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1. Document History < =/E/i
Adoption by Committee of PI 054-1 30 June 2021
Entry into force of PI 054-1 15 July 2021

2. Introduction XU ®|Z

2.1. This document provides practical guidance for GMP inspectors when seeking to evaluate the
effectiveness of a company’s pharmaceutical quality system (PQS) in relation to risk-based
change management. It covers all relevant steps in the change management process — change
proposal, change assessment, change planning and implementation, change review and
effectiveness checks. It indicates within each step the aspects that render the PQS to be
effective in that area.
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IOXEF, VAZICESSETERICEE L CTEEDOEIMNILE > AT A (pharmaceutical
quality system : PQS) OFZNMEZFHET 25512, GMP BEE OO ORI R T A X A%
RIET2HOTHD, ZOXET, ATEFH T 0 A2 TOMET AT v 7 (EEORE,
EHOFML, ZREOFELPE, EHRLE2—KOEIMETF v V) 2/l EL WD, 0,
ZTOFIKT PQS BANTH D Z LR T EZS AT v FITBNTURL TN D,

2.2. Note: These aspects are in accordance with the considerations that are already typical and
commonly applied in a change management process; they do not introduce any new GMP

requirement.

E: IO OMEIE, BEEH Y 01 RO TERIZIBIR x> — R STV b EE
FIHI W72 b D TH D ; Hriz7e GMP ERFEIHAE AT HEH O TILZARU,

2.3. Other useful guidance for GMP Inspectors in relation to change management is provided in
the PIC/S Aide Memoire on QRM Implementation.

EHEFUCHEET S GMP EEE D= HD ., FOMOFIRE R T A X A%, PIC/S ® QRM i
\Zf% % Aide Memoire  (fii=dk) (ZiC# 41TV 5,

3. Purpose H 1)

3.1. The purpose of this document is to provide guidance on evaluating and demonstrating the
effectiveness of a PQS in relation to risk-based change management as are governed by the
PIC/S GMP Guide. This is in recognition of the fact that the PIC/S GMP Guide requires
companies to demonstrate the effectiveness of their PQS and to apply quality risk

management (QRM) principles to change control activities.

ZOXEOHBIX, PIC/S GMP A RTHEINTNWDH U AT XR—2ADEFEITEE L T,
PQS OHENMEEZFTML ONFEIET D7D DH A X A&l 25 2 &L Th D, 24, PIC/S GMP
A RBEZEIC PQS OFAMMEEFFH L, T L TEE~ RV Ay MEBICHE Y A7 <3P A
> F (QRM) OFHIZ#EMT 222 ROTNDHZLEHEFZT-LDOTHD,

3.2. It is useful to note that Chapter 1 of the PIC/S GMP Guide states the following in relation to

PQS effectiveness and planned changes:

PIC/S GMP A K% 1 %78, PQS OAMMERT, FHEISNAZHICHELT, UFD XD
ICRRTNWD ZEIERT 22 ENHATH D,

* Principle: “...there must be ‘a comprehensively designed and correctly implemented PQS
incorporating GMP and QRM. It should be fully documented and its effectiveness
monitored’.

JFH] : ... GMP KON QRM & &G TealfEci%at S, IELL Eii b PQS 2™FIEL
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TR B0, PQS XA ELEIN, FTOAMERET=FX —ENRT TR bR
U\JO

+ Section 1.3 ... the effectiveness of the system is normally demonstrated at the site level’.
Section 1.3 ... [ 27 AOEEITEE . BE L~V TSNS |,

+ Section 1.5 ‘Senior management has the ultimate responsibility to ensure an effective PQS

is in place...’
Section 1.5 [ EARARE R, ZhRA7e PQS MMl S TWD 2 & 2 fIFEICT D K E
(R SR N

+ Section 1.4 (xii) Arrangements [should be] in place ‘for the prospective evaluation of
planned changes and their approval prior to implementation...’
Section 1.4 (xii) [FHE SV EEO TR, K OVEMATOATE ] D72 OV A
ZBWENAT O R&ETH D,

3.3. In relation to change management, Annex 15 of the PIC/S GMP Guide states:
EHw R A MIBE LT, PIC/SGMP %A KD Annex 15 [ZIROFLBRNH 5 -

Section 11.1. ‘“The control of change is an important part of knowledge management and
should be handled within the pharmaceutical quality system.’

Section 11.1.  TEHEDOERT, 7Ly U~vx A b FER) OBERZELRMOITHY | &
HLOE Y AT LAOHEHPFANTUIINLERETH D

+ Section 11.4. ‘Quality risk management should be used to evaluate planned changes...
and to plan for any necessary process validation, verification or requalification efforts.’
11.4 I BU R =X PRk M Gl SN EE 23 L. SER 7 n e 20N Y 7
—vay, &&Xiﬁ%;@@@ﬁﬁ%# THIDIHEHENLETH D,

+ Section 11.7. “...an evaluation of the effectiveness of change should be carried out...’
Section 11.7 [ . EHOHMEOFHEZ, FiETHXX2TH 5.

3.4. The guidance in Section 5 of this document addresses the following points:
ZDOXLED Section 5 TOHA XL ATIE, UTFOEEZTRY FIFCTna,

* The key elements that could be included in risk-based change proposals.
UZAT IS BERRRIIE D H N HEERIER,

+ The assessment by the pharmaceutical manufacturer of change proposals from a risk
perspective, where:
U Z 71233 < T (risk perspective) 7> 5 DZE AR DB L RS #1C L 2 FHEIX
WOEY ThHDH :
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o the level of rigor, effort and documentation is commensurate with the level of risk,

B S (rigor) . 5577 (effort) . & L T EAL (documentation) D L=yL75, U A7 D L~)L

ICRAE > TWAD,

o the risk assessments adequately evaluate the potential risks and benefits of changes
to product quality, safety and efficacy, and
YR T7HEAA L ME, BEONE (quality) . Z8ME (safety) 38 KX OVE I (efficacy) 12
XT DEHEOEAERR Y A7 LAELE 2 W UHZEHm L TV 5 D

o those risk assessments consider the potential risks and benefits to other products,
processes and systems.
TNHD Y A7 FHNE, tORE, et A AT DK HEAEN SR A7 L{E
WA BE L TWVD,

* The classification by the pharmaceutical manufacturer of changes based on the level of
risk.
UZT LI ESNWT, BUEEFIZ L DAL DS¥E (classification) o

* The role of change planning and implementation, where the outcomes of risk assessments

and the assigned risk levels drive change planning, prioritisation, implementation, and
their timelines. (Note: this section also addresses situations where proposed changes are
not implemented.)
EHEFEENEMOEEF, 2FEV, VAT EAA L FOFRERKOEID Y Tonizl) 27
LoULas, R3], ESCNERATT (prioritisation) . FEff, KONF DAY 2 — LA HEET
HHDTHDHIE, (E: 20 va v idE, RESNIEENFERSNRVIRE S &
Do, )

+ Change review and effectiveness assessments at the pharmaceutical manufacturer, in
terms of whether changes meet their intended objectives and pre-defined effectiveness
criteria, where residual risks are assessed and managed to acceptable levels, and where
changes are monitored via ongoing monitoring systems to ensure maintenance of a state
of control.

EHEROVE2—& | ERLLEEE TCOFMEONAM, Ziud, ROBLATITS ¢

cBHR, BERLCHBE FANCER SN AMMEEEZTZ L TWDHD

< FRE ) A7 DEHI SHFFRFTRER LU R — P A PSR TW DD

c RN, FBEEIUIIRAE (state of control) A HERFL TV D Z & ZRFET H7-DIT,
MR E=H Y T VAT AR TE=X =S TVD D,

3.5. It is considered that application by a pharmaceutical manufacturer (including quality control
laboratories) of the guidance set out in Section 5 below will provide evidence of the
effectiveness of their PQS in relation to risk-based change management. If such a risk-based

change management system were in place within the PQS, it should lead to the timely
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management of risks to product quality and patient safety, as well as better quality and

manufacturing performance, continual improvement and innovation.

TEEO Section 5 ([ZFCH SN HA X o A%, EHGELESEE (WEEHR T RE2ETe) MAEHd
HZET, VAZIZESKERT RV A MIET 2% PQS OFMEEFEHT L N TED
EEBEZBND, PQS IZFD L7V AT IZHEASKERYRI AL NV AT ABHEAZINL T
X, WO MEE BEOREMETHT LV RINEZA L) —ITEFH I, WHEERENT +—
~ A (manufacturing performance) 7% & V) [ U, ###5EHY 72 S35 (continual improvement) & 28T (innovation)
WZDRMNDITTTH D,

3.6. Effective change management is important not only in the context of the aforementioned
PIC/S GMP requirements, but also in the context of ICH Q10, which sets out the potential for
risk-based regulatory oversight for companies that demonstrate an effective PQS is in place
(see Appendix 1). This guidance may also be useful in supporting implementation of the
principles and concepts in the ICH Q12 guideline where mature risk-based change
management within an effective PQS is considered foundational to enable greater regulatory
flexibility in reporting of post-approval changes.

R~ 2 A2 ME, BDRO PIC/S GMP DELRFIES T T <, mHmO@W%:
BWTHEHETH D, T 2 Tld, 21097 PQS NEM I TWAD Z & 2R o EZEITx L
D, VAZIZHESHAE R OBEROREMEZ EH TS (Appendix | /), £z, ZDHA
K AX, ICH Q12 A RT7A v O M OBEE D E i % Xk 57D b AHTH D
mzﬁ%l?%x F. 2hRAY72 PQS OHIPHNTORMBALIZ Y AT R—=2ADEHE <R A K
X, ARBZOLELICEAT H2ME T, L0 RERIEHZEZARRICT HEEXLLNTND

3.7. Further information on the background to this Recommendation and the anticipated benefits
of this guidance are provided in PIC/S Concept Note PS/INF 88/2019, which is available at
https://picscheme.org/en/publications

ZOHREOF B LW, ZOEHO TEINHFIERITET 25EMEH X, PIC/S Concept Note
PS/INF 88/2019 (ZFC# S A1 CH Y | https://picscheme.org/en/publications TATF T 5,

4. Scope i A0

4.1. This document applies to GMP inspections of manufacturers of medicinal products and active
pharmaceutical ingredients.

ZOXET, EHEMLB X OFEROREEF TR 5 GMP B2 S b,

5. Guidance on evaluating and/or demonstrating the effectiveness of a PQS in relation to
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risk-based change management U 27 _X—2OEFEFHEICHTIEERLLEL AT LDHE

itk 2 e 2 FEAl LRERA S % 2>

— the checklist below is a tool that can be used for this evaluation.
UTOFzy 7 JARMEL, ZORMBICHND ZENTE DY =L THD,

It may be useful for manufacturers to use the checklist as a guide to help define their internal

change management procedures and practices.

FEEFIL, HNOELE~R VAL FOFIELOEEZTMEIZT 57200 A KELT, ZOF
zy JURARNEFEHTHZEDEHATHS,

5.1. Change Proposals - Determination of when a change is needed:
EHERER - BHENMEE B T

The following are key points to consider: & &7~ & B2/ ILL F DY Th D,

' The trigger(s) for changes and the related evidence are clearly documented. Common
lifecycle factors that trigger change include, but are not limited to:
KHEOE S (MY A—: Bgb L<3s) & B 23 I SCELEn T D 2 &,
EEOESNFTERD R TA T A7 VERITIE, LTFTOLIRBDRHLN, b
WZIRES LD HD TR,

o new product introductions % i, DA

o upgrades to equipment or facilities, including computerised systems, or changes
intended to enhance upstream detectability (e.g. integrated monitoring/testing)
AU a—F VAT L@ UESUIBEOT v 77 V— R AT R ok
EmOL I ANE LIEEE (Fl: e Shice=2Y 7 /3B,

o changes in raw materials/packaging materials or in their suppliers
JEAEE - BEEM E T2 IZE DO T T A Y —DER

o changes in analytical test methods 54t ik 2 #

o changes to improve manufacturing performance and consistency (to reduce variability,
etc.) (XL HOTDEFAR EDT=HIZ) WEM RS L OEEEL ®mO DL HE,

o changes to enhance manufacturing capacity S HE /1A EO 7= DA H

o corrections of quality issues At/ EOE D & IE

o addressing signals from the PQS such as those from deviations, complaints/adverse
events, compliance gaps, corrective actions and preventative actions (CAPAs),
product quality reviews, performance indicators, management reviews,
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PQS B DY 7 FNA~DxbIG, Bl ZIX®M., S BER. ERIETFE DXy v T
(compliance gaps) . s& LA E K N THHH#EE (CAPA), ®HME LV Ea—, N7 —< 2 A5
fE XA ML E 2—

o new or updated regulations, guidance documents, policies, procedures, etc.
BRSO R SR, A 2o A0E, Fit, PR L

o implementing innovation or continual improvement initiatives (including lean
initiatives to eliminate waste).
A ) R_—=a CETTERR R EE B O FE . (BEERZ PER T D 720 D U — AR &
ate),

'] The change management system ensures that changes are proposed in a timely manner,
proposed changes are formally evaluated, and a decision to accept or reject the proposal
is documented. For rejected/voided change proposals, particularly those that relate to
mitigation of a quality/safety/efficacy/compliance hazard, the system ensures that the
rationales for those decisions are documented and well justified, and that continued risks

are adequately managed.

W%v*&xyI/XTA [EEMNRE A LY =72 HFIETRES N, BESNTEEENR

AT 4], £ LT F%OD%E?T%#“ FAND DEPORENLELINTNDZ &
ZARAET D, AN ST e SN RER, ES S mlif S ERE, FFrC
S (quality) 2N (safety) /A NE (efficacy) /1 T A T 2 A (compliance) (2T
DAY= R (f5F) OFFICEET AR GRiE: 2h b2 AT LEHA) IOV TIE, £
YRVAL PV AT NI, ROZ LGt T 52 L

O FDOWTE DS HAIFRHLTHEA (rationales) 23 LFEAL I TW T, o IZimERAY IE 4D
LB Gustified) XS TWH Z &
@ MkFe72 U A7 NEYNCEH I N TWD Z &,

] The objectives, scope, expected outcomes and anticipated benefits of the proposed change
are documented.
FERINT-EFTDHM (objectives) . #iFH (scope) . HIFF I DAEHR (expected outcomes) . 5 LY
FHEN D FEE (anticipated benefits) 23 L EL SN TV 5,

] The potential impacts of the proposed change on other products, processes, systems or

sites are objectively assessed and adequately documented.

RRINT-EENMLOBE, oA, VAT A, F03YA b @EED ICKIETIEED
TRESEEN . BB S ., @mUNICSCE LS TVW A,

U] The potential impacts of the proposed change on other change proposals that may be

ongoing at the same time are assessed, and there is appropriate management of risks due
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to the collective effect of multiple change proposals.

RS NIZEED, FRF R THED B D 0 b HALR WO ZE FIR R RITTIER 21 >
N7b<wr*ﬁ%wﬂﬁﬂ*ﬁﬂﬁén\ﬂoﬁﬁmﬁﬁﬁ%@%é%@%@ £5Y
A 7 OEG R EBPFIEL TV D,

[] Relevant subject matter experts and appropriate internal/external stakeholders (e.g.
contract givers, quality assurance, other relevant departments) are involved in change
proposal development and approval.

B9~ FREEEF S (subject matter experts) . M ONE I 224 LA OF|ERIRHE (FLFEA (contract
givers) . St EPRAE, £ OO BEFTI 72 &) 23, A HEREOIEMP LOERICE G LT 5

'] The potential impacts to pending/approved filings and regulatory commitments are
addressed.
i AKRFEOFEEY (pending/approved filings : FRIE = 0 HFEO EXA IR TdH 5D TR
RThs) LNEFTITRDER (regulatory commitments) ~DIEFFERI7RA /37 RS &40 T
WD,

5.2. Change Risk Assessments: 2% U 2 7 O

Change Management procedures often require a risk-based classification (e.g. critical, major,
minor) to be assigned to proposed changes as well as an impact assessment to be performed.
The latter routinely determines the potential impacts of the proposed change on various items,
such as product quality, documentation, cleaning, maintenance, regulatory compliance, etc.
In some cases, especially for simple and minor/low risk changes, an impact assessment is
sufficient to document the risk-based rationale for a change without the use of more formal

risk-assessment tools or approaches.

EEwR YA POFNEIFZ BB SNIZETIZY R _X— 2D K55 (FEE (critical) . K X U (major) |
/NEUY (minor) 72 E) ZFID M THZ &M, LITULIE, A7 T ®AA N GRE: % 4T
4 TREBOE) BT ZENROLND I ENZ N, BE (37 hT7ERAL ) 1T, BES
VIR W OSE, SCEAb, TEf. IR, BIHLEST 2 &, S I EREHICKIE TR

BB AT D TH D, BRI L » L, BHARLEFECBREARARY 27 OEED
AT, TV ERRYV R TEHEAA L N — A7 e —F 2 A LA ThH, BH|IZ

WTDY AT R—=Z2DOEHAE B (rationale) & LELTAZ L THHTH D,

More formal risk assessments should be applied to change proposals, which represent more
complex or significant (e.g. major, critical) changes. Such risk assessments should more
substantially address what might go wrong with the proposed change, as well as the potential
impact of the change in the context of current process knowledge and the product/facility

lifecycle.

LM, HHVTEE A (major, critical 72 & D) BHAZFTEERRITIT, L EXA
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YA TEHAALY FEBATRETHD, TDLHR) 27 ML, BEOTa 2D Ly
Y (R TRIED %b@”ﬁ%ﬂﬁ%ﬁ@ki@% bR DT A 7% A 7 v EORET, £
DOEFEPEIER72E 7 b e S, IBESNLEEL CAMEICR 503%, L0 FEEMITEDY
WoREThD,

Where possible, changes should reduce product quality risks and/or patient safety hazards to
an acceptable level. At a minimum, changes should maintain or improve product quality

and/or patient safety, and should not increase process variability.

AHEChHIE, ERIWNESEO Y 275 L0/ E1EBEORBEON T~ (5F) &7
B L~V & TR & Th B, 272 Th, Wﬁi@%%ESiw/itﬁﬁﬁmi
SHEMFSEIEA LS ED O LTRETHY | Tt AOEBESHIR S H <X Tl
Uy,

The Change Management system ensures that appropriate science and knowledge-based risk

assessments are performed and documented for changes, considering the points below:

BHER2RZIA L N ATF AT, BFRBEE O Ly OR_R—20 ) RV 3%, DLTOEEEE L
T, TOEFEZFER L., LEEHIET D,

'] The level of formality, effort (e.g. testing, validation, review) and documentation is
commensurate with the level of risk.
EXZDOEAV (formality) . 57/ GBI, NV TF—T a3y, LEa—72E), BLUOXE
BT, VAT DL LR AE>T-bDTh D,

] Risk assessments adequately assess the potential risks and benefits of changes to product
quality, safety and efﬁcacy
VA7 T7TRAA Y ME, ®WahOdE, Rt AECHT 2 EEOE(ER R Y 27 L~F
74w b (ER) ZEYNIEHET D,

] Risk assessments adequately assess potential risks and benefits to other products, processes,
and systems.
YA TERA NI o, 7Frv X KOV AT DT 2B U A7 ROYE
o 2 YN R 2

] Risk assessments identify and document both current and needed risk controls.
VARAIZTEHAA NI, BIIEO UV R ba—)L B InNH Y A7 ay ha—/LOff
TERE L. i%ft’fféo

[J Changes and their risks are assessed using current product and process knowledge.
Appropriate data and information are used (or generated, if needed) to support such risk
assessments.

EELZOU A7, BEOHLBLIO T o A T2y LY EHWGHEES NS, =

Pmasestott ORI SBEE TR LT Y £7. LPEC RRER & I R
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DX D2V AT FHlE BT D720, T — 2 KOIERSAER S D CUTSEITIR
CTARESED),

[ Classifications (and any pre-defined approaches that are used for assigning such
classifications) are appropriate and based on the level of risk.
S (BXO, 20X RpEEZEV Y THEOIEH I FRIERINTZT T 1 —F)
I, BEIREDTHYD . VAT DLUTESNTND,

5.3. Change Planning and Implementation: 7 & o 5filj &~ S

"1 The outcomes of risk assessments and the assigned risk levels drive change planning,
prioritisation, implementation, and their timelines.
VAZTEAA FOFEREEID S THNTY AT Loybid, AR GHE, BSEIEN AT
Ehi, BLOEDAT YV a—Na2#lETHHDTH D,

"] The data needed to demonstrate effective implementation of the change, as well as the
acceptance criteria and change effectiveness criteria, are pre-defined in change planning.
These may include provisions such as intensified sampling, continuous process
verification (CPV) and statistical assessments (e.g. CpK/PpK) to aid with the quantitative
assessment of risk control.

FFAHIWT AR MRS L ORI R E & & b2, BHEOMRARER A FEIET D7D DN
LT —2d, BEFEICBWTHEICERSND, INLIZIE, VA7 a3y ba—1d
ERNRF 2 3BT 572z, o 7Y v 7 osgfk, k)7 o ARGEE (CPV) ., #igt
HIRFHT (CpK/PpK 72 &) 72 EOBENZENLHEEN D L. (I : CpK/PPK IZ N T, H

R OKRE BRENI)

] Potential risks with the current state (until changes are implemented) and any risks that
might be temporarily introduced during the change process are adequately assessed.
Bk (BEENFEMINDET) OBENRY A7 & BER T vt 2RI —FEICHAET D
AREMEDH % U A7 PNEEYNIFHli STV D Z &,

] Interim controls (short-term measures), as needed, are identified and implemented in a
timely manner to monitor/mitigate risks associated with the current situation (until
change implementation).

MENZIE T, BEREE Gamied i) SR L, BUk (REEMET) I VA7 %
Bl BT D 72Is, A LY —ICFE M D,

] Identified risk control measures are adequately implemented in a timely manner.
FrE Sz Y A7 BHHE DS, W, EOICERm S TN D,

[J The change management system ensures that approval to proceed with change
implementation is documented.
EEOFEMEZED DD DERNLE SN TND I L%, BEIRVAL VAT AT

Mamasmenstolt o RSCIE AR ER SO CBEE TR LTE Y . BPEICE Y, SRR L S A
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K0, EELLDLET B,

'] Relevant risk assessments are reviewed and are updated after the implementation of
changes.
BET2 2A7T7EAA L ME, bEa—Sh, REOFEMMRICEFIND,

'] Relevant and timely updates are made to regulatory filings, when appropriate, in
accordance with the relevant requirements.
WEZS U T, B 2 ZRFIEISHE > T B H R ~DREHY) (regulatory filings) Z, B
Ze FFIC AT TR T 2,

) The change management system triggers any required communications with Marketing
Authorisation Holders or other parties in relation to changes made.
BR3P A FVAT AMF, EfiSNZETICREEL T, ®IERTAEHE (Marketing
Authorisation Holders) 72X DMOBARE L OBE/paI a=r—va VPR BELSND &
OMT LIRS,

5.4. Change Review and Effectiveness: Prior to change closure:
EREROLEa— AN ERO I v —X(2HN>T

'] Changes meet their intended objectives and pre-defined acceptance and effectiveness
criteria. Any deviations from those criteria are adequately assessed, managed, and justified,
or follow-up measures are identified. Whenever possible, quantitative data are leveraged
to objectively determine change effectiveness (e.g. statistical confidence and coverage).
EEN, BRI LTEEB L, FANIER L2 ANEKE L B EREZ - LT\ 5,
IO OIEMENS OmBIL, WENCFHME L, HHL, BLOEY LS, EE37rn—7
Y THENFE SN D, ATRERIRY | EHE O AW 572012, ERNRT
— X ZEMT S (B B2 M & D) .

] As part of the quality risk management activities, residual risks are assessed and managed
to acceptable levels, and appropriate adaptations of procedures and controls are
implemented.

B VARV A MEBIO—BE LT, Y A7 2L, FARERL~LETY
F— (FH) L., T L TCFIES EHOBU 2R %2 Fhid 2,

'] Any unintended consequences or risks introduced as a result of changes are adequately
evaluated, documented, mitigated or accepted, and are subject to a pre-defined monitoring
timeframe. Prior to or after change closure:

EHROMRE L THEASNICER LARWETRXEZY 2713, @UNIEHE L. SCE L, f&n
XIFZETH, LT, FHNCERIN-E=F ) Y IHIMONG LT 5, Tk, ZED
7 m =R DT m— X% GRIE  12479),

] Any post-implementation actions needed (including those for deviations from pre-defined

Mamasmenstolt o RSCIE AR ER SO CBEE TR LTE Y . BPEICE Y, SRR L S A
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acceptance criteria and/or CAPAs) are identified and adequately completed.
R TRAE S FER PR DHEE. (BRI E R S IVIZFFRILED b ORI N O X% CAPA D=8 D
HEZET) PREIN, EWUIZZETLTWD,

[J Relevant risk assessments are updated following effectiveness assessments. New

product/process knowledge resulting from those risk assessments and from the related
change management activity are captured in the appropriate Quality and Operations
documents (e.g. SOPs, Reports, Product Control Strategy documents.)
Bl 2 U A7 T EAA L ME, AMERHEORICEH 20, ZNHDYRTTERAAY
FRON BEST AT~ XD A MEIILE LN G T et 20T Ly DL, )
72 K ONE A SCE (Quality and Operations documents : {51 21X SOP, s, Ml 5 & BRER K
XE) IR AR ET D,

] Changes are monitored via ongoing monitoring systems to ensure maintenance of a state

of control, and lessons learned are captured and shared/communicated. (Note: Activities
such as Management Review, Annual Product Quality Review, Continuous Process
Verification, Deviation Management and Complaint Monitoring can be useful in this
regard.)
EHIE, HHMRBOMEFF 2 HEICT 57202, N RE=4 U VTV AT L L TE=
Z—L., GonHINTRE L, AL MeiET D, (E: 2ORTIE, RV A P Ea
—. FREGE L E e — MR T 0 ARGE, @i~ R A b EEE=2 ) 0
EDIEMMRFRTH D)

5.5. Conclusion 7 i

The adherence to the above guidance should provide sufficient evidence of an effective
science and risk-based change management system. It should drive risk reduction, where
possible, to ensure better quality performance, manufacturing performance, continual
improvement and innovation, through adequate and timely management of product quality
and patient safety risks. Maturity in change management may support maximal benefits from
the regulatory flexibilities discussed in ICH Q12.

Note: The input of industry representatives was considered by the PIC/S Expert Circle on
QRM during the development of this document.

FRLOTA Z AT T D 2 L, BERND Y AT IZE DWW IR AR EE S 2T L
D5 F L Z R RETH D, 2DV AT AT, BAONE R OBEDZEMEICET DY
AT T WYINOLA LY IR VA MTHIEICED . L BV EVEMERE, BLERE T, ik
B 7B R OV 2 MR 9 572012, ATREZRER Y U A7 OB A HEEd & ThH D, BHE~
FU A FORMENT, EREEFOMEIT, ICH Q12 T STV A MM ol & ik
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RO 24525 ATRENEDS & 5 6

& ERORKBENOOER (nput) 1L, ALEOIEMIZHTZD | PIC/S ® QRM (WHEY 27~
xV AR T OHEMFEFICL T, BENS I,
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Appendices

Appendix 1: Extract from ICH Q10: /= 1 : ICH Q102> 5!

Potential Opportunities to Enhance Science and Risk Based Regulatory Approaches

I YA

GMPs 2 &

Scenario
1. Comply with GMPs

Potential Opportunity A/ HE!E 4 F7F-DEe UL
HLIR OHER:

Compliance — status quo

2. Demonstrate effective pharmaceutical quality Opportunity to:

system, including effective use of quality risk
management principles (e.g. ICH Q9 and ICH
Q10).

RN ZREFEE Y AT L& FGET D, Zh
IZiE, BB A7~ 3P A FOJFAI (ICH
Q9. ICHQI10 72 &) OBhFMZREHZ &,

« increase use of risk-based approaches for regulatory inspections

W E LT
CEREETOI AT R—=ADOT T u—F O & T

. Demonstrate product and process
understanding, including effective use of
quality risk management principles (e.g. ICH
Q8 and ICH Q9).

B LT 2 AOEREFEHT 5, 4
I E Y A7~ 3P A2 hOJFHI (ICH Q8.
ICHQ9 72 &) DR Ri7efii i & &te,

Opportunity to:

« facilitate science based pharmaceutical quality assessment;

« enable innovative approaches to process validation;

« establish real-time release mechanisms.

LN Rl PG

- A = AR—ZXDEIELONEFAT A FTRE & T2,

- TREANYF =g UAOERRT T a—F 2 wRICT 5,
S UTNEALY Y —RARX D= A LDENLT D

. Demonstrate effective pharmaceutical quality
system and product and process understanding,
including the use of quality risk management
principles (e.g. ICH Q8, ICH Q9 and ICH
Q10).

BRI EIREE Y AT A Wi IO
Tut AOBREFEIET D, THITIEL dh
HY 2y ~=x2 A hOJFHI (ICH Q8.
ICHQ9, ICHQIO0 72 &) O %= &t

Opportunity to:

« increase use of risk-based approaches for regulatory inspections;

« facilitate science based pharmaceutical quality assessment;

* optimise science and risk based post-approval change processes to
maximise benefits from innovation and continual improvement;

* enable innovative approaches to process validation;

* establish real-time release mechanisms.

BRI L LT

- HBIYROBLETY A7 R—=A7 7 a—F O AT,

- BHFRRILC IS < [R50 O an B Rl 2 (e 5.,

- BHEL Y AT IS RBBROEE T a2 & b L, 5
b D RN & AR SRV AR Ak« X G O N AR

- TRRANY SOFERFNRT T v —F RIS D,

- VITNEA LYY = ARN =X LERENLT B,

Appendix 2: List of Abbreviations %350 U A |

PQS Pharmaceutical Quality System  EIESLAHE > AT A

QRM Quality Risk Management ~ (0/E ) A7~ 3 A |

CAPA Corrective Action and Preventative Action [ {5& 35 J OV [ Hi &

SME Subject Matter Expert FEHEME, NAEBEME

CPV Continuous Process Verification e~ = AfEgd (XU 7 4 —3 3 )
CpK Process Capability Index TRERE N FEEL (RiEBH)

PpK Process Performance Index Zu AR Gz

RE IS LTE. flziEZorA s (Vo r2Hb) 2Bz L,
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