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* This presentation is protected by copyright and may, with the exception of the ICH
logo, be used, reproduced, incorporated into other works, adapted, modified,
translated or distributed under a public license provided that ICH's copyright in the
presentation is acknowledged at all times. In case of any adaption, modification or
translation of the presentation, reasonable steps must be taken to clearly label,
demarcate or otherwise identify that changes were made to or based on the
original presentation. Any impression that the adaption, modification or translation
of the original presentation is endorsed or sponsored by the ICH must be avoided.
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* The presentation is provided "as is" without warranty of any kind. In no
event shall the ICH or the authors of the original presentation be liable
for any claim, damages or other liability arising from the use of the
presentation.
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* The above-mentioned permissions do not apply to content supplied
by third parties. Therefore, for documents where the copyright
vests in a third party, permission for reproduction must be obtained
from this copyright holder.
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Background #%x (1/1)

This document has been signed off as a Step 2 document (18
November 2021) to be issued by the ICH Regulatory Members for
public consultation

ZOXER, ICHREHZERIVRHABEOLOHICRITIZRT v 72XE
(2021%11A18H) (L LTEZIHhTWD

This document was developed based on a Concept Paper (approved 13
November 2020) and a Business Plan (approved 26 October 2020)

FEEF, avET b - R—N— (2020511A138&FR) . RUEYRRTF
v (2020%10RA26H#%:R) ICEDEERIN-HDTH D

Anticipating finalization as a Step 4 document to be implemented in the
local regional regulatory system: September 2022

EHFHORFHEICEATIHORTy FTANEL LTRELT I L 2BE
LTW3 @ 20224978 (FEERHD)

CORRERIL, T7 VTV 2—2av X () ORADBEARHELTERLELOTT,
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ICH Q9(R1) Quality Risk Management -
Step 2

Key Principles =ZE#JRA) /7

* The ICH Q9 Guideline has been revised to address the
following:
* UTOETEICHKETS7-%HIC, ICHQI HA FF7M4 28/ ELT:

The QRM principles and framework of ICH Q9 have been
instrumental in introducing QRM approaches to both industry
and regulators. However, the benefits of QRM, as envisaged by
ICH Q9, have not yet been fully realized.

ICH Q9 ® QRM Al & #:idid, EXRERAFHR/ONAIC
QRM 77A—F%2EAT 3 ELTHERATH»7=, LH L. ICH Q9
HPREL TS QRM oFfl=id, FETFICERIATULEAEL,

CORMARIL, T7 LTV 1—2ar X (#) OHAOMBREARBELTERLEZEO T,

ICH Q9(R1) Quality Risk Management -
Step 2

Key Principles *ZE#4/RA) (2/6)
There are four areas for improvement with the current application

of QRM:
QRMDIREDEATIE, 40DWUETNZHEHNH S:

* High levels of subjectivity in risk assessments and in QRM
outputs;
) Z7FHEPQRMD 77 b 7'y Mok T 2 E8 M (subjectivity) dE &

* Failing to adequately manage supply and product availability
risks; HEPHFAFOUR S EZBEPICEBRTETLAL

* Lack of understanding as to what constitutes formality in QRM
work; QRMEHTO#KRE, LOBLLOLTEHOEEIFRELTLS

* Lack of clarity on risk-based decision-making.
RAIR—ZDBBREOHWS ATEL TV 3,

CORRERIL, T7 VTV 1—2av X () ORAORAERRBELTERL-LOTY .

ICH Q9(R1) Quality Risk Management -
Step 2

Key Principles F*ZE#4/RAI (3/6)

Guidance has been developed for each of these four areas; this new
guidance has been inserted into various chapters and annexes of
the current guideline.

R FIORFM4FD) ZNOADDHBFOELITOVT, TOFLWR
FAFPRREEATNS ; ZOHLWHMEL YR GRiE: oxER) .
RITOHA F T4 D4 LEP, FEEICEAShTWS,

The new guidance will be supported by the development of official
ICH training materials - these materials will include case studies to
help illustrate the key points in the guidance.
ZOFHLWALAE VR GRiE: oxER) I, ICHAR FL—=v S ¥ito
FARICL>TXIEEZZTITVS, ZOBMICIE, H41LRDF—FKA
Y EHRATIDICRIODEFAMEHLVEEINDIFETH S,

CORRRBIL, T7 LTI 1—2av X (&) ORAORBREARBELTERLESOTT,
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Key Principles cont’d ZE4EA (4/6)
° Risk Review UZX7 L Ea—

Risk Review is a topic which had been identified in the ICH Q9(R1) Concept Paper
as needing additional clarity.

YRZLEa—IiE, ICHQIRDDAVET FR—N—ZHWVWT, EHLEBH
HILDPDETHD LIERINTWEIEY I TH D,

The revision work, specifically through the development of training materials,
will address this by providing additional clarity on the expectations relating to
keeping risk assessments current and on the implementation of risk review
activities based on lifecycle manufacturing performance and quality feedback.
SEOKETEE IR, FICHHEEROERZBLT, 1) [VRITERXV
ERIOREICRD] 2&, ZLTQ) [ZA47HM 7N OREEEL RE
Z4—FRy 7IlESKYVRILE2—FHOEMICBIT 2HHFREEEHIC

BAREIC T 5| & T, CORMEICHLTEZFETHS,
Note that no changes have been made to the text in the existing
guidance in relation to Risk Review. %Z#&, UXZ L E2—[CfL TH,
BFEDH A X IDXEIZEEIRG L,

CORRIRHE, T7NTVYa—Yas X () O AOMAXARHELTHERLESOTY, 8
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ICH Q9(R1) Quality Risk Management -
Step 2

Key Principles cont’d E#ERA (5/6)

* Hazard Identification: The revision has provided the
opportunity to change the current ‘Risk Identification’
terminology in ICH Q9 to the term ‘Hazard ldentification’.
NF=F - TPAFVT4745—Yay (ZNF—FOBE)  SEOKET,
ICHQI® [YRVEE] mRAE%: [NYF—FORE] ICEETHR%2B,

This change in terminology brings the guideline more in line with the
current definition of Risk Assessment in ICH Q9, which makes reference
to the identification of hazards, not the identification of risks.
FAEOZOZEEIF, FHAFFM4 0%, YRIDFETIREL, [ZF—F0fE
(the identification of hazards) | & L TEXRT BICH QIORITDOY R/ 7R X
VIDERE, LYV—BITIbDELD,

ZORRRBE, TPV 1—ar X () OHROBREARBELTHERLEIOTT,

ICH Q9(R1) Quality Risk Management -
Step 2

Key Principles cont’d E#FRA (6/6)

Hazard Identification is the first step in Risk Assessment.

Risks can then be analysed and evaluated based on the

harms associated with the identified hazards.

NF—FDFEIE, VRITERAV FORPIDRAT Y 7T THB, YRIIE,

ZD#IC, JFESNF/YF—F (identified hazards) ICEEET 3EE
(harms) ICESWTHH - FHET 22 & HTE S,

This change will help readers better understand the

schematic of a QRM process which is set out in Figure 1 of

the current guideline; this currently refers to Risk

Identification instead of Hazard Identification.

ZOEEIF. RITHAFF4YORLREATLS QRM 7A£ 2D

BEEZREN & YR CEBRT 501K, ;

BER (NYF—FoRE] TREC TYVRI0OFE] ERELTLS,
CONREBE, T7 LYY 2—2av X () ORNORER ARBLL THERLIEOTT,

11

RE: RORSAREDOI=HDRAEDHA (ICH Q9 DAEER)

YRy=2x¥ Ak (Risk Management)
YRIDFEAAV b, AV FA—, AZazF—vav, LE2—OBEEICHL.
RETXIAY FOFH, FIE, REEZRFULTTEATSI L,
(The systematic application of quality management policies, procedures, and practices
to the tasks of assessing, controlling, communicating and reviewing risk.)

f& & (Harm)
BEADHEE, BRAGHEOTRXERERBORMICLZHELZET,
(Damage to health, including the damage that can occur from loss of product quality or
availability.)
Y —F (Hazard)
fEEOBEMNLRERE (ISO/IEC Guide 51) ,
(The potential source of harm (ISO/IEC Guide 51).)
REBIZE, BEEICE->TWT [FL—F0RAFHFBEL] . [EFABRTVWTEYVEWL] | 3
Wi DERAMMTHS ] Lo RkEBICHhD e, GBELTrHEZREITHMANAL,
ZOL I BEHRO [RELHZ LS BRR] 2/ F—FEES5. (WebBERLY)

Y24 (Risk)
REDREDERL ZNHNREL L EOEXMEOEZEHE (ISO/IEC Guide 51)
(The combination of the probability of occurrence of harm and the severity of that harm (ISO/IEC
Guide 51).)
Y224 (Risk Analysis)
BESNANY—FICHETZ YR OHEE,
(The estimation of the risk associated with the identified hazards.)

ZORRIEE, TP IV 1—av X () OHAOMASARBELTERLEBOTY,

10

ICH Q9(R1) Quality Risk Management -
Step 2
Guideline Objectives — Subjectivity in QRM
HAES4vnBEH- QRMIZHIT 3 EHIE (1/2)
* The Concept Paper for this revision work outlined why
Subjectivity in QRM was to be addressed:
COBREEEDIAV LT FR—"—TlE, BEQRMICH T3 EH
M (subjectivity) ICXIETBDhEBHLT: -
It made reference to high levels of subjectivity in risk assessments
and in QRM outputs, stating that the reasons for this can include
highly subjective risk scoring methods and differences in how
risks are assessed and how hazards, risk, and harms are perceived
by different stakeholders.
) ZZ7FHEXPQRM®D 77 b 7'y M IZHB 1T B B (subjectivit) D S 12D W T
EXkL. ZOEEL LT, FEEICEBNLY R I7FEALFER highly subjective
risk scoring methods )s Y R 7 DFHEAE, NY—F, YRI, "—LORT—
IHRNE =T EDRAADEVWEEDRIFOND, LIBRRTWS,

CORMREL, T7 VIV 1—2av X () ORAOREEARBELTERLEEOTT, 12
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives - Subjectivity in QRM

7:4 F54vnEH- QRMICH T3 E&HE (2/2)
It stated that subjectivity in QRM can lead to varying levels of
effectiveness in the management of risks.
QRMICH T2 EHMIF. YRIZRIAV FOFEHEDLALEELSE
B HARERD H D LTV S,
It indicated that, while subjectivity cannot be completely
eliminated from risk assessment and QRM activities, it may be
controlled using well recognised strategies, including addressing
bias and behavioural factors.
YR T7HERAY FRU QRM BB SO EHEZTRLICHRT B LIETER
WA, S TROTHHNER~NONGEEH, +HICREMSNABEREZAWT,
FHEEZAVPA—LTEZ e TESRZLERLT,

° The above points were the basis of the new text that was
developed for the revised guideline in this area.
LREDERIZ. COPBFOHAFFM4 L BETOEDICERSNAFH LWL

BE0ERL LT,
COMRRHIE, T7LIVY1—Lav X () ORAOBBRARHLLTERLELOTY, 13

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives — Product Availability Risks

AAE74v0B- BBAFOYRT 1/3)

* The Concept Paper for this revision work outlined why
Product Availability Risks were to be addressed:
SEOYETEENAV T FR—1N—TlF, BERBAFOY R ZHY
LEiF30hIco>WTHER L 7=,

It indicated that, while ICH Q9 is not a supply chain guideline,
quality /| manufacturing issues that impact the supply chain
and product availability can present risks to patients, and
managing these risks is important.
ICHQUEH 74 F =Y DHAFFA4 2 TREWD, 4754
Fr—UPREDOAFAREICKEEZER 2RE SIS LORER,
HICYR7 BT rEEELHY, ThODYRIZEEBTIILN
BEETHIILEzRLEEbOTHHT,

CORRRMIE, T7 LT 2a—2av X () OHHOBREARBLLTERLEZEOTT. 14

13

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives — Product Availability Risks
AAF74 0B - RBAFOYRY 2/3)

It stated that ICH Q9 already addresses product availability issues, as its
definition of harm includes damage from a ‘loss of product availability’.
Addressing lifecycle risks to manufacturing reliability and quality
assurance is the foundation for supply predictability.

ICH Q9 ofgE(Harm)DEZHICIE [HREIKEIDFEK] (“loss of product
availability’) I & 2EBEHFEEF N TWS 70, HRHHEHORIEICIZBEICHL
LTuaEiRTna, REDNFEEEL[ERIAEICHTEIA7H1o70Y
RZIT B Z e ld, G TFRIFTREMORBE LB D,

COHRRMIL. T7 LTV 1—2av X () OHAOMBERARHELTERLIBOTT, 15

15

14
ICH Q9(R1) Quality Risk Management -
Step 2
Guideline Objectives — Product Availability Risks
HAFE74 0B - RBAFOUYRS 3/3)

° It stated that an increased emphasis on this would be beneficial, whilst
recognising the need for flexibility in how much formality is applied in
relation to risk-based drug shortage prevention and mitigation
activities.

YRIRN—ZDEERFROMIL - BHEEICEEL T, LOREE THE
XML LD ZEERT 20OV T, REUFLETHD I L ZFRML 2.
CORELVERTDILEVERTH D LBRRTWS,
° The above points were the basis of the new text that was developed
for the revised guideline in this area.
UEDREBFAT. COFHOHALSAVBEDT-HODFH 1T+
ArDMERIENT=,
CORRERIE. 77 LIV 21— ar X () ORAOBBEARHEL THERLESOTY, 16
16
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(BRix) RODRZAFD
“Formality” M EREEIZDLNT
ZDRFA FUET “Formality” ORI EYVEOLNS, BERETOZYETIHEN
FTHATHZDT, ZOMRRAXTREFR (74— T 1] 2EHT 3,
FEHhTWAXEORFNARLIR., [FHEE, BX, H3REER0RAICHLT, &
YROT7EREER, EDMNMEFTERICTIN?] EWH3Z2EDEFITHSB,
bLRAZIS, COREOE%REWebTHARI-LZA, TRRD LS LRREHI D -7 :

Formality : mticcbsc e, HuE BEL S, BROTE ABOEWHETOTE

* A formality is something that follows traditional rules. Even though you knew your request for
time off at work would be approved, you still went through the formality of filling out all the
required paperwork. (7 #—<VY 71 &E, HEOHUICH -2 DTT, BETORBREENERS N
2ebhho>2TVTH, HELRVBELEFETATRATI VIS RANLFREZLY ELE, )

- Formality also means to align with customs or etiquette. In this way, a formality is often
something that‘s more symbolic than necessary. For example, when a big group sits down to eat
dinner together, no one starts eating until everyone is served. That formality of dining etiquette is
a sign of good manners and consideration for others. If you're British, a formality of your culture
is to curtsy or bow when you meet the Queen. (7#—%F 1 &, TEPZF & v FIRI EVS
BURbLHYET, n&5i, BRANLbOL VLI DIE, BEULICKRBHNALOTHZ I LHZLOT
T, BRI, KABTE->TYRERNDLE, REAFRKHIETHLENKHEL., HOREOT
Fry boiRid, 2F—PHANOEEBORNEBDOTY, bLHLLHFIFYRALEL, XEICR-T
LELHEBETION, HhifbOXLOERTT, )

17

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives — Formality in QRM
HAKEF4 DR - QRMIZBEF 37+ —2 U T4 HKES  (2/3)

It indicated that there has been significant confusion and uncertainty as to
what constitutes formality in QRM work, and how it would be useful to
clarify what is expected in terms of formality.

TQRMEBICHEI 27+ -2 U T 1 &, ATHRTBMICOVTAERRILLT
BEELHD] T, ZLT [74—2UT 4 EVLSERHIL, AFPFIAT
WENEAREICT DLV EATHD | L 2iERL.

It suggested that there is flexibility in how much formality may be applied in
relation to QRM activities, while emphasizing that robust risk management
should always be the overarching goal of QRM.

QRM EFICEL T, LOBREOEAEZBERATINOVTRERESH S
L% R T E—HT. QRM OEIEMLEIZE (overarching goal) IFH ICHEEL Y R
VEBTHINETHDI L%, BALTWS,

COFRRERZ, T7NTV)2—2av X () ORRAOBRSARBEL THERLELOTY . 19

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives — Formality in QRM
HAFZ4vnEH-QRMICHEITZZ7+—< VT4 (1/3)
The Concept Paper for this revision work outlined why
Formality in QRM was to be addressed:
SEOBREEEDAV T FR——TlE, BEQRMICHITS

7+—<UTF4EZWY EIFB0HNIcOWT, #EFHLTWS,

- Itreferred to a lack of understanding as to what constitutes
formality in QRM, and how this area has the potential to be further
developed to lead to a more effective application of QRM
principles.

QRM [281+ET74+—UT1LIFAMZDVTHOERARE L, QRM DREI
ELYHRNISERT 2012, CORFESLICRBIESTHELAHD
CEITDVWTERLTVS,

CORREBIE, T7 LTV 2—2 a0 X () ORNOBAR ARHEL TERLIEDTT, 18

18
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives — Formality in QRM
HAE54v0BH-QRMIZEITZ 7+ —2U T 4(3/3)

The above points were the basis of the new text that
was developed for the revised guideline in this area.
LEDERD, #it-TF X IOREBLE->THEY ., TN,
ZORBTORELEEHOEHICHESNEZLOTH S,

COFRHRERIE. FT7VTVYa—vav X () OHNOMBEAEHEL TERLELOTY, 20

20
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives - Risk-based Decision Making

HAEF4 VDB -YRIR—RDERRE (1/3)

* The Concept Paper for this revision work outlined why
Risk-based Decision Making was to be addressed:
SEIDOHEEZDConcept PaperTlE, HEYRAIR—ADERRE
(Risk-based Decision Making) ZHY EIF 5D H, TOMEEHBAL=,

It referred to a lack of clarity on risk-based decision-making and on
what good risk-based decision making actually means, how QRM
may improve decision-making, and how risk-based decisions might
be achieved.

VRIR—ZADBRRE. BLIZUAIRA—ZADBRBRENERIFER
KT 5D, QRM REDLSICEE REERET SO, YRIR—RD
BERREEEDLSICERTHONMBERETHNEITERLTIS,

CONREMIE. F71 T/ 222V X (i) ORAOBBRFRBLL THERLILOTY, 21

21

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives - Risk-based Decision Making
AAFS4vnBEH -Y RIR—ROBBIRE (2/3)
It referred to peer-reviewed research in this area from other
fields, but how the level of visibility (and uptake) of that
research within the pharmaceutical industry may be improved.
ZORBOMDBOEFRMERRICOVTERLTNSH, WEERICET
ZTOHMROBHE (BLUBMYRAAH) EEDKSITHET S LN TELOM
DLWTERLTWLS,
It proposed addressing the expected benefits of investing in
risk-based decision-making activities.
YRYR—ZADBEBREFZHITRETHLET, BFShBIABIZONT
BERIBHEEREL,

COXRREARIE. T7NTVYa—2av X () OHAOMBRLARBEL TERLEEO T, 29

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives - Risk-based Decision Making
AAFF4Y0EN -YRIR—-ZDEBRE (3/3)

° The above points were the basis of the new text that
was developed for the revised guideline in this area.

UEDRZBEAT, x2HFOHA 74 VY BED-HD
HLWTFR AR SN,

CORREBE. F7NTVYa—Lar X () DHAOMBLAEBELTERLEHOTY . 23
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives #4F514>0BH (1/4)
* Scope: The scope of the revised Guideline is unchanged from the
current version of ICH Q9. This reads as follows:
BEREE  CORELEHA K54 0ERERIE, BTOICHQI b
ZELEV, THEBUTOLS ICHEAERXS,

°  “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).”

CCDHARZINE EZAR D B DHE 2 5 E BT A B AR B RO TR A
DIFEES— )L DBIFLERT B CHEDEIEIZIE, [FE. EEMR, NI RBELL
NI T0/O°—RG (EEdG AT RONAT 70/ 05 —RGZH B FH .
JBIR. BRTEHY. B RFHHDREBESL) D17V 10N EBLEFF. #E. it
B, BERVEE - FETOCILEFNSE,"

ZOHRFRIE, 773 VY21—2av X(#) OHAOHBEARBELTERLELOTT, 24

24
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives #4F54>v0BM (2/4)

* The implications and benefits of the revised guidance are
expected to be the following:
BHELEHALVRICEY), UTOL S hEREMREPEFTFINET :

o Arevised ICH Q9 that addresses the four areas of improvement referred
to in the earlier slides could help conserve regulatory and industry
resources.

KDRFA FTCERSNEHEDLDDRE (%) ICHETIHES
N7z ICH Q9 ¥, RFLR/RUVERDVER (Y V—R) ZHHNTZD
ISR OFREMED H B,
¥ (FRiE) ZHBORFA FICHZRE, EER. NMTHIEBLV
NAFTY /0P -HRORFEET,
CORRIHIE, 77TV a—av X () O ADHBBRSATHELTRRLELDTT, 25

ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives #4F54>0B#H (3/4)

o For example, addressing the above areas more explicitly could
lead to more effective, efficient, and science-based control
strategies among manufacturers, improving manufacturing
consistency, lowering costs and reducing the likelihood of quality
defects, recalls, and medicine shortages.

BIZIE, ERROERICK Y BERICHLT S Z & T, REXEBT, &

URRE, HTH, HORFHRRIC BSOS EBERBATHOA, BE
O—EMPrEmEL, AR FATHY, RERME. BN, EERTED

ATHE EHRADT B Z D EF SN D

ZOFRIEE, TP IV 1—ar X () OHAOMASARBELTERLEBDTY, 26

25
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ICH Q9(R1) Quality Risk Management -
Step 2

Guideline Objectives #4F54>v0BMH (4/4)

o If manufacturing and supply chain processes are designed and
validated in a manner that adequately reflects the QRM principles,
it is reasonable to expect that such problems could decrease.

H LEERVY 754 F -0 7AEZD . QRM ORAI% &)
ICRBLEFETHRE A, NUTF—FShhnlE, zok 5 LREEIE
BLTEEEXDDHNRETHA S,

o Other potential benefits are addressed in Annex 1 of the ICH
Q9(R1) Concept Paper of 13 November 2020.
Z D DBENAEF SICOVLTIE, 20205 11 A 13 Ho ICH
QI(R1) aAvE 7 FR—r"—DOHEE 1 ICEH#HS N TWS,

COFRRBE, F7NIVY21—Sav X () OAD MRS ARBELTERLELOTY, 27

27

ICH Q9(R1) Quality Risk Management -
Step 2

Tableof Contents B *x 1/2)

* The table of contents of the revised Guideline remains
largely unchanged:
BEEDHA FFAVOERICKELERIRE L,
o Two new sub-sections have been added to Chapter 5 (Risk
Management Methodology):
FEE (YRIRXI AV MFE) 1222009727 avh
BmEhiz,
- 5.1: Formality in Quality Risk Management
REYRITRIAY FOER
- 5.2: Risk-based Decision Making
JRIR—-ZDEBRE

ZOFRIEE, TP IV 1—av X () OHAOMASARBELTERLEBOTY, 28

28
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ICH Q9(R1) Quality Risk Management -
Step 2

Table of Contents B % (2/2)

o The title of Annex 1 - ‘Risk Management Methods and Tools’ - has
been renamed ‘Quality Risk management Methods and Tools’.
HEEBLIOXA bV [YRIZEVAV FOFEEY =] 1§, [REYRS
RARIAVPOFEEY V] ICEESNT,

o A new sub-section 1.9 has been added into Annex Il (Quality Risk
Management as part of Integrated Quality Management). The new
sub-section is titled ‘Quality Risk Management as Part of Supply Chain
Control’.

HLLYTEI2av .90 HEEI (RANSREIRI AV PO—RELT
DRBEYRITRIAVE) 1T, BIEATWS, HILLWITEIVarniq
PV (754 Fz—VEBO—RELTOREYVRIZRIAV L] THD

COFRRBE, F7NIVY21—2av X () O ADMESARBELTERLELOTY, 29

29

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content
HAFZ4AORBOEN (/2
(In relation to Subjectivity in QRM: QRMICH 72 EBEICEALT) #HE

Subjectivity can also be introduced through the use of tools with poorly
designed risk scoring scales.

Fle VRIZAFRFITO R —)L (B RY) OREHBT+2 Y —ILEERTS
CEITEL T, ERMEAELHAREMEA DD,

While subjectivity cannot be completely eliminated from QRM activities, it may
be controlled by addressing bias, the proper use of QRM tools and maximising
the use of relevant data and sources of knowledge.

QRM EEN A S EBMEZ TRICHRT B2 Z LB TERVLA, NATRITHLL,

QRM V— Lz @YICER L. B&ET 27— 2 RUMERZRARICSERT 3
ZEiTkY, EBEEMFTELHTES,

All participants involved with QRM activities should acknowledge,

anticipate, and address the potential for subiectivlty

QRM EFCEbh 22 THSMEE, THREORIREEZZHEL. F7

L. I RETHB,

COFRRBE, F7NIVY21—Sav X () OAD MRS ARBELTERLELOTY, 31
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ICH Q9(R1) Quality Risk Management -
Step 2
Summary of Guideline Content
HAFFAVORBDEN 1/2)
* In relation to Subjectivity in QRM: QRMI=§1+5EHPECELT

The revised Guideline indicates how subjectivity can impact every stage of a QRM
process, especially the identification of hazards and estimates of their
probabilities of occurrence, the estimation of risk reduction and the effectiveness
of decisions made from QRM activities.
ZOWELLHAFFM4 0 TlE, EBME Gubjectivity) H*QRMZ7AELZRD
EEBE, BIC INF—FORELZORERROHE] . [URIER
DEE] RV [QRMIBEEID LB/ ONFREDEME] ICLWHICEEES
ARBEIMHRINTWVD
Subjectivity can be introduced through differences in how risks are
assessed and in how hazards, harms and risks are perceived.
EEM (subjectivity) &, YRZZEDL S ICFHET EH. ZL T
Y—F, BE. VRIZEDLS ICEBETIHIDEVTHLINDD
DTHD

ZOFRIEE, TP IV 1—ar X () OHAOMASARBELTERLEBDTY, 30

30

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 F54 Y ORBRDEH (1/16)
* In relation to Product Availability Risks: &G AFURZ(ZELT

ICH Q9 already addresses product availability issues, as its definition of harm
includes damage from a ‘loss of product availability’; this point is highlighted in the
revised guideline, where the first QRM principle in ICH Q9 is revised to add the Note
in red as shown below:

BRAFYRIICEAL T eE0EsIc (RIOAFTHEEOEL] 0k
PIEEVEEND/H, ICHQI X, I TICHRADOAFAIREORELZE>TW
% CORIE, WEROHAFF4rTHEASITEY, ICHQI nLHD
QRM RBIIE, iEZEM UATDLSICHFTRLE) TIRTHREINTLS,

°  “The evaluation of the risk to quality should be based on scientific knowledge and
ultimately link to the protection of the patient. (Note: Risk to quality includes
situations where product availability may be impacted, leading to potential
patient harm.)”

[ar B3T3 Y X2 DFFMfIL, FIFRIHEICEDE, BIAIICIEEEZ DIREIZD
LHBEDTEBINETHS, (£ ABEICHTEYXIICIE, REDAFAFEMIC
FEERIFL T, BENGEENDEZICOLDSAREN S I K TEEL) "

CORRRMIE, TPLTY 1230 X (#) OHPOREBERRHELTHRLESOTT, 32
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 K54 Y ORETOEHN (2/16)

(In relation to Product Availability Risks: #@RAFYRZICBALT #i&)
The revised guideline addresses how quality/manufacturing issues, including non-
compliance with Good Manufacturing Practice (GMP), are a frequent cause of
product shortages, and that the interests of patients are served by risk-based drug
shortage prevention and mitigation.
BEL=HMAFF4TlE. GMP (Good Manufacturing Practice) ETERZ# &L @
H/HELOMELVRBAREZREIT—DODEELFERTHY ., YRIIZEDL
EXSTROF LEMD, BHEOMBEICHISZ L ZMY EIFTW3,
It indicates that an effective Pharmaceutical Quality System drives both supply chain
robustness and sustainable GMP compliance.
MRNBERSREVRATLER, Y7574 F 2 — v OBEM LIFHATREAGMPE
FOWMAEZRETDILEZTRLTVLS,

CORRRBIL, TPLTYY 21— v X(B) OHPOMBREARBELTHERLESOTT, 33
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 F54 > OREDNER (4/16)

* In relation to Product Availability Risks: #@AFURSIZEALT #HE

The revised Guideline addresses several factors that can affect supply
reliability, and hence product availability, and it provides guidance on
each of those. The factors include the following:

BELTHA F T4 TR, SEOEREE. DL TRERORENICHEE
EZ523202Hh0EREZNY EIFTHEY, ZLTEI2DDEFICERLT
BY, ZRENIODVWTHAEZ Y REZRL TV, ZOEFRELIZUTOEY
T9Y

Manufacturing Process Variation and State of Control (internal and
external) ELETED/NF Y+ L EBIRE (NEH L UHER)
Manufacturing Facilities 543&:%1i

Oversight of Outsourced Activities and Suppliers

NBERFTHE LUV T4V —DER

CORRRBIL, TPLTYY 21— v X(B) OHPOMBREARBELTHERLESOTT, 35

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 K54 >oRENER (3/16)
In relation to Product Availability Risks: #R2AFURYICELT #H

The revised Guideline addresses how an effective Pharmaceutical Quality System
uses QRM and Knowledge Management to provide an early warning system that
supports effective oversight and response to evolving quality/manufacturing
risks from the pharmaceutical company or its external partners.

BELEHAF T4 TR, BROLEERRELZXT LD, QRMEF LYy
VRRIAV I REDES ICERATINICERLTWS, Chid, HERHP
ZOHNEBN— b F—TRETIME/BEDY R ~D, HROLER LT
EXBETIRMAES O RTLAZRMBT B HEEZMY LIFTW3,

It indicates that the level of formality applied to risk-based drug shortage
prevention and mitigation activities may vary.

ZhiE, YVRIR—RDEESFFROFHRCENEBRICERSNS 7 4 —
TVTABLANLBKRATHD I LZTRLTWD,

CORRRIE, TPLTY 1230 X (#) OHPOMBRERRHELTHRLESOTT, 34
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 k34 > ORADNEH (5/16)

In relation to Formality in QRM: QRMI<&I(1474+—<UT<IZBELT
The revised Guideline addresses what constitutes formality in QRM
and it outlines how varying degrees of formality may be applied
during QRM activities, including when making risk-based
decisions. In this way, formality can be considered a continuum (or
spectrum), ranging from low to high.
COWELEAAFFA TR, QRMICHITZT7+—<YT1Ld
AMTOVWTERL, ZLTYRZICED CERBREZEEL QRM &
BICHWT, RALGBEOERZ 7+ —< VT4 TERZL2BHL
TW3, ZOEIBFET, 74—V T11d, BLioroELD
DETOERE (XLBRARIPL) EEXDILHTES,

CORRRMIE, TPLTY 1230 X (#) OHPOREBERRHELTHRLESOTT, 36
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 K54 > ORADNEH (6/16)
(In relation to Formality in QRM: QRMIc#1337+—<UF (4 ICBELT (k%) )

It addresses the factors that may be considered when determining how much
formality to apply to a given QRM activity.

KAARFFA47E, % QRM FEICH L TEDERED7+—7 U T 1 2iEA
TRINERETIRIC. ZEINIAHEOHZERZERY EIFTW3S,

It provides guidance on the characteristics of higher and lower levels of formality.
74—V T ADEVLRILBEMEVDLRLOBEICET2HM 4 X2 R1#
LTw3,

It indicates that there is flexibility in how much formality may be applied in relation
to QRM activities, emphasising that the robust management of risk should always be
the overarching goal of QRM.

QRM SEENCRIL T, EDEBED 7 +—< VU T 1 ZBAT 3D OV TIERIRESD
HBT R, YR DEREEEANEICQRM OBENLBETHEINET
HHILEEALTVLS,

CORRRBIL, TPLTYY 21— v X(B) OHPOMBREARBELTHERLESOTT, 37

37

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 F 54 > OREDEH (8/16)
(In relation to Risk-based Decision Making: JARAIAN—XDEFREICEELT #HE)

The revised Guideline provides guidance on how there are different processes
that may be used to make risk-based decisions, and how these are directly
related to the level of formality that is applied during the QRM process.
BELFEHAFFAVE, TVRIR-RDBEBREEITI LHICERAS
NoF4B7TRERHPHS] &, ZLT [ZhBHQRMZAERICEW
TEATIBBADLANEEDL S IKEEBFEL TV R IEOVLWTo
HAZYRERHFLTWS,

It addresses how there can be varying degrees of structure with regard
to approaches for risk-based decision making, and guidance on such
approaches is provided.
YROR—ZDEBREDHOTTA—FIZEAL T, EQKSITHALIEED
BEAHYFHINERY LIF, ZO LS54T TO—FICBET A1 0 RERHEL
TL%,

SRR, T7ILTVYa—LaV X () OHAOBBSARHELTHRLESOTT, 39

39

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 F5 4 > OREDEH (7/16)

* In relation to Risk-based Decision Making: 'JAIN—ZDERRE(CEELT

The revised Guideline provides clarity on what effective risk-based
decision making is, and it indicates that approaches to risk-based
decision-making are beneficial, because they address uncertainty
through the use of knowledge. This facilitates informed decisions in a
multitude of areas, including when allocating resources.
WELEHAFFA VI, HRABY RIR—-ZADBBRE & 13
PERAREICLD, ZLT, URIR—ZOBEBRE~NDT7A—F
iF. FRETHZILEZTRLTVS, VW50, FyLPoflA%Z
BLTFEREICHLTESDLTH S,

hicky, BR (VV—-2R) BE2ECHELALSE T, BRICE
DVWBRRENBRICED,

CORRRIE, TPLTY 1230 X (#) OHPOMBRERRHELTHRLESOTT, 38
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 kK34 > ORAEDEH (9/16)

(In relation to Risk-based Decision Making: JAZR—ZDOEEREICEELT #=)
As noted earlier, there is no change made to the current
guidance in ICH Q9 on Risk Review.
FRoEHY, ICHQIDY R/ LE2—ICRTZRITOHA
FYRCEEIREL,
The new training materials that will be developed to support the
revised Guideline will have content in relation to Risk Review, in
line with the Concept Paper, which stated the following:
BELEHAFFA &Y R—T2-HICHEINZHL
Whb==vJ&RIE, avET FR=N=IThR>7zY RS
LE2L—ICEETIARZEOILICRD,

COHREHIE. T7 LTV 1—2av X () OHPAOMBEARHELTHRLIAOTY, 40
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 K34 > ORADEH (10/16)

(In relation to Risk-based Decision Making: YR/R—ZXDEBREICEELT HE)

*  “This work could provide additional clarity on the expectations relating to keeping risk
assessments current and on the implementation of risk review activities based on
lifecycle manufacturing performance and quality feedback. Risk review ties in with the
concept of continuous improvement as expressed in ICH Q10 and in the lifecycle
management guidelines (ICH Q12/Q14), and it could be addressed by developing
additional training materials on this topic.”

[CDfERId, YRITEIX | ERFTOREICROCE, RUZL7HV12
WDELEMEE (manufacturing performance ) EqREIZ 4 — Py 2 ICEDS YR 2
LE2—FEDERICET SHIFERES OICHEICT S TESES T,
YRZLE2—It, ICHQIOPZ A 7Y A INTREX DL FZ1>

(ICH Q12/Q14) ICiRENSMEHIXEDEZLBUOVTEY, CDF—7IC
BT BENDHHERHEHET E L THRTESZES 5, | LiRTW3S,

COMRERIE. T7NTVY1—2aV X () OHPNORBEAEHELTERLIELOTY . M

41

ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content

- There are four cross-references in ICH Q9(R1) to ICH Q10

ICH Q9(R1)ICi%, ICH QL0Icx T 24-DIHESEHLH S (12/16)

° The first is in the new text that relates to Subjectivity in QRM. It
states: $—I3. QRMICH T2 EHEICEHET 2H LLWNETH S,
ZRICBRDE S IZEHPNATWVS ¢

+ ‘While subjectivity cannot be completely eliminated from quality
risk management activities, it may be controlled by addressing bias,
the proper use of quality risk management tools and maximising
the use of relevant data and sources of knowledge (see ICH Q1o0,
Section 1.6.1).

[REBEURIZRI AV MEBIOEHREZRLICHRT 22 LB TERWLA,
RBY (NATR) WL, RBEYVRIZERIAY POV —LEEYIZER
L., BBETZT—2RUVHEE (FLv¥) 2RARICSERTS ZLickY.,
FEHEZFEHIZILHTES (ICHQL0, 1.6.11E8HE) | .
CORREMIE, 77 LTV 21— 2 X () OHADDBRRAEMLL TERLELDTS . 43
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content #4 F54 > OREOEH (11/16)
* In relation to Hazard Identification: /¥ — FOHEICEAL T
+  The only change made in the Guideline on this topic is to replace the term

‘Risk Identification’ with the term ‘Hazard Identification’.

COREYIRIZEALT. RHA F A /7o -M—DEEIZ, [YRIDEE]

& [NY—FORE] IKBERRAEZETHD,

The new training materials that will be developed to support the revised

Guideline will have content in relation to Hazard Identification, in line with

the Concept Paper, which stated the following:

ZDHA K74 DEREICHEVHFICERSNIHERMIE, aveT

FR=N=TRDELFITERONTVE &S ICNYF— FEEICEEYT 3

RBEEZFOZLICHRS :

°  “This change will align with the expectation to identify hazards relevant
to patients when evaluating risks; moreover, it may improve how hazards
are perceived and assessed.”

"ZOEEIF, YR EFHET DRICEEICEET INY - FEEE
TRIEADHFIRIBDOTHY ., EHIc, ~NF— FORH L b
DHEEEQRET DRI H D, "

COXRERE, T7 VT 2—2av X () OHAOHBEARBELTERLELOTT . 42
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ICH Q9(R1) Quality Risk Management -
Step 2

Summary of Guideline Content

- There are four cross-references in ICH Q9(R1) to ICH Q10

ICH Q9(R1)ICiE. ICH Q10Icxd 24> DIHESEHLH 2 (13/16)

The second cross-reference is in the new sub-section 5.2 on Risk-based
Decision Making. The new text states the following:
FE_OWEESRIE, [VRZICESCERBRE] ICBAT2HLLWE TS
¥av52TY, MLLXEICRERDOELS ICRESh TV,

‘As all decision making relies on the use of knowledge, see ICH Q1o for

guidance in relation to Knowledge Management.’

TTRTOBBREGMEOERICKFL TVW S0, MHEE (FLv

TRV AVE) ICETBRHA L RIZICHQLI0 28 BT 2L,
These cross-references to ICH Q10 serve to highlight the importance of using
available sources of knowledge (e.g., pharmaceutical development studies, process
validation studies, change management activities, etc.) and Knowledge
Management in general during QRM activities.
ICH Q10 ~®d Zh b5 DEESRIZ. QRM EBNCH W THIARIREAMRE (-
Ly V—2) fl: EERRARAR. 70LXNYF—>a ViR, ZEEEEH
%) RU., MEEELMK (FLyP - wxIAVE) 2FATIILNEER%E AT
DITRIDBDTH B,

COMRRHIE, T2V TIY2—2a0 X () OHROBARARHELTHRLELOTT, 44

44
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ICH Q9(R1) Quality Risk Management -Step 2

Summary of Guideline Content
- There are four cross-references in ICH Q9(R1) to ICH Q10
ICH Q9(R1)(CIE. ICH QL0ICXT 24> DIHESRBHH 3 (14/16)

* The third, in Chapter 6 of the revised Guideline, is in a new section titled “The role
of Quality Risk Management in addressing Product Availability Risks”. In
relation to oversight of outsourced activities and suppliers, it states:

B, WEDHAFFA Y OFE6EIC, [HBHEIL Y X2 ~DIIGICEI] S5
BYRovF X2 FORE EVWHSEANHRINEIETHD, NEBET
EEPHIGEOEBEICREL T, ROLSITEROGATVS

+ ‘When substantial variability is identified in the quality and safety
of supplied materials or in the services provided, enhanced review
and monitoring activities are justified (See Section 2.7 of ICH Q10).”
[ 2% Y DEBH, #iZSNSEMHDORERVLEME, XIFEHRS
NBY—ERICEVTHFSINELE, LE2—RIN E=XY>
IiEBDEEEZL M EIF> T3 (ICH QIOD2.7ELME) |

CONREBIE, T7VTVY 1—Sav X (i) DR AOMBRS RS ELTERLELOTT, 45
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ICH Q9(R1) Quality Risk Management -Step 2

Summary of Guideline Content
- There are four cross-references in ICH Q9(R1) to ICH Q10
ICH Q9(R1)(CE. ICH Q10X T 24> DIMESRBHFH 3 (16/16)

° These cross-references to ICH Q10 serve to highlight the
importance of QRM in ensuring that processes are in place to
assure the control of outsourced activities and the quality of
purchased materials.

* ICHQIOt DiRESRIZ. ZO7OLRHNBEAXEBEOERL, BAZ
NEEMBORBEZRILT 5 k L 2HRICT 570D, QRMOEEE%
BRT2HDTH S,

CONREMIE, T7VTIY 1—Sav X (i) DR AOMBRS RS ELTERLELOTT, a7
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ICH Q9(R1) Quality Risk Management -Step 2

Summary of Guideline Content
- There are four cross-references in ICH Q9(R1) to ICH Q10

ICH Q9(R1)iciE. ICH Q10ICxd 24> DIHESEAH B (15/16)

° The fourth cross-reference is in the new Annex Il.9, titled ‘Quality
Risk Management as Part of Supply Chain Control’. In relation to
supplier oversight and relationships, it states:

EEBOHEESRIE, Y774 Fz—>vavra—Lo—RELTD

mBEYRIZRIAV ] EEENEFHLOWABEIIICREHEIATL

FY, HEEQEFLBARICEEL T, ROLSISRROATWVS,

 ‘To enhance review and monitoring activities (see Section 2.7 of
ICH Q10) when substantial variability is identified in the quality and
safety of supplied materials or in the services provided.’

[EEINZEMEORERVREERIIREINZ Y —ERICENVT
RENAETHHIBERINLBEIC, LE2-RUTEZRY VY IEH
(ICH Q10m2.7T1E% 88) #%#3@{kT5Z L]
CORRIEIE, TP LIV 1—Las X () DR AOMBEARHLELTHERLELOTY, 46

46

ICH Q9(R1) Quality Risk Management -
Step 2
Considerations zZ B 1/®

 Itis considered that the new guidance in ICH Q9(R1) supports the
existing guidance in ICH Q8 and Q10, as well as ICH Q12 and other
Quality Guidelines. Those other Guidelines all rely, to some extent,
on the application of quality risk management principles.

ICHQI(RL)DEF LWHA £~ R, ICH Q12135 D Z &, ICH Q8% U'Q10%
LT, 200 RBICEATZHAF 54D, BEOHAZ VY REYR—-+T3
LEZOND, ZTNODMDOHA R FTAVIETRT, REYVRITRIVAVID
FRIOBRICHIEERELTWLS,

+ This revision of ICH Q9 is intended to result in more value-
adding and effective approaches to quality risk management.

ZOICH QDA EIF, REYRITRI AV MIRLT, &V {FhnfHE
DEVWHRNAET7A—F2b03 2 E2BERILTWVWS,

COHREHIE, TPV 1—S 3L () DR AOHBRS ARHELTHRLELOTT, 48

48
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ICH Q9(R1) Quality Risk Management -
Step 2

Considerations £ = (2/8)

° The new guidance recognises that digitalization and emerging technologies
can present certain challenges, and it highlights how the application of
quality risk management to the design, validation and technology transfer of
advanced production processes and analytical methods, advanced data
analysis methods and computerized systems is important.

ZOHLULWHLA LY RIE, TFYANMEB LU EARTD—EORELH LT
ML HD L ZRWBLTHY . BENLEETOLRBIURNEE. BE
BT—2@RAE AvEa—2 Y RTLORE. NUTF—a v, i
KRBV RIZRIP AV M ZBRATIIEAVNICEETHIDZERAL TV,

* When finalised, this revision of ICH Q9 should be read in conjunction with the
official ICH Q9(R1) training materials that will be developed prior to the
completion of Step 4 of the ICH process.

* ZOICH QDK EIRNTER L=BEICIZ. ICHZ7RERDRT v 74 DETHEICHE
BENBFEDARICH QI (R1) HEBRLADLE THRAEEL,

CONREBIE, T7VTVY 1—Sav X (i) DR AOMBRS RS ELTERLELOTT, 49
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ICH Q9(R1) Quality Risk Management -
Step 2

Considerations £ = (4/48)

® This revision provides guidance on each of these four areas, and it will be
supported by official ICH training materials, including case studies. Risk
Review activities will also be addressed in the training materials.
SENHEIF. CNLA2DBFZNETNICOVTHAEZVRZREL, ¥—X
AT 4 ZBUICHAR FL—= Y VERTYR - T 3FETHD., £, Y
R LE2—FEBIOLTHHEEROPTRY LIF2FETH S,

A change in terminology from Risk Identification to Hazard Identification has
been made in the revised guideline, to better reflect the existing text
concerning Risk Assessment.
URIDHENBINF—FRBINORAEOERL, URIT LR AV MBET HEHF
NDXEEIYISRBEEZHIC BELIHIRFSIUTITOAEEHDTHS

CONREMIE, T7VTIY 1—Sav X (i) DR AOMBRS RS ELTERLELOTT, 51

ICH Q9(R1) Quality Risk Management -
Step 2

Considerations E =B (3/4)

¢ While ICH Q9 was instrumental in introducing QRM approaches to both industry
and regulators, the benefits of QRM have not yet been fully realized.

ICHQ9 I, EERLMAHLUR/ORAIC QRM 77A—F2EAT 3 Z LICHEMK
L7, QRM OFR I3 X E+FICEREIhTLAEL,

® Four areas for improvement with the current application of QRM have been
identified. These are as follows:
HED QRM OFRISOVWT, 42DBRETANEFEIHFESATWS,
ZNOIIUTORY TH? :
o High levels of subjectivity in risk assessments and in QRM outputs
YRIFE@E QRM D7 b7y McBlF3aw L LnEEHit
o Failing to adequately manage supply and product availability risks
G E HR/AFOY X7 2 BYICEBO RN
o Lack of understanding as to what constitutes formality in QRM work
QRMEBICHEWT, MEH>T7+—2UTALTEHICOLTO
BRAFATELTVLS,
o Lack of clarity on risk-based decision-making
JRIR—ZDBBREHNVAETHL

51

COMREHIE, T7NRYY1—2av K () ORAOMBRS ARHLLTERLELOTT, 50
50
ICH Q9(R1) Quality Risk Management -
Step 2
Contact
* For any questions please contact the ICH Secretariat:
admin@ich.or
International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use
52
52
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