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Draft PIC/S Recommendation on How to Evaluate / Demonstrate the Effectiveness of a
Pharmaceutical Quality System in relation to Risk-based Change Management

Geneva, 28 November 2019: PIC/S has published on a draft basis a Recommendation on How to
Evaluate / Demonstrate the Effectiveness of a Pharmaceutical Quality System in relation to Risk-
based Change Management (Pl 054-1 (Draft 1)) developed by the PIC/S Expert Circle on Quality
Risk Management (QRM).

This draft Recommendation will be applied on a 6-month trial basis by PIC/S Participating
Authorities.

The purpose of this draft document is to provide guidance on evaluating and demonstrating the
effectiveness of a PQS in relation to risk-based change management. 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. 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).

This draft document is not open for comments by industry. Formal adoption of the guidance will
proceed in accordance with PIC/S procedures on a revised version after completion of the trial-
period.

To download the draft Recommendation (Pl 054-1 (Draft 1)) and the Concept Note (PS/INF
88/2019), please consult the page “Publications” or click on the links below:
Pl 054 1 Draft 1 PICS_Recommendation PQS Effectiveness_on_Risk Based Change Manag

ement_1.pdf
PS INF 88 2019 ORM EC Concept Paper POS Effectiveness 1.pdf

gl%l

FE:LUFORTZ 7 hCETIE, BHEEHIC “change control” & “change management”? 2 -2 ™
FERHWOEINTWD A, ZORGEENERH L TR STV D Rettnd 2,
Z D7=*“change control”(x [ZHE ) LIHE L, “change management”id [ #H ~ 1Y
AV Ny EEHETHET, WEEXBIL,
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1. Document History L& nRERF

Adoption by Committee of Pl 054-1 [Date]
PI 054-1 DZEE I L HERIR

Entry into force of Pl 054-1 [Date]
P1 054-1 DN 155D

2. Introduction XU ®»IZ

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.

ARICEF, VAT R—=ZADEFE~ R A |~ (change management) (2B L TAEFED IS ME >
A7 I (pharmaceutical quality system : PQS) D DR 2 T 555512, GMP &EEMHIZ L -
TORBRIRTA X AT 20D THL, ALEIT, ERER VAL F T rE ADOME
THETOTat A, T7hbb, EROHEZSE (change proposal) . ZF D FFH (change assessment) |
R DO FFE & 52T (change planning and implementation) . Z8 880D L "= — (change review) 33 X OVE %)
PEDF = 7 (effectiveness checks) % /13— LT\ 5, Z D PQS (EEMMEL AT L) WX, HD5
BCTHNTREIZHD Z LOEEZ, AT vy 7ORTRLTND,

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

H:EZENOoE&IT, AEEH 7 m+ & (change control process) TREIZ—f%172H D & 72> T
BY POoBEWICEI SN TNDZEZ TS TWD, 1 TOEZITFIE, AL, FHiep
GMP ZERZH AT 5 6D TIERW,
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3.Purpose E £

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. 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.

AXEOHMIL, VAT RXR—=ZADOET~ R A MIEE L7z PQS DA ZhMEDFEM & FEFEIC
BT HhA X At 52 L ThsD, Zik TPIC/S GMP Guide 23, & PQS DA %hik
ZAEAA L, ZEREHRENCR L CTRE Y A7 <~k A K (quality risk management : QRM) %1t H
LTS EEREITERLTND] ZEOFEEZRHKTLHLETHD,

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 Guide @ Chapter 1 1%, PQS O zhit: & 5t L7228 (planned changes) (2B L T, &
DIRIZBE R TS JUTHEET 5 Z EITAETH 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’.

FRI: T+« <GMP & QRM GRix: WEY A7 <=3V A b)) ERAAATE, BIFERIZER
FFEN T, OIELLSFITIND PQS FIELRITHIEZR B2 (must), ZALIT+H401T 3
T, TOREIENE=F—TRETH D,

+ Section 1.3 ...’the effectiveness of the system is normally demonstrated at the site level’.
Section 1.3 ... [T 2T LADOHAMMIT, @H., TOEF L~V TiEHEND |,

Section 1.5 ‘Senior management has the ultimate responsibility to ensure an effective
PQS is in place...”

Section 1.5 [ EAEFRREIL. 203A07% PQS AEUNIITHON T\ D Z & DR EEE2H
T 5]

- 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) FFE L72Z O THIAY7Z25FAh (prospective evaluation) & & o F i §if D 7K
(approval prior to implementation) 23EY) & 725 K 9 2 FIX T GFHETDH Z &,

3.3. In relation to change management, Annex 15 of the PIC/S GMP Guide states:
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BH~3x AL MTBE L TiL, PIC/S GMP Guide @ Annex 15 [k D & H 12T\ 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.  [EHEOEFRIL, T Ly U~V AV b Ui EEL - ThY, EREMN
W S AT I (pharmaceutical quality system) O#LFHN CTHAR 9 & TH 5., J

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.’
Section 11.4.  [SWVEH U A7~ A ME, GHE LTEAERE ORI Z T 5720 « « « ROWE
m7awANY T =gy XY T 4 r—a b D WIEES RO B Y MDA TIZ D
WCEDNRET DD T 52 L,

- Section 11.7. “...an evaluation of the effectiveness of change should be carried out...’
Section 11.7.  TEHEOAZMEDOFHEiZ, 175 Z&... ]

3.4. The guidance in Section 5 of this document addresses the following points:
ZDOLED Sections5 DA FX A F, UTFTOREER LTINS @

The key elements that could be included in risk-based change proposals.
YARTN—=ZADEEDORRICE £ S EHERUA,

The assessment by the pharmaceutical manufacturer of change proposals from a risk
perspective, where the level of rigor, effort and documentation is commensurate with the
level of risk, where risk assessments adequately assess potential risks and benefits of
changes to product quality, safety and efficacy, and where those risk assessments assess
the potential risks and benefits to other products, processes and systems.

U A7 OB DERREBORIEREH L D5, 0V A70BRET, ROLD
HLDOTHD,

(1) B S (rigon) . 5570 (effort) 36 X ONSCEAE (documentation) D L~LAs 0 U A7 D L
JILEFDEo5TWD

(2) VAT TEAAL | (riskassessments) 2%, TS OGE (quality) . 222 (safety) 35 X
BRWE (efficacy) IZxt L C, BREOMRE U X7 2B UNFHEL TW1D ; LT

B) ZENHDIY R TEHAAL M, OB, 7o ABL RN AT AR LTO
BIE 72 ) 27 LS AT L T\ 5,

The categorisation by the pharmaceutical manufacturer of changes based on the level of

risk.
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U2 DUL~JUZFEDSWEEFIZE L Co, ERGRNEEEIC L5 T7 TV

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.

URAZFHHOFER L, BIY O Y A7 Loy, BEOFE, ERIENAHT, FEi, B
FRENLDZ A LT A el SE D560, ZEOFHE & FEETOREI 7,

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.

EENEX LB E TORE LA EDOHM R EKT 20 G0 OB A TO, EHR,
FERECOLFEDOL Ea— L HIEOTERA AL N, ZOELMEOHBELE IR X 5 7
HLOTHH

(1) BB A7 PEHiS L, FFRLVLICE TEHI A TW D0 E 9 )

(2) ZHENEHIRFE (state of control) DHERF L T\ D Z & A{RFET H 7= 01
FIRFUBEHL S AT MR E=H2 U T SNTWNDMNE D

3.5. It is considered that the application by a pharmaceutical company of the guidance set out in
Section 5 below will provide evidence of the effectiveness of the PQS at that company in
relation to risk-based change management. If such a risk-based change management system
were in place within the company’s PQS, it should lead to the timely management of risks
to product quality and patient safety, as well as better quality and manufacturing
performance, continual improvement and innovation.

Section 5 ICBWTREN TN A Z U A REEBREPEHT 52 L1k, U AZICHEKSER
D=FHRT AL ML T, £OMEFETD PQS DAMMEDFENZ 525 b DIZ/e b EEZ LN

e BLEDL IRV AVIZHASKERTDRXT ALY NVAT AR, ZOEFED PQS OHiH

WNTHEH ThH o772 6. BIFRNER X OREE DR (quality and manufacturing performance) . Aot
M) (continual improvement) 33 X OVHEHT (innovation) 1XZ05a D = &, BUGLEVER L OERE O 24
PEICKTT DL ALY =R ZATIZONTDIHRIAL hHEL D THA D,

3.6. This is important not only in the context of the aforementioned PIC/S GMP requirements, it
is also important in the context of ICH Q10, which sets out the potential for risk-based
regulatory oversight for companies which demonstrate that 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, which is currently under development at
ICH in relation to post-approval change management.
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ZHUE, AR PIC/S GMP O ELR & Dk & DEE THEHE THH DAL HF, ICHQL0 & D
OO EWIZBWTHELEERLD THD, ZD ICHQIL0 /X, #hHEAY7Z2 PQS 23N/ S
NTNDHZEEZFEH L TWDOIMERETHDLZ &, U AZIZHS ATBIHIHLR D D Al Reth 2R
L7ebDTHDH(Appendix 1 ZHR), ZDOAA X AT ET, ICHQI2 OHA K7 A > TOJEH|
EEDEEXET DL ETCHLARRLDENZDETHA I, ZOICHQL2 ODHA KTA
X, EKBEOER~R T A ML T, BUE, flETDOEDTH L,

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

Z OHELE (Recommendation) [ZXfT A E . ZODOHA FX L ADTRAINDELLIZOVTOHE R
515X, PIC/S Concept Note PS/INF 88/2019 (https://picscheme.org/en/publications) T A T3]

RETH D,

4. Scope i fH &P

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

COICEE, EHRA IS KOS RGE H R O fE S8 O GMP AR ITx L CE M 5,

5. Guidance on evaluating and/or demonstrating the effectiveness of a PQS in relation to
risk-based change management
YRIR—=ZADEE<- RV AL MZELTO PQS AR % 514f,/FEBAS B A & v A

— the checklist below is a tool that can be used for this evaluation.
PLFOF =7 VA ML, ZOFHMEIEHTEY—LTHS,

5.1. Change Proposals - Determination of when a change is needed:
EEOTn ha—n — EERLELEINDHEDOHY

[ ] The trigger(s) for changes and the related evidence are clearly documented. Common
lifecycle factors that trigger change include:

ZEHEDO R U H— (trigger(s) : 51X &) 3 X ONZEAUCEIET DRI BIREIZ SCEAL S LTV D) ?
RN N U T —ERDEET, ROLDEEGATND ¢
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0 upgrades to equipment or facilities
Bedmdd> 2 WIiROT v 77 L— R

0 improvements in raw materials

JERF D U

0 improvements in manufacturing performance and consistency (to reduce variability,
improve yield, etc.)
RETOMRE (performance) & TH M (consistency) (Z381T ik (K@) %D S+,
WNEZHETLHRLE)

0 enhancements in manufacturing capacity
RLERET) DR

0 corrections of quality issues

an'E D & 1E

0 addressing signals from the PQS such as deviations, complaints/adverse events,
corrective action and preventative action (CAPA), product quality review, operational
review metrics, management review, new regulations, compliance gaps
WD X H 72 PQS Rk : EELBE L AT L) DHDY T F TG LTS -

WAL (deviations) . W 1E RIMERES (complaints/adverse event) .  fEIEHYE & TIAHHEE
(corrective action and preventative action : CAPA ). S5 BB L B = — (product quality review) .,  JiE
LB o —BEFRRE (operational review metrics) . ¥ R Y A > b L E = — (management review) .

BT 7018 (new regulations) . IESNASE & D % 7" (compliance gaps) .

0 implementing innovation or continual improvement initiatives.
BT (innovation) F 7o ITMEREICGED A =7 T 4 7 GEIAIELY #A4) D FEHE

[ ] The objectives, scope, expected outcomes and anticipated benefits of the proposed
change are documented.
EINT-EEOBW, wWHEH, IS DRER (expected outcomes) 35 KOV TP IS H
%8 (anticipated benefits) 73 LEAL LTV 5,

[ ] The potential impacts of the proposed change to other products, processes, systems or
sites are assessed and rationales are documented.
fORE, TrE R VAT LD DHWITRIEFTICH LT, BESNIEEOBIENRA v
X7 FFHEE S A, EOEERY BHE) ZARIL GREE - I XA 4RI AE kST
)

o

[ ] Relevant experts and stakeholders (e.g., various subject matter experts (SMESs), specific
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departments) are involved in change proposal development and approval.
B9 % B 5 L ORIFERIRE (B AIE, Fx ORETFIO RN (subject matter experts :
SMEs) . HRrEDHEY) 28, EBHERERHECHARIZEAD > TV D

[ ] The potential impacts to pending/approved filings and regulatory commitments are
addressed.
TREDKR SN HFER, EFICEDL a2y B AL MTOWTORENRA /37 Mt
JEMEHTWD

[ The system ensures that changes are proposed in a timely manner, that proposed changes
are formally evaluated, and that a decision to accept or reject the proposal is
documented. For rejected change proposals, the system ensures that the rationales for
those rejections are documented, and that continued risks are adequately managed.
ZOVAT AT, ROZEEHFIELTWND

(1) ZHIZZA LY —RFETREBENATND ;

(2) MEINTFEL, EXRFHER SN TND

Q) MEZHHOLLWITEH LI Z LOWRENLELIN TN D,
Bz X, FHESNZERRZBIZONWTIE, EOTRAT LN,
Z O H OSFRA /2 BMER A (rationales : FREE  —HRIIICIE
F=IHS<HB) BXF SN TVD ZEZ2FRAEL T D,

(4) SN TWD Y A7 1L, B2 —Y I TW5,

5.2. Change Risk Assessments: ZEFEDU A7 7EARA b

Changes typically have an impact assessment performed within the change control system.
However, an impact assessment is often not as comprehensive as a risk assessment for the
proposed change. Impact assessments often assign categorization to proposed changes, and
determine their filing impact, etc., but they do not always fully address what might go
wrong with the proposed change. They also often do not address what might be improved,
in the context of current product and process knowledge, the control strategy, and the
product lifecycle.

—RAIIC AT X, A (change control) ¥ AT ADHIT, A /%7 FEEAH (impact assessment)

PITOD, LInLRBRBSA 37 FaHilld, IBESNTEERITHT LI AT EAA M E
LTI, R4 LT, AR b0 TRV, A 37 Fafiliix, LU, IBEISNTER
oA EI AT %(Dfiling impact (LB Sh-RoORE) R EERRET LN, BRI
EENENFENCET Z Tk LT, BT LHRSITHISE LTV, ZibldE, thE
DENTZHEICD, fﬁﬁt@ I 7t 2DF L v (knowledge : 4ik) | 5 FRELIS (control
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strategy) . = L CHLYL T A 791 7 L (product lifecycle) & DR#E T, UIEX LIZHILA S TR
AN

Therefore, a structured risk assessment for the change should be performed, and where
possible, changes should reduce product quality risks and/or patient safety hazards. At a
minimum, the change should not increase these risks beyond current levels and it would not
be expected to increase process variability.

i, EHEIZE L CoOMEbINTY A7 T78ARA L (structured risk assessment) %47 9 XX
ThHY ., WEERGEICIE, ZRITRLSE D 27 RO/ %, B OZEME~OEEZ KBS

HRETHD, P THZEOEFIL, BRIV EZBRATEDY R 7 ZHRISELRET
372, ZLT, 7m e RAOEEEEHNSEL 2 LR THRINDERETERN,

The Change Management system ensures that appropriate science and knowledge-based
risk assessments are performed and documented for changes, taking into account the points
below:

B~ ALk (Change Management) > A7 AL, WHIREH 2B IO Ly U_R—2AD Y A
JTRARAL MR, ERITH LT T, i%ﬂﬁéiﬂ“(b\ 52 EERAETHHDTHL, Z
MCIIU TOREBETHZ L

The level of rigor, effort (e.g. testing, validation, review) and documentation is
commensurate with the level of risk.

B S (rigor) . B0 (BlzX, BB, NUTF—Tmar, LEa—) | KO ERDO LUV
X, VAZDOL_L e HGolcbDET 5

Risk assessments adequately assess the potential risks and benefits of changes to product
quality, safety and efficacy.

URAZTRAA ME, BEONE, ZEMB LOHEMMEICK LT, HEEEOEIER Y 27
LERE 2, EUNZRHES 2,

Risk assessments adequately assess potential risks and benefits to other products, processes,
systems.

URZTEAAL M, OB, 7at R, VAT AT AEENRY 27 B X OMER %
WYNZTERT B,

Risk assessments identify and document current and needed risk controls.
YA TEAAL ME, BUEBIORELE SN Y A7 ERERE L, XFET D,

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
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assessments.
BELZDOV R L, BIEOBELBIOT ot 20F Ly PEFEH LTI RT 5, #@eT
—Z LIFHE, TORRRY AT T ARA L FEEMNTLIOIMEMT S5 (b LB B ITARK
EH5) .

Change categorizations are appropriate and based on the level of risk.
EROIAIZ, WERbDTHY, DU AT DLYUIHESL L,

5.3. Change Planning and Implementation: 255 O EHE & £

The outcomes of risk assessments and the assigned risk levels drive change planning,
prioritisation, implementation, and their timelines.

YRIZTHEAA L FOFEREFIV Y THNIZY A7 LoyLiE, BEOFE, EJENAA AT
(prioritisation) . FEfEds L ONRE[EIMEE (timelines) ZHEESHED LD TH 5,

Data to support the change, as well as acceptance criteria and change effectiveness
criteria, are pre-defined in change planning. These may include continuous process
verification (CPV) and statistical assessments, (e.g. CpK/PpK) etc., to aid with the
quantitative assessment of risk control.

FFACHIWTHE  (acceptance criteria) 3 JX OVZS B DA 2] T S5 7 (change effectiveness criteria) (377
MOZ L, FOEREZEMT LT 2L, EEOFEOFTTORELT D, Thbix, V
A7 Ay hr—VOEENTEARAY N 572D, M7 reARY 70— g
> (continuous process verification : CPV) 35 X UWEEHFHIT £ A A | (statistical assessments) — (f31]
ZIE, CpKIPpK) 72 Ea BT Z &b 5,

Risks with the current state (until changes are implemented) and any risks that might be
temporarily introduced during the change process are adequately assessed.

BAEDIREE (BENREINDETD) KOZEOET I —FRANEA I NS0 b Fiu7gn
iS00V A7 0%, WUNZFHMIZ 95,

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

HEREE MO 1%, BUEORN (EHELEMTLETO) LEETDY 27 %
TS =BT DTOD, FA LY =R TTRERE L, i 2,
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Identified risk control measures are adequately implemented in a timely manner.
FrE STz U A7 8B (risk control) D JFRIL, A LV —70 56T, WUNIEKT 5,
The system ensures that approval to proceed with change implementation is documented.

EDVAT ME, BEROEiZ D D1 D DAEGERLEL SN TS Z LR b LT
Z)

o

Relevant risk assessments are reviewed and are updated after the implementation of
changes.

BT AU R THEAALY NI, LE2—%1T0 ., BEOEMBICE 21T,

Relevant and timely updates are made to regulatory filings, when appropriate (e.g. annual
reporting must include all changes of relevance to filings).

BIfR3 5., L THA LY —728Fn, #EUekis (B 2 XFERBREIT. 7740 7
(filings) IZBHRT HE2ETOEENR G ENNRIR H/20) T, EMRT7 714U 7 (regulatory
filings : FIE IEAHBNC LV WIRPUCIERT R&EXE?) TR L TR INZITIIER B0,

RE (v b& V) regulatory filing :  inthe US, a set of documents, for example financial accounts, that a
company has to send to the organization that regulates its activities (= checks that its activities are honest and

legal):
According to a recent regulatory filing, 25% of their business is in the retail sector.
Details of the acquisition were revealed in a regulatory filing on Tuesday night.

5.4. Change Review and Effectiveness: Z#E ® L &= — & H5h#E
Prior to change closure: Z&@ o 2 m—2 ¢ —p;  GREZR)

BR¥E : “changeclosure” & ix, HOEFIRDDIETOFERENTET LT, TOMHIIHLIEEEZEIET D
T EREWT S, “closure” ZEIRLZBEEMIE, BT R T ol 5 li& L 138,y 2oLE"
THRE (FIZIE, HROCAPADREDIAE) NRAELIGAIE, TOERLAHENERINL 72O TH
D, HRIIIZEZIE, H2ER LW [~/ — FOFEMEZA L T, EMICHEE Liz) RiER “7nm
—Tx =" LWIOIRETH S,

Changes meet their intended objectives and pre-defined effectiveness criteria. Any
deviations from those criteria are adequately assessed, accepted and managed/justified.
Whenever possible, quantitative data are leveraged to objectively determine change
effectiveness (e.g. statistical confidence and coverage).
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EHIX, 20 TBERLEZERN] & [TOREINTODLHMEDOHIBIILAE (pre-defined
effectiveness criteria) | D T Z M D LD TH D, ZIL0H DY EAED S O Wi 72 5 B
WEUNZFEM L, % U (accepted) . ¥~ 3% —3 L GwBERYZ 4 PEOIE 4D A 35 (managed
ljustified) , FIAEZ2HF A IXH I, EHEOFMMEE BBNICIRET D7D, EENT —X

(quantitative data) (5] 21X, HEEFHFAOZREHEM: & &) ZFHT 5,

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.

E Y AT <2 A MEEIO—EE LT, 588 Y R 7 (residual risks) Z i L. FAEIND
LI~ 32V A R L, £ LTCHRIEEEHROEY 28I %2 ZITT 5

Any unintended consequences or risks introduced as a result of changes are evaluated,
documented, accepted and handled adequately, and are subject to a pre-defined monitoring
timeframe.

EHORERE L TE UM 72 55K LR WS SE (consequence) PV A 7 (%, L., 31k
L. &L, ZLTHEHUIZIRVFENZ LT, TORELLLE=FY 7O Rk FELUcE
D) W E=Z T 5 Z &2 b

Prior to or after change closure: ERHD 2 17—+ — DR

Any post-implementation actions needed (including those for deviations from pre-defined
acceptance criteria and/or CAPAS) are identified and adequately completed.

B S DI 70 28 R it OFFE (T OBUE LI P iEE K O SUECAPA s/ B
whizmte) b, ThafEl, BECTETSES

Relevant risk assessments are updated post-effectiveness assessments. New product/process
knowledge resulting from those risk assessments are captured in the appropriate Quality and
Operations documents (e.g. SOPs, Reports, Product Control Strategy documents, etc.)

BT AU X7 T 'AA L MI, BEEMBEOEIMEDT A AL | (post-effectiveness
assessments) TR SND, ZNHDO U AT TEAA L FhBELILTZ RN /I&@%ﬁtfo&')‘
LY (il - knowledge) 13X, J#Y)72Quality and Operations (/& # L ouEs) L (f] 213

SOPs, i, BULEBISCERZ ) IZVIAALTITL,

Changes are monitored via ongoing monitoring systems to ensure maintenance of a state of
control, and lessons learned are captured and shared/communicated.

BT, EEIHUZIREE (state of control) DHEFFAZFESRIZT H72012, RFE=X U 7 A
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TLhEBLTEMRTD, LT, ZN0nLFOE - 72505 (lessons learned) Z BV iAZA, A L
SNGET D

5.5. Conclusion # 3

The application of 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.

EkOTAZ AT H 2 Lid PR A TR X—RABLOY AT R=ZADK
Eszfykyx%A®+A@ﬁM%527%@f%%io%@:ti B OMER X
VCEEDOLEMEA~D Y ZZIZEH L TOBEYINSZ A LY ==X VA hz@LT, LV E

UWVEREPEBE  (quality performance) . SEMERE  (manufacturing performance) . 8GR 72243 (continual
improvement) 33 JX OVHHT (innovation) ZPRAET D 72OIZ, FIRETHIVR, U A 7 KA HE LD
HRETHD

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

Note: FUEERDORELZNDOEROEHIZ, ZOLEOHIEEFEFIZ, PIC/S Expert
Circle on QRM (PIC/SOQRMEFHEEES) MNEET S

6. Revision History &R

Date Version Number Reasons for revision
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Appendices fHEE

Appendix 1: Extract from ICH Q10:
ICH Q10 (EFH&WE T AT LMIBETLHA T4 ) nrbohhit

Potential Opportunities to Enhance Science and Risk Based Regulatory Approaches
YAV ZARO) RV ICESKENT e —F2EmO OO EFO>7 Fu—F

Scenario 7 U4 Potential Opportunity  FIEEM: & FFOiiE
1. Comply with GMPs Compliance — status quo
GMPs~DiE & ERIESE  — BURMER (AT A2 A7 F—)
2. Demonstrate effective Opportunity to: R
pharmaceutical quality system, + increase use of risk based approaches for regulatory
including effective use of quality inspections.
risk management principles (e.g., EERIZELCOY A7 R=207 Fu—FOEMzEmb 5

ICH Q9 and ICH Q10).

BRI IR RIS E v AT A EFE

W2, 2z, E'u'féi)/\ ~
xv A hoJFRL (FlZ1E, ICH

Q9 and ICH Q10) 0)&%%5’3@:@3‘)44 %

L~
=]

3. Demonstrate product and process | Opportunity to: &R
understanding, including

effective use of quality risk « facilitate science based pharmaceutical quality assessment;
management principles (e.g., ICH YA T AN—ZADEFRGWE T B AR SRS D,
Q8 and ICH Q9). + enable innovative approaches to process validation;
B L OV v R o FE A FE T AN F =g UaOEHNT T a—F EARRICT D,
T 5, ZhIUTiE, RN RAEY + establish real-time release mechanisms.
2y =z A2 hOJEHl (ICH Q8 VYT NEA N VY —ADHEEESLT D,
and ICH Q9) %#&® %,

4. Demonstrate effective Opportunity to: ik
pharmaceutical quality system - increase use of risk based approaches for regulatory
and product and process inspections;
understanding, including the use EMEZICEHLTO U A7 _XR=207 7o —FO@EMix &0 5
of quality risk management - facilitate science based pharmaceutical quality assessment;
principles (e.g., ICH Q8, ICH Q9 PA T AN—ZADERBEET A RX S M attET 5
and ICH Q10). - optimise science and risk based post-approval change
RB R B E AT L b processes to maximise benefits from innovation and continual
B L OV v A O PiE A FE improvement;
T2, ZHUTITEY A7 vV BRI K OMKRERY 72 B b DR e R D 72012, A
A hoJHl] (5 2 1XICH Q8. ICH TUAR—=ZAB LN AT R_XR—2DEKBBLEREO T 1t 2 dff?i‘ﬁ
Q9 BLW ICHQL0) BNEEND b9 %

- enable innovative approaches to process validation;
TREANY T =g UADRRNT e —F E AL TS
- establish real-time release mechanisms.
UTNEA DL U= 2D AT D,
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Appendix 2:  List of Abbreviations IFED U 2 b

PQS Pharmaceutical Quality System =500 o AT A

QRM Quality Risk Management [t/& U 27 <5 A |k

CAPA Corrective Action and Preventative Action & (-5 55 L OV B f i
SME Subject Matter Expert & ik O #[52 AZF aE T 52

CPV Continuous Process Verification i) 7wtz 21 7 ¢ r—2r5
CpK Process Capability Index  T-FfE /1H5%%

PpK Process Performance Index  TRVEREIEEL  GRIEZ)

#RIE : Process Capability Index LFAE/J#5%) & [Process Performance Index  LFEVEREFREL] DEW
Xy bEVEER GEIZ, T2 27V vrnI & 202007317 7 & R)
TARVERBFE R L TRRREVHEEL L Tld, IR ZEDERP R Y 77,
TRERBEIIIG & R D FHER IER DAL L TV D, BNOIE L D&M OEE RS R ZREE D B
L 7= BOF IS E 28 SRR ZE 2 AV E T,
—7;. LREABEE T, HEOLE N HEV HEVIRE, SF ) TEMALEL TV RETOHNDIES S
SIEA LIy a—— P OBEHRIR SN O EERZEZ O ET,
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