Qualified Person (EU), Good Quality Practice (Japan),
Head of Quality Unit (US)] and the manufacturing licensing procedure.
The PQS facilitates implementing and managing control strategy and
Batch Release, notably through elements of a global approach
(corporate/site/contractor). The PQS elements also facilitate regulatory
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compliance (e.g., changes that call for variation of the marketing
authorization), including changes at manufacturing sites (e. g changes
regarding facilities, utilities and equipment). ‘ '

2. System related data for the current batch manufactured (e.g.,
environmental, facility, utilities and equipment): '

In the enhanced approach, there is an increased focus on process
monitoring, which can provide the opportunity to perform continuous
process verification. Any deviation or atypical event that occurs during
manufacturing (e. - involving the manufacturing - process, facility,.
personnel, testing) is recorded and assessed, properly handled under the
PQS (including CAPA) and closed out prior to release.

3. Product-related data based on the manufacturing process: -

Elements of the control strategy are defined and proposed in the
marketing authorization dossier and agreed to by the regulators.
Manufacturers should define, manage and monitor product-related data
from batches manufactured according to the control strategy. These will
‘be regularly assessed and reviewed during audits and inspections.

4, Product-related data from quality control:

Results from end product testing and/or RTRT provide data based on
which a CoA can be issued, in compliance with the specification as part of
the release decision. '

The batch release process leading to the batch release decision can be
performed by more than one quality individual depending on the regional

. regulatory requirements and company policy:

¢ Batch release by manufacturer or contractor for internal purposes,

» Batch release by manufacturing authorisation holder for the market.

LEVEL OF DOCUMENTATION IN ENHANCED (QbD) REGULATORY SUBMISSIONS

This document is intended to provide suggestions on the type of information and
the level of documentation that is appropriate to support a proposal for enhanced
(QbD) approach. The type of information, as suggested in this document, is
considered supportive and is intended to facilitate assessment and inspection
without increasing the regulatory requirement. Submitted information should be
organised in a clear manner and provide the regulators with sufficient
understanding of the company’s development approach; this information will be
important to the evaluation of the proposed Control Strategy. Companies might
consider, especially for QbD-containing submissions, an internal peer review
process to assure quality, clarity and adequacy of the regulatory submission.

For submissions containing QbD elements (e.g., RTRT, design space), it is helpﬁﬂ
for regulators to have a statement by the apphcant descrlbmg the proposed
regulatory outcome and expectations.

It is important to realize that not all the studies performed and/or data generated
during product development need to be submitted. However, sufficient supporting
information and data should be submltted in the application to address the
following:

‘s The scientific justification of the proposed Control Strategy.



FCH Guality IWG Points to Copsider for ICH G8/Q9/Q10 Implementation

¢ The scientific rationale for the studies conducted.

e A concise description of methodologies used to conduct these studies and
to analyze the generated data.

¢ The summary of results and conclusions drawn from these studies.

The following sections include examples of background information that can he
considered by.both companies and regulatory authorities to assure smenhﬁc rigk-
based regulatory decisions.

4.1. Risk Management Methodologies

Following determination of the Quality Target Product Profile (QTPP) of the
product under development, the applicant can use Quality Risk Management
(QRM, ICH Q9) tools to rank and select quality attributes (including material
attributes) and/or process parameters that should be further evaluated and/or
controlled within appropriate ranges to ensure the desired product quality. The
applicant should consider providing information of sufficient detail to demonstrate
how the conclusions were reached, which can include:

» The scientific rationale for designation of QTPP and identification of
corresponding CQAs (Critical Quality Attributes).
- Material attributes, process parameters and prior knowledge that were

considered '~ during risk assessment, preferably provided in a
concise/tabulated form.

« Relevant known risk factors, e.g., degradation, solubility, etc.

» The scientific rationale and basis for the risk assessment as part of risk
management and experiments that determined the final criticality of
quahty attributes and process parameters.

e Identification of potential residual risk. that mlght remain after the
implementation of the proposed Control Strategy (e.g., movements to
commercially unverified areas of design space) and discussion of
approaches for managing the residual risk.

« A list of critical and other quality attributes and process parameters.
e The linkage between CPP's, CQAs and the QTPP.

¢ Comment on the impact of the following on risk assessment: (a)
interaction of attrlbutes and process parameters, (b) effect of equipment
and scale. :

4.2. Design of Experiments

The factors to be studied in a DoE could come from the risk assessment exercise or
prior knowledge. Inclusion of a full statistical evaluation of the DoEs performed at
early development stages (e.g., screening) is not expected. A summary table of the
factors and ranges studied and the conclusions reached will be helpful. For DoEs
involving single- or multiple-unit operations that are used to establish CPPs and/or
to define a Design Space (DS), the inclusion of the following information in the
submission will greatly facilitate assessment by the regulators:

~ « Rationale for selection of DoE variables (including ranges) that would be
chosen by risk assessment (e.g., cons1derat10n of the potential interactions
with other variables). ‘

« Any evidence of variability in raw materials (e.g., drug substance and/or
excipients) that would have an impact on predlctlons made from Dol
studles
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o Listing of the parameters that would be kept constant during the DoEs
and their respective values, including comments on the impact of scale on
these parameters.

o Type of experimental design used and a justification of its
"appropriateness, including the power of the design. ‘

o Factors under study and their ranges can be presented in a tabular
format. Submitters should indicate if the factors are expected to be scale-
dependent.

e Reference to the type of analytical methods (e.g., HPLC NIR) used for the
_evaluation of the data and their suitability for their mtended use (e.g.,
specificity, detection limit).

¢ Results and statistical analys1s of DoE data showing the statistical
significance of the factors and their interactions, including predictions
made from DoE studies relevant to scale and equipment differences.

4.3. Manufacturing Process Description

While preparing regulatory submissions, applicants should consider:

» Regional regulatory requirements with regard to the level of detaﬂ in
describing manufacturmg Processes.

o Describing the proposed design space, including critical and other
parameters studied, and its role in the development of the control
strategy. :

o Manufacturing changes should be managed in accordance with regional
regulatory requirements. Where relevant, applicants can-also consider
submitting post-approval change management plans or protocols to
manage post-approval manufacturmg changes based -on reglonal
requirements.

4.4. Models

Points to consider for the role of modelling in QbD and the associated level of
documentation in the regulatory submission are being developed.-

4.5. Design Space

Points to consider for the design space and the associated level of documentation in
the regulatory submission are being developed.
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