BER] 20 & H BB EE (QUALITY RISK MANAGEMENT )

*AMRA B BRIEA/IE BRI -

* This Annex is voluntary.

FxXf i@ #%E (FOREWORD AND SCOPE OF APPLICATION)

HI AN AL TG BA MM > ek
HE BRI -

1. #7845 GMP KR 20 48 &% ICH Q9 Mi# & | 1. The new GMP Annex 20 corresponds to ICH
BRGEIEIE5] - CHALE REEIE Q9 guideline on Quality Risk Management.
RERQME T R2455] > A FFH GMP It provides guidance on a systematic
BEMGEZER - G RAEXGSE R approach to quality risk management
e F RN CAERERAZRIERT facilitating compliance with GMP and other
AEfE A 2 i@f2 ~ Hikfo T HE9EIE - quality requirements. It includes principles to

be used and options for processes, methods
and tools which may be used when applying
a formal quality risk management approach.

2. BrEfREEE M &153T GMP % —32( % | 2. To ensure coherence, GMP Part I, Chapter 1
—EHNLEETEZMAE > ALY AR on Quality Management, has been revised to
EENEBOSIAELE ZAAEEN - 3T include aspects of quality risk management
HAYE I 2 5 AT —EBEME 53T - within the quality system framework. A
GMP #53] Z H A6 Z & 7T s hw LA > U similar revision is planned for Part II of the
mERRERGRE B EFRA LT Guide. Other sections of the GMP Guide
ZRHBRRAEITTE - may be adjusted to include aspects of quality

risk management in future broader revisions
of those sections.

3. MMELAGMP F—3RF P2 HE4E |3. Withthe revision of the chapters on quality
EEHEIT > BT RS I8 R % management in GMP Parts I and II quality
W H RBZ AT kARG — 35 o MR 20 risk management becomes an integral part of
AG AR ER A EIEATH LR FAI K a manufacturer’s quality system. Annex 20
R CRARME—MERB AR AT itself is not intended, however, to create any
FiERTREGFHR  RE— 45 b B new regulatory expectations; it provides an
BhREEBARANFEE - inventory of internationally acknowledged

risk management methods and tools together
with a list of potential applications at the
discretion of manufacturers.

4. HeE2 - ICHQO I3 I &2 B AR % F | 4. Itisunderstood that the ICH Q9 guideline
2 dn ' BT I m A o E R 20 &) was primarily developed for quality risk
BH o 352 s oL REEE management of medicinal products for
Z B~ HERITE > N ERRE YA human use. With the implementation in
B AR o Annex 20 benefits of the guideline, such as

processes, methods and tools for quality risk
management are also made available to the
veterinary sector.

5. GMP 353| X 2144t 8 #%8 > M ICHQ9 | 5. While the GMP guide is primarily addressed

to manufacturers, the ICH Q9 guideline, has
relevance for other quality guidelines and
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includes specific sections for regulatory
agencies.

MAER > LEFEELETREGERR - £
S 2 R R E A R e — 1B A R AR
SmE e ERNA - RBRALEAESOHEM

6. KM ATEEMRTEMN > & ICHQI However, for reasons of coherence and

3l we A GMP A 20 - completeness, the ICH Q9 guideline has
been transferred completely into GMP Annex
20.

3% (Introduction)

7. RMREERA o RA AR F A & 035 R Risk management principles are effectively
B~ PR s BRERA - N EEAE B9 E utilized in many areas of business and
RANZH S HERIFHAEBI - Tk government including finance, insurance,
THZwEENEIEHUMA AR - B occupational safety, public health,
REMERBEER YL ZERBRETIEZ pharmacovigilance, and by agencies
£ R &R B 1242 H FRey > M B R regulating these industries. Although there
RF B E ERREZ DI TR - oL are some examples of the use of quality risk
s HBEFEFOLRALDLEALNESR management in the pharmaceutical industry
P M BT AR RAR A BR AL 0 Jn H ELR today, they are limited and do not represent
EER—EARSLE AR EEERE the full contributions that risk management
¥ 3 has to offer. In addition, the importance of

quality systems has been recognized in the
pharmaceutical industry and it is becoming
evident that quality risk management is a
valuable component of an effective quality
system.

8. LM T > RRE&RTABEZHALE It is commonly understood that risk is
MERSBREZREENES - Ao defined as the combination of the probability
BE—MA EMAATRR SRR &AL of occurrence of harm and the severity of
BE > THREFROEFEN G -BETY that harm. However, achieving a shared
BAL TARARGRELEBE— understanding of the application of risk
HBEL > ATRALEREHEMGA management among diverse stakeholders is

( stakeholders ) P 2ELAzEm B R BT 22 & difficult because each stakeholder might
RegE|m - N BEEEL > BAFELEHER perceive different potential harms, place a
BlegF ZE1AAN > G5k AFfod ¥ BERL different probability on each harm occurring
BREJFHEEAN > fE8&bHLYE AREE and attribute different severities to each
DR RS AR ARKRER - harm. In relation to pharmaceuticals,

although there are a variety of stakeholders,
including patients and medical practitioners
as well as government and industry, the
protection of the patient by managing the
risk to quality should be considered of prime
importance.

9. BR(B2R2d M) HERBA @4 HER The manufacturing and use of a drug

(medicinal) product, including its
components, necessarily entail some degree
of risk. The risk to its quality is just one
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PR AN MEHER - AR SHE R
%ﬁ’ﬁu%%i%&ﬂﬁiyaﬁ%&
R T AR — 1B 8] e FE VAR JRLRR 64 AE
R EEMHM ERORE > mBAFANE
HIEMHETORERER -

component of the overall risk. It is important
to understand that product quality should be
maintained throughout the product lifecycle
such that the attributes that are important to
the quality of the drug (medicinal) product
remain consistent with those used in the
clinical studies. An effective quality risk
management approach can further ensure the
high quality of the drug (medicinal) product
to the patient by providing a proactive means
to identify and control potential quality
issues during development and
manufacturing. Additionally, use of quality
risk management can improve the decision
making if a quality problem arises. Effective
quality risk management can facilitate better
and more informed decisions, can provide
regulators with greater assurance of a
company’s ability to deal with potential risks
and can beneficially affect the extent and
level of direct regulatory oversight.

10.

AXMHZ B EHLERREERME—
18 % S8 T ik o 8 g A — 18 A U
IR A 0 H e X35 H 46 ICH & 5 X
o THAEEEERETHBENRSLS
mEEE ~ BR - BERIET AR
RAEMALERREERA A — LT ALY
353 c I EEITEHMAEE _ER
PR > RIS AE S A i ER 2 A fe
BRELOLERENAERE AR KA —
B UREAHERBEAERERZEM
MY -

10. The purpose of this document is to offer a

systematic approach to quality risk
management. It serves as a foundation or
resource document that is independent of, yet
supports, other ICH Quality documents and
complements existing quality practices,
requirements, standards, and guidelines
within the pharmaceutical industry and
regulatory environment. It specifically
provides guidance on the principles and some
of the tools of quality risk management that
can enable more effective and consistent risk
based decisions, both by regulators and
industry, regarding the quality of drug
substances and drug (medicinal) products
across the product lifecycle. It is not intended
to create any new expectations beyond the
current regulatory requirements.

11.

A —EEXYREEELE (ER XA
WO T ER/RANIALS  flo o BREEE
BE)BRIFAZASY  LIFBEZ ,)Aﬁélj
1% F 3}5_1]:_5&9/3“%’\ HEHF (8K
BT ER/ZAIER) IR ‘“ﬂ,g;%j‘gcg

I1.

It is neither always appropriate nor always
necessary to use a formal risk management
process (using recognized tools and/ or
internal procedures e.g. standard operating
procedures). The use of informal risk
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o

management processes (using empirical tools
and/ or internal procedures) can also be
considered acceptable.

12. B ERBEEZBENER > TUAEAFH
Bheg > 2R IR A EEHTER TR
& LA BRAREEAIFTRMMZE S

g e

12. Appropriate use of quality risk management
can facilitate but does not obviate industry’s
obligation to comply with regulatory
requirements and does not replace appropriate
communications between industry and
regulators.

#E (Scope)

=

o q X RF R

REEEZRAAT AR - Q@
REinE®Y - B~ AMERRERE
& (AR - AMESRAERELZR
B~ B RAE - K BT e
FAN) s~ 8 - 88> URBRE
FoR i/ BRERFZ B AEL -

13. R455| 3T mA N E %

R

13. This guideline provides principles and
examples of tools for quality risk
management that can be applied to different
aspects of pharmaceutical quality. These
aspects include development, manufacturing,
distribution, and the inspection and
submission/review processes throughout the
lifecycle of drug substances, drug (medicinal)
products, biological and biotechnological
products (including the use of raw materials,
solvents, excipients, packaging and labeling
materials in drug (medicinal) products,
biological and biotechnological products).

o B B & 6y R R

( PRINCIPLES OF QUALITY RISK MANAGEMENT)

14. Two primary principles of quality risk
management are:

4, HERMEREZ —BAEZRAIA
o0 B B 2 3P4 SAFE kol B ARk

AHFABEIHBEAGRE S AR

o The evaluation of the risk to quality
should be based on scientific knowledge
and ultimately link to the protection of
the patient; and

mEAREEBEZE N EXBRA
XA AR 6 2 L R SR\ 2 % 4R A8
H o

The level of effort, formality and
documentation of the quality risk
management process should be
commensurate with the level of risk.

— &% ERREERR

(GENERAL QUALITY RISK MANAGEMENT PROCESS)

= i

. BRI E A B E SR A B

Z S E AR e3HE ~ B BB A2
% &teyiBAE o B ERE a9 KAt
B 1 AL TER - BEHZF
— BRI T EETRERMBEME > (24

2N BRGHIA RTINS > L

15. Quality risk management is a systematic
process for the assessment, control,
communication and review of risks to the
quality of the drug (medicinal) product across
the product lifecycle. A model for quality risk
management is outlined in the diagram
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RELEEE RS -

(Figure 1). Other models could be used. The
emphasis on each component of the
framework might differ from case to case but
a robust process will incorporate
consideration of all the elements at a level of
detail that is commensurate with the specific
risk.
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‘ 16. B &k KT A4 4 2042 P 894247 — 2 > | 16. Decision nodes are not shown in the diagram
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T LA 1 3R & B (decision nodes)k 88 = 42 L
P KA X HFotb A RXE > gtkik
RTHe g R mE 2| R A0 5 Bt F K

— A FERRE A REEL LR
EREES RIARB Y8BT
HIERIEES ~ LIERITHRER G ER
B35 E R R s B A2 i oo Bk o

above because decisions can occur at any
point in the process. These decisions might
be to return to the previous step and seek
further information, to adjust the risk models
or even to terminate the risk management
process based upon information that supports
such a decision. Note: “unacceptable” in the
flowchart does not only refer to statutory,
legislative or regulatory requirements, but
also to the need to revisit the risk assessment

process.
%4 (Responsibilities )
17. &R BRABEEES > BF > 2REZ— AF | 17. Quality risk management activities are
BB LHGB R FE o & wg B R usually, but not always, undertaken by
MBTEAMALETRRE I 2 4ok interdisciplinary teams. When teams are
BIABI BIEGLARABEEAAB (4 formed, they should include experts from the
do o SLHIRFY  EBHE S IR ERTF appropriate areas (e.g. quality unit, business
B~ kAR BB RATH R~ St development, engineering, regulatory affairs,
RESR) 9B R - production operations, sales and marketing,
legal, statistics and clinical) in addition to
individuals who are knowledgeable about the
quality risk management process.
18. A RZEEL 18. Decision makers should:
o fHMEMZ AR AHIIM At « take responsibility for coordinating
PRERBREEYFIE MA quality risk management across various
functions and departments of their
organization; and
o FHERLERMETELS TLBRT « assure that a quality risk management
HEREE B TEFEEHER - process is defined, deployed and
reviewed and that adequate resources
are available.
% E AR EELS (Initiating a Quality Risk Management Process )
19. R ERBREHEBRERLSZLMERERE 19. Quality risk management should include

B 28Rkt 2T AN~ Heh A
HERENFLZPAEREZ R R - 18 AN
B R E| — B LY AR E BT R
U2 R Gl

systematic processes designed to coordinate,
facilitate and improve science-based decision
making with respect to risk. Possible steps
used to initiate and plan a quality risk
management process might include the
following:

o REEAARA/REREER] 0 Lo ETE
M 2 78 e Mk oy A8 BB R A2 N

o Define the problem and/or risk
question, including pertinent
assumptions identifying the potential
for risk

. BEHMBRRFEZEAELE - 4

£
=3

o Assemble background information and/
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xR B

or data on the potential hazard, harm or
human health impact relevant to the risk
assessment

o R —PABEERLFHER

o Identify a leader and necessary
resources

R & FE @A R T H R R 69 B R
FoTRENETARRAGTHRE -

Specify a timeline, deliverables and
appropriate level of decision making for the
risk management process

1B (Risk Assessment )

20.

AR E 2 LE P AZRENIE | 20.

BE (W F@RATRE) Frie R Z B e 5
WIS o B RBRIHE BT ER LN
AR AR AR o F R E R AR
A QAR E &0 E g
REETAE(LAES S HHBF)REN
B Gy ARRFEZBY A
ZAAAKRMAE > FHNFEERETRR

Risk assessment consists of the identification
of hazards and the analysis and evaluation of
risks associated with exposure to those
hazards (as defined below). Quality risk
assessments begin with a well-defined
problem description or risk question. When
the risk in question is well defined, an
appropriate risk management tool (see
examples in section 5) and the types of
information needed to address the risk
question will be more readily identifiable. As
an aid to clearly defining the risk(s) for risk
assessment purposes, three fundamental
questions are often helpful:

I A BETAREH 48 7

1. What might go wrong?

2. BT R ER) BT ?

2. What is the likelihood (probability) it will
go wrong?

3. BREEMWAM?

3. What are the consequences (severity)?

21. BB L L %I E R B 0 APk A | 21. Risk identification is a systematic use of
MR B R0 & E R PR - B4 information to identify hazards referring to
QAR L EIE ~ EHo RIBHFROE the risk question or problem description.

R UERFEMAAMBEIER - BRP Information can include historical data,

W THETREES? ) R b theoretical analysis, informed opinions, and

PR A TR R - BRMESL Y RIREE the concerns of stakeholders. Risk

BR 2 1% E 5 B et - identification addresses the “What might go
wrong?” question, including identifying the
possible consequences. This provides the
basis for further steps in the quality risk
management process.

20, U LG 2 5 E P B 0 R 22. Risk analysis is the estimation of the risk

@ATRE o CAR SN FHE A2 T
EREXREZGEMALBRE - £F
SRR EELIAEPY  RABENGES (T
WA ) TR BRI P e B E -

associated with the identified hazards. It is
the qualitative or quantitative process of
linking the likelihood of occurrence and

severity of harms. In some risk management
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tools, the ability to detect the harm

(detectability) also factors in the estimation
of risk.

23.

SR 315 7 SR PR B AT B B L & dm
B R RAR B EAT L3 o BRSPS R MAT A
kAR AE EHEHENYRE -

23.

Risk evaluation compares the identified and
analyzed risk against given risk criteria. Risk
evaluations consider the strength of evidence

for all three of the fundamental questions.

24,

EHATH B Z RGBS > BEE AR
MR AERS  RAZATE N
(output) &y % - 3B F R # T
(uncertainty ) ZfB3#& R A RIR > HER
DT E B CR/RT RS - R
FERMEA GRBEGR T E0BA LT
AR IJEFAIAZ G A Mayms - REEEMZ
AR OISk Ly 235 - BEH SR
HApznp i b oy £35 45 F 6y RIR(Hl i A2
R~ F BB RR) AR PR
Bl R -

24.

In doing an effective risk assessment, the
robustness of the data set is important
because it determines the quality of the
output. Revealing assumptions and
reasonable sources of uncertainty will
enhance confidence in this output and/or help
identify its limitations. Uncertainty is due to
combination of incomplete knowledge about
a process and its expected or unexpected
variability. Typical sources of uncertainty
include gaps in knowledge gaps in
pharmaceutical science and process
understanding, sources of harm (e.g., failure
modes of a process, sources of variability),

and probability of detection of problems.

25.

JRe3 8 2 & R R 2 2 & 453 UBR
BExRMHE - TR ST RER
EREFRELRE > REART R
WA TRy TP R TR ) &RE
R EETRNE L mE o A5
"Ry, (riskscore) c MAFiE—F
R Rfen® Loyt - £ € 2 RIRTFE
Lo Rt ats B e —2 AL AR
BFET » RAE—E4F TR R TR -
At 32— g R HN4F &R
AR RFEF > FLEEREETEMSER
— B4 ¥ A3 & (relative risk
measure) > DUE R B BB EERMFE A
SRR H R Z —EE AT E o £
@Az 04 F ] 5 BRA BT DE A T B R
1E3t -

25.

The output of a risk assessment is either a
quantitative estimate of risk or a qualitative
description of a range of risk. When risk is
expressed quantitatively, a numerical
probability is used. Alternatively, risk can be
expressed using qualitative descriptors, such
as “high”, “medium”, or “low”, which should
be defined in as much detail as possible.
Sometimes a "risk score" is used to further
define descriptors in risk ranking. In
quantitative risk assessments, a risk estimate
provides the likelihood of a specific
consequence, given a set of risk-generating
circumstances. Thus, quantitative risk
estimation is useful for one particular
consequence at a time. Alternatively, some
risk management tools use a relative risk
measure to combine multiple levels of
severity and probability into an overall
estimate of relative risk. The intermediate
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steps within a scoring process can sometimes
employ quantitative risk estimation.

B E 4% (Risk Control)

26.

SR T 0I5 B FERR R A2 R 2k
REE - RBE 2 B 6 B RG R E
— BT AR A2 o 4E RN RRE 2
BhRERARMN EZ MR - A8
FRIFESRRIR B Hl 2 R BILE R ARET
1 AR 89852 G2 RARETHAEN -

26.

Risk control includes decision making to
reduce and/or accept risks. The purpose of
risk control is to reduce the risk to an
acceptable level. The amount of effort used
for risk control should be proportional to the
significance of the risk. Decision makers
might use different processes, including
benefit-cost analysis, for understanding the
optimal level of risk control.

27.

B B 5 7T LR BT SRR

27.

Risk control might focus on the following
questions:

o RRAT SN THERHAEE ?

« Is the risk above an acceptable level?

o Tt LA RAR R H R R 7

o What can be done to reduce or
eliminate risks?

o HH - ARABR=FHZEE T4
B ?

o What is the appropriate balance among
benefits, risks and resources?

e RFENEHEIRRZ ARG LR
i B AH 6 R 2

o Are new risks introduced as a result of
the identified risks being controlled?

28.

T ERRBBA T (THZE) K
B o R AR B AR R R
Rt (2ARER 1) - TRKR
RAK ) TREAEARBHEEZRERE RK
R RBETE - RBHAERDE BRZ
AR 63842 0 TR T B RR E ] R
g — 305 o R IRARIE 76 2 B 6 7T A AEHT
R ENAR SR T > I ImH AR B R
R EN - Bt £ TR RIKERE
1% JEEMRARRITAE 0 UET RS
JR M Z AT TAE B F R o

28.

Risk reduction focuses on processes for
mitigation or avoidance of quality risk when
it exceeds a specified (acceptable) level (see
Fig. 1). Risk reduction might include actions
taken to mitigate the severity and probability
of harm. Processes that improve the
detectability of hazards and quality risks
might also be used as part of a risk control
strategy. The implementation of risk
reduction measures can introduce new risks
into the system or increase the significance
of other existing risks. Hence, it might be
appropriate to revisit the risk assessment to
identify and evaluate any possible change in
risk after implementing a risk reduction
process.

29.

RBEZEHESRA R —BEE - BE
MBS THRAELX AT ESRGRAR » &
TRAKESBEIFHF TR GRMRZHET -
A F i a8 F o BpEAEAT IR AT
HRMRERE > LREREHRRAR - £
ERNY > THRESELCOLER —B#E$
SHE R R R 0 B H AR IRE

29.

Risk acceptance is a decision to accept risk.
Risk acceptance can be a formal decision to
accept the residual risk or it can be a passive
decision in which residual risks are not
specified. For some types of harms, even the
best quality risk management practices might
not entirely eliminate risk. In these
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—ER ey (THZey) KE -2/ (R
T TEXHKEZDSBLIEBE
BEG AR EEZ KRR -

circumstances, it might be agreed that an
appropriate quality risk management strategy
has been applied and that quality risk is
reduced to a specified (acceptable) level.
This (specified) acceptable level will depend
on many parameters and should be decided
on a case-by-case basis.

Ak #@ (Risk Communication)

30.

R E A AR R A A B T R R
AR EEE M F - &EHHTAAE
B BRI RETEE (2R
MBI ERATIR) o hEREREEBE
Z AW /ER RS EEE oA
WL (LRAREL FHsE) - AETHRE
QIEANE R A E R th 2 & ey i o 1)
wEEMMAES - EHARA - ENF
N~ ERREERMANE -reasx ¥
HMTARMN LT Z AR e MY A
K EE-RERE B FH S R
THRAMEXETCRE & - RLemE—ERR
BB AT - AEFAEEHRMAM
BB R E AR EE - T REB
ERRIETI B X BB RAT o

30. Risk communication is the sharing of

information about risk and risk management
between the decision makers and others.
Parties can communicate at any stage of the
risk management process (see Fig. 1: dashed
arrows). The output/result of the quality risk
management process should be appropriately
communicated and documented (see Fig. 1:
solid arrows). Communications might
include those among interested parties; e.g.,
regulators and industry, industry and the
patient, within a company, industry or
regulatory authority, etc. The included
information might relate to the existence,
nature, form, probability, severity,
acceptability, control, treatment, detectability
or other aspects of risks to quality.
Communication need not be carried out for
cach and every risk acceptance. Between the
industry and regulatory authorities,
communication concerning quality risk
management decisions might be effected
through existing channels as specified in
regulations and guidances.

R #it (Risk Review)

31 A& R A LY & 12842 74148 #4T74Y | 31. Risk management should be an ongoing part
By o RITRERFHOBRBE T I - of the quality management process. A
mechanism to review or monitor events
should be implemented.
32. M Ee A H/EREKEFTIEEE | 32. The output/results of the risk management

WA oA EE - — B —ERY
R E B2 > B8R RIFEREANT
BB RARRSLERBEEARZESF > R
WA ER(FI E BRI RE
Mo B EEREZ LSRRI E (1
ko FHE RBORARR ~ E@iL) - B R

process should be reviewed to take into
account new knowledge and experience.
Once a quality risk management process has
been initiated, that process should continue
to be utilized for events that might impact the
original quality risk management decision,
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FI A %BAR o AEFRIT IR R B AR Z
KR L By B o B 09 M3 7T AR LB R
BZELAROENZR(F 44 8) -

whether these events are planned (e.g. results
of product review, inspections, audits, change
control) or unplanned (e.g. root cause from
failure investigations, recall). The frequency
of any review should be based upon the level
of risk. Risk review might include
reconsideration of risk acceptance decisions
(section 4.4).

EU‘Q’&’E # % (RISK MANAGEMENT METHODOLOGY)

%%ﬂ%%ﬂﬁiﬁuﬂﬁﬁﬁam%ﬁ

el ﬁ a Eb}%ﬂ— i) JE M Z

EREMRAGARBIMEZ 403 - 24

S‘Ube BB BRI T L AR R
R B IR iB AR 6 R -

33. Quality risk management supports a

scientific and practical approach to
decision-making. It provides documented,
transparent and reproducible methods to
accomplish steps of the quality risk
management process based on current
knowledge about assessing the probability,
severity and sometimes detectability of the
risk.

34, Bt HEEZAR > @USHEIEERX | 34

X (BB BR/XNIORF) » Edo
B -HMEREMBT NG TE B L oL

SBEREIE c EFETHEREA R
B MiBLEMT X FHwdH - SHY
R~ RBEER B RELEZ RIFA) XM -

Traditionally, risks to quality have been
assessed and managed in a variety of
informal ways (empirical and/ or internal
procedures) based on, for example,
compilation of observations, trends and other
information. Such approaches continue to
provide useful information that might
support topics such as handling of
complaints, quality defects, deviations and
allocation of resources.

35.

seoh HEEEREEMMTHEA LR
ZRAMBEETARIZNIFAEF (Hlho 0 42
BEERE) HMEREHERA L - FTHAE
AT B by — Ik A 2 ek

B(HAl18m% 8 EREE—Fthmb)-

35. Additionally, the pharmaceutical industry and

regulators can assess and manage risk using
recognized risk management tools and/ or
internal procedures (e.g., standard operating
procedures). Below is a non-exhaustive list
of some of these tools (further details in
Annex 1 and chapter 8):

o RARMEEMBAG I & (Fhfgk K
éaﬂg)-

« Basic risk management facilitation
methods (flowcharts, check sheets etc.)

o R BUH X EUE 5 b (FMEA) ;

o Failure Mode Effects Analysis (FMEA)

o KRB KBRS AT
(FMECA) ;

o Failure Mode, Effects and Criticality
Analysis (FMECA)

. Bk ZBKHHFTA) ;

o Fault Tree Analysis (FTA)

o RESMARMEEE 8 (HACCP) ;

o Hazard Analysis and Critical Control
Points (HACCP)

o« BEZREM»HMHAZOP) ;

o Hazard Operability Analysis (HAZOP)
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« FREENH(PHA)

o Preliminary Hazard Analysis (PHA)

o Ry BZARERE

» Risk ranking and filtering

o WBIMHITTA -

« Supporting statistical tools

36. 2R # BB B oh o E 48 M 245 R AR BGE

FABET ATREAM G - ol RREE
F ik BB St T BT A 6HE A (] 4w
R RRFE) &0 A R TR E
FEERERREERA -

36. It might be appropriate to adapt these tools
for use in specific areas pertaining to drug
substance and drug (medicinal) product
quality. Quality risk management methods
and the supporting statistical tools can be
used in combination (e.g. Probabilistic Risk
Assessment). Combined use provides
flexibility that can facilitate the application
of quality risk management principles.

37.

BHRAREEZBREEAERENRZER
RBR T A e 4 o 30 RE S AR B3k i 2 R
RAMA M - R/RBIGEMEARE -

37. The degree of rigor and formality of quality
risk management should reflect available
knowledge and be commensurate with the
complexity and/ or criticality of the issue to

be addressed.

HERBREEESNEXRENES T (INTEGRATION OF QUALITY
RISK MANAGEMENT INTO INDUSTRY AND REGULATORY
OPERATIONS)

38.

ETRERREEESANLE AL T > &
ERMEEEA —EIFEANHZRER
ZRROBR(GAMHFI) - wFE AT E
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R Z Ae 1 ¥ £ BB B R84
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38. Quality risk management is a process that
supports science-based and practical
decisions when integrated into quality
systems (see Annex II). As outlined in the
introduction, appropriate use of quality risk
management does not obviate industry’s
obligation to comply with regulatory
requirements. However, effective quality
risk management can facilitate better and
more informed decisions, can provide
regulators with greater assurance of a
company’s ability to deal with potential
risks, and might affect the extent and level
of direct regulatory oversight. In addition,
quality risk management can facilitate better
use of resources by all parties.

39.

FHRERANBLL T AR EILEE X
DER - RBEH BT AREBRE S ey sE
FEIHDERRETEERNGRE O -

39. Training of both industry and regulatory
personnel in quality risk management
processes provides for greater understanding
of decision-making processes and builds
confidence in quality risk management

outcomes.

40.

BEEAREERESCANRFHET > B
TR AL o MR T 3RARE LE] o AR

40. Quality risk management should be

integrated into existing operations and
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documented appropriately. Annex II provides
examples of situations in which the use of the
quality risk management process might
provide information that could then be used
in a variety of pharmaceutical operations.
These examples are provided for illustrative
purposes only and should not be considered a
definitive or exhaustive list.
These examples are not intended to create
any new expectations beyond the
requirements laid out in the current
regulations.

41.

ERBORRAEEZ S (SRR

41.Examples for industry and regulatory

operations (see Annex II):

o« MBI

o Quality management

42.

EEREERFEHES (5 R4 1D

42.Examples for industry operations and

activities (see Annex II):

« Development

o B
o B~ ERBR R

« Facility, equipment and utilities

« HHEE

o Materials management

o A E

e Production

o« TERE W RL TR

« Laboratory control and stability testing

o BEBART

« Packaging and labeling

43.

SERAE RS (SRMAI):

43.Examples for regulatory operations (see

Annex II):

« REREES)

o Inspection and assessment activities

44,

BRERAEREHFE AL — 4!@&&#3%6%
Az 2R ERREERR XL BEAE
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ﬁ N AELSR XFLE AR
EEEHZBRREN 5K ETREA
3

44,

While regulatory decisions will continue to
be taken on a regional basis, a common
understanding and application of quality risk
management principles could facilitate
mutual confidence and promote more
consistent decisions among regulators on the
basis of the same information. This
collaboration could be important in the
development of policies and guidelines that
integrate and support quality risk
management practices.

& % (DEFINITIONS)

kﬁ:%._
BARERAM e EHEEE LEg S
‘ﬂ%mﬁﬁﬁﬁko

Decision maker(s) — Person(s) with the
competence and authority to make
appropriate and timely quality risk
management decisions
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BRAREE—BAEEZGA HAXRFE
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Detectability -the ability to discover or
determine the existence, presence, or fact of
a hazard

%%
HERMBEET e E DD E A KM%
ZmAMBEBRNBELEN

Harm —damage to health, including the
damage that can occur from loss of product
quality or availability

BE Hazard - the potential source of harm

15 E o %42 & R (ISO/IEC Guide 51) « (ISO/TEC Guide 51)

B 50 & R Product Lifecycle —all phases in the life of

BEoni i 8B T HP E L& the product from the initial development

2 e A SR through marketing until the product’s
discontinuation

g Quality —the degree to which a set of inherent

—EES ASRRERL @B AREF
S Raf2E (£ 4 ICHQOA st 4
Bt gz “HH HIXEK)-

properties of a product, system or process
fulfills requirements (see ICH Q6a definition
specifically for "quality" of drug substance
and drug (medicinal) products.)

g R R

R LB E A B 2 B H &R R
BIE - EH - BRRRFTZ—EA SN
AR o

Quality risk management —a systematic
process for the assessment, control,
communication and review of risks to the
quality of the drug (medicinal) product
across the product lifecycle

BE A%
— 1B & %2 IR @4t B LE i
AR REERTESHE BAZ o

Quality system —the sum of all aspects of a
system that implements quality policy and
ensures that quality objectives are met

2R
BARERIEA [fl4o > EEREEZEA
B~ EBMIAEEL] ZHFKETE
BERIBA - AT R =
EREEE ~ Wik RE R M BN
HWEEERAMEL -

Requirements —the explicit or implicit needs
or expectations of the patients or their
surrogates (e.g. health care professionals,
regulators and legislators). In this document,
“requirements” refers not only to statutory,
legislative, or regulatory requirements, but
also to such needs and expectations.

S
B EZBRAMBERIGEZRERN
41 4-(ISO/IEC Guide 51)

Risk —the combination of the probability of
occurrence of harm and the severity of that
harm (ISO/IEC Guide 51)

N Risk acceptance —the decision to accept risk
B2 B 89 2 RSO Guide 73) - (ISO Guide 73)
VN aaiin Risk analysis —the estimation of the risk

K SRR R 28 F AT I W 0 B 2 b3t

associated with the identified hazards

474




B[R 3HE

— A BN A AMEE ARXHAL
AR R0 PR R AR - A
BREZHARARENZEAEAMZ
TR 40 94T R4S ¢

Risk assessment —a systematic process of
organizing information to support a risk
decision to be made within a risk
management process. It consists of the
identification of hazards and the analysis and
evaluation of risks associated with exposure
to those hazards.

JR K il
Jeik REHEF ZRIAAM > AR
REAGBEREZ BN, F

[°]

Risk communication —the sharing of
information about risk and risk management
between the decision maker and other
stakeholders

JE M B Risk control —actions implementing risk
AT R B FE R R 894789 (ISO Guide 73)- management decisions (ISO Guide 73)
JL e 34 Risk evaluation —the comparison of the

12 FxREHERE » LBE X R L
iz R EE » UhT R EEM -

estimated risk to given risk criteria using a
quantitative or qualitative scale to determine
the significance of the risk

R 7 33
M2 R PR > S b B 5 P 3
A H ARG F(EE)ZELERR -

Risk identification —the systematic use of
information to identify potential sources of
harm (hazards) referring to the risk question
or problem description

R B B
R EEERR - BEFERA SRR R
AR~ B H > BB R R ey T4 -

Risk management —the systematic
application of quality management policies,
procedures, and practices to the tasks of
assessing, controlling, communicating and
reviewing risk

T A
BRIV GEIRARFERIGEZRE
PR 4TH) °

Risk reduction —actions taken to lessen the
probability of occurrence of harm and the
severity of that harm

Bt

& (b)) BN RRZ e RS
B URFHRERREAREEAEGE L/
HR o

Risk review —review or monitoring of
output/results of the risk management
process considering (if appropriate) new
knowledge and experience about the risk

BRERE Severity —a measure of the possible
BMEREZTHRER - consequences of a hazard
FEMAA Stakeholder —any individual, group or

THREZXRXRREE IRTAEAE R
R BEZETEA - B Rask - 2R
Z e AFERIAA - HRERZH
B ERANEHBARRBA EERESL
¥ANE - EEHBMAER-

organization that can affect, be affected by,
or perceive itself to be affected by a risk.
Decision makers might also be stakeholders.
For the purposes of this guideline, the
primary stakeholders are the patient,
healthcare professional, regulatory authority,
and industry

A5

Trend —a statistical term referring to the
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ML BB R ke TR
( Appendix I: Risk Management Methods and Tools )

A Z B ERRTREERAEEHK The purpose of this appendix is to provide a

MiERN L EReEEL — ¥ E T H > general overview of and references for some
REEL—ZOBBRALE TN  BEL2H of the primary tools that might be used in
EHAALTHRFHNFETLEZE S50 quality risk management by industry and
WA MmN o BARE—EFHm 2 regulators. The references are included as an
FE o FRARAEM—MHR—FTRET aid to gain more knowledge and detail about
WRANLERBREERFZE—EER - the particular tool. This is not an exhaustive

list. It is important to note that no one tool or
set of tools is applicable to every situation in
which a quality risk management procedure is

used.

I.1

ARRBEE2ZHH A% (Basic Risk Management Facilitation Methods )

—e b aRBIE R E R RZHIE 0 Some of the simple techniques that are
LA REEER T EHME commonly used to structure risk management
by organizing data and facilitating
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