1. HH Objective

ELFeNRERRF, AP HEA LT aRem Nk HRATHE, FEAEH, RIEXZLW~ 8 HE. fT2 a0 0#REZR
R FEFHNR £, RIPEFWT H A,

The Quality Risk Management Procedure 1s established to define, evaluate and control potential

risks to product quality, and to help to avoid adverse quality 1ssues or accidents so as to assure patient benefit.

2. Y E Scope

BERA TR RERRANRE NG EE,
This procedure applies to quality risk management of Gosun quality system.

3. 7 fE Responsibilities

3.1 e AR HANERTRERANG TR, #EH,

It 1s the responsibility of all personnel conducting Quality Risk Assessment and preparing the documents to adhere to

this procedure.

3.2 mERWEEAK

Team leader of quality risk management

3. 2.1 iR A BRAE A B |10 FR B R B 3

Take responsibility for coordinating quality risk management across various functions and departments of the
organization.

3. 2.2 R RERGERE FHA SOP MzHAT, FHEAREHNEIET A,

Assure that the quality risk management process as defined in this SOP is followed and that adequate resources are

available.

3.3 MEXMA: fAF#E (REARITEER ) RANRAREERER,

The Qualified Person: approve < Quality risk assessment sheet > and closing of a risk management process.
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3.4 QA A 13 BE P B A B R SR B R AT I 45 Pl 12 8 o [ 2 G

= SVANN

QA Office: review the systematic process of evaluation, control, communication and review of quality risks during the

life circle of products.

4. 5| K FxvE R X References
(A RAEFREEENT LT )

<China Good Manufacture Practice > (current )

EU GMP 37 Volume 4

<EU Guidelines to Good Manufacturing Practice Medicinal Products for Human and Veterinary Use (Volume 4 ) >

ICH Q9

5. WZ Contents

5.1 = X Definition

o. L1 Al b &I = IR 7 A 9 BE )

Detectability - the ability to discover or determine the existence, presence, or fact of a hazard.

0. 1.2 & MEENGE, AFF &R ERERTHEEERNGE

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

0. 1.3 EWMIE: BEMAERIR.

Hazard - the potential source of harm.

0. 1.4 RENKEE: —E2RaNERF, ATHHT R A AR FHREITE. =4, FEKRUKE,
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 life cycle.
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0. 1.0 gttt HEFMK EMMERT B,

Likelihood - frequency or probability of the adverse event occurring.

0.1.6 mEM: MARIFETREERNERNEE

Severity - A measure of the possible consequences of a hazard.

0. LT RRiffl: MR RAGHBHERE#TFHERE, UWEHDEETAHRE, BRORFTHH BH L A,

Risk Assessment - A careful examination of what could cause failure of the system so that decisions can be made

about what 1s reasonably practicable to reduce or prevent malfunctions.

0.2 RMERREERFHENEECEHFTARTUTER:

This quality risk management procedure applies but not limited to the following 1ssues:

5.2. 1 ke ekl S ME,

Defining environmental monitoring positions of clean room and HVAC systems;

0.2.2 %A FWMITAERTLSH.

Establishing limits and parameters of manufacturing process;

5.2.3 W fEE B,

Evaluating effect of changes;

0.2. 4 R mEEE ML EH M EE,

Determining levels of deviation investigations and correction actions;

5.2.5 WM T LGB,

Evaluating and defining weakness and high-risk issues of manufacturing process.

0.3 FEMREETE

Quality Risk Management Process
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In itiati ng a Quality Risk Man ageme nt Process.

0. L IHATUTH R, BahifitklREAEREF.

A quality risk man ageme nt process 1s pla nned and 1n itiated as follows:

o412 #E R T E

Define the risk question
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1
o A AL B R B R, B EE RS AR kv MR By i AR fir & R T A I — A = SCBA # iy R B AL B (3] T 98
Define the problem and/or risk question, including pertinent assumptions identifying the

potential for risk. Quality risk assessments begin with a well-defined problem description or risk question.

0. 4. 1.3 HERENKMSE A Organize a quality risk management team

B A AL R B AL [T T AR R A REEEE K, NREENYARRNZED OFZEMIAE F ARSI THR AL QA AR,

FIRARERTE, & DEE AR H T T K R 5.

The person in charge of or the person designated by the person in charge of the department which possesses the

problem or risk question 1s designated as the leader of quality risk management team, and personnel engaged in the

department which possesses the problem or risk question QA personnel should be involved in the quality risk management

team at least. Experts of other relevant department might be involved in the team, where necessary.

0.4 LARMREENAEK, BERERRIER, LRESRNRITFEHEANA REEDHHE R RBIE, I+ m KR EE NN KR

BEANTHOEL, #EReTENEKRT HENTE,

The leader of quality risk management team assembles background information and/or data on the potential hazard,

harm or human health impact relevant to the risk assessment and explains the program to team members to help them get

to know this program.

0. 4L LORKERNARRKEECHEL, /A .0 NHHFRENREE R, HEAZAEFTTRHEE WPHEFFREN AR

R, FXREERIBHAToMITR, HAERAERENRLFaRedmnw gL, NREENMAKRERENANRIMNER, BRE

(RERARIFEL) (FEES: G04.016-R ) £—-HornE, (REARIFER) F—H2NANERGHFERRT: NRTME LK. FE

R, R xEemnmE. B awEsd 7%,

According to their expertise, quality risk management team members employ the quality risk management tools listed

in article 5.6 to identify and analyze potential risk sources that may affect
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1% b

product quality and define the severity; the team leader prepare the first part of Quality Risk assessment Sheet (No.:
G04.016- R | ) based on the conclusion of risk analysis. The content of Quality Risk assessment Sheet includes but is
not limited to name of the risk question, existing hazard

resources, possible consequences and current controls, etc.

5. 4. 1. 6 BF % K614 vyt %) Freb wt 8] F2 = s it ja] Specify the timeline of risk management process.

0.4.2 RERKAMTMELHAHIT2F, QP #HEREXNRITFEHE .

After being finished, the quality analysis report 1s reviewed by relevant departments and approved by Qualified Person

before the quality risk assessment program 1is initiated.

0. 4.3 NREFEHM XM QA RIEREANTERS, HUTHFX%TF: QRAyy-mm-dd , yy FF e 5, mm FFHCAF,

dd y#ECAERAT. XHEQAXKESHERED (FEAREESLK) (HF: G04.016-R ) |

The QA personnel in charge of documentation assigns a number to quality risk assessment in the

form of “QRA yy-mm-dd ” , where <« yy” 1is the last two figures of the year, “mm ” 1s the two figures indicating the

month, and “dd ” 1s the two sequential numbers which are renewed monthly.

The assigned number is recorded in ~ Quality Risk Management Log (No.: G04. 016-R ;) by the QA personnel in

charge of documentation.

D. b HATIE R K64 Deploy a risk assessment

5.0. 1 # U TH BT XN F4 The risk assessment is deployed as follows:

0.0. L1 mERM TR ESE, aREEENAARKATUNAK R, IHFHEHELTITHNTLRR, HE

(RERARIFELR) (RES: G04.016-R ) F-Ho R E—HTERRGIFRE, F-Homn AL aFERR

T HEITE (RERENTLE, AREIAEMETE) . RRRA Repm ot S XAwER 7R, K5 52078

%,

After a risk assessment is 1nitiated, members of the quality risk management team and/or experts
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1
of relevant departments, organized by the team leader, fill out the second part of Quality Risk assessment Sheet (No.:

G04.016- R ) with (including but not limited to) data assessment (adequacy, effectiveness and other related aspects of

the data), risk 1dentification, risk analysis and evaluation, proposed risk control methods, acceptance criteria of execution of

risk control, etc.

o.0. LI 1 g e B NAAKELNARFT, DBEHLCHAHIINET LA, KEHEAHE FEHE. Eboih. DoLE
BRAE XA B RER) , FRERENTIE. AUMREMEXFTT, EAN (g AEIFEE) (R5: G04.016-R )y “#iEi
(G

Members of the quality risk management team and/or experts of relevant departments, organized by the team leader,
assemble relevant data (historical data, theoretical analysis, informed opinions or concerns of stakeholders), summarize

adequacy, effectiveness and other relevant aspects and fill out the « Data Evaluation » item of the Quality Risk

assessment Sheet (No.: G04.016-R ).

0.0. LL2RkEE NARARIEE CHE L, REAGERF (AT E#? ) fE AR, RAMFR “HE TG PoE LR
ZHE P AR ENSHE R RENARIE, FEA (REARIFGER) Gk 5. GO04016-R )my “REHEA" +.

According to their expertise, quality risk management team members use fundamental question

“what might go wrong » and information listed in “ Data Evaluation ” mentioned above to identify

hazards referring to the risk question or problem description and fill out the “ Risk Identification ”

item of the Quality Risk assessment Sheet (No.: G04.016- R ).

5.5. 1 13 R o BiFfh: SR8 BN A o o BT A AT, A KARENELT R KT Punm e R AR L A
TR, WETH, THARREET ANk, NGEETBWER o aRIENS M TS RN Eh%E.

Risk analysis and evaluation: the risk management team estimate hazard resources, define the
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1
severity of harms and likelihood of occurrence. Analyze and evaluate risk using risk management tools 1f appropriate. The

appropriateness of the tool will be justified by the nature and probable severity of the hazard.

O RGEEIMEHEN TR RERARELATEZAT, £RERT, ARATEZH, YRRETTESATH, LARNAE

KI8T 2 e

The purpose of risk control is to reduce the risk to an acceptable level. In some instances, it 1s

appropriate to accept the risk. When risk exceeds an acceptable level then measures must be proposed for mitigation or

avoidance of quality risk.

() KRB b — i B35 fe 89 ™ B P o] R P B PR R

Risk reduction will generally include actions taken to mitigate the severity and probability of harm.

(] & eF a2 my 5 BAv ] 2y e X e v 18 4 NI = 6l R ey — 3 4

Processes that improve the detectability of hazards and quality risks may also be used as part of a risk control

strategy.

LR e 54 77 X 5 R iy ™ 2P AR R

The ways of the quality risk management process should be commensurate with the level of risk.

] o i P IR XU B2 v 1 4 i, 3K 2040 8 1 B 38 AR Y XU 38 m 57 LR 9 72

Evaluate the impact of risk reduction measures that may introduce new risk or increase the significance of early risk.

0.0. 1. 2 Qe & H /N KARHE MRSt l 7 Kl 2 R 42l 7 R L it &I, Tkl P asE, ErAR TUTAE: RREd 7

E VN 5 W= b Gl I =8 e M=o e T I 2o = - T - AN

According to the risk control measures the leader of risk management team prepare a risk control
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1
plan, which includes but is not limited to risk control measures, starting time and closing time of risk control measures,

responsible person and responsible department for implementation of risk control measures, etc.

0.0. LI mERM M MEXHAH I T2F, QP #HgERENE 2L

Quality risk analysis reports are reviewed by relevant departments and the conclusions of quality risk analysis are
approved by the Qualified Person.

5.0 BmENGEEILE Documentation of quality risk management

QA Z (RERRERILTE) RE: GO04.016-R ) T K fra w9 Fi 8 KU 5 41 52 3 15 0

Implementation of quality risk controls is recorded in Quality Risk Management Record (No.: G04.
016-R ,) by QA.

5.7 FE Ry 7 Quality risk analysis methodology

NG AT EFELEF, wai, NARREET LA PERR. NEiTFE TAWEAE G Al Revks 2w gt kny ™ Z ik

Analyze and evaluate risk using risk management tools if appropriate. The appropriateness of the tool will be justified

by the nature and probable severity of the hazard.

ERNCEETAA:

Basic risk management tools include:

a) MHNIAEGRER. hEx. LRRNEEE)

Facilitation devices (flow charts, check sheets, brainstorming, etc)
b) KMtk E o ( FMEA)

Failure Mode Effects Analysis (FMEA)

¢) BEM R *pH & ( HACCP )

d) & & 44 Fishbone Analysis
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Supporting statistical tools

“RUERENREETERM ARG D TR #IA A 23 KR o

- In some risk management tools, the ability to detect the harm (detectability ) is considered in the estimation of risk.

“RRIPFENERE 2N E g6, Boas B rsa. SRREIEHRAY ‘&7 “F7 “K” i, REZXEH

ITIFAEER .

- The output of a risk assessment will either be a quantitative estimate of risk or a qualitative description of a range of

risk. When risk is expressed using qualitative descriptors, such as “ medium ” ,or “ low ” ,these mustbe defined in

as much detail as possible.

5.8 R KT ey £ Closing of risk assessment

0.8. 1 Mle##l A A LwERE, NEE  NAHKRERNCERZRH TR ZHWER, £5 (RERAR TEE) (KT G04.016-

Ry &=#amza: REdHT e AR FIFE, MEFERRNRIAEE o 0 MEHFAT NRIFME, DA AR E T HKRRERRARE

AEXHEE.
At the end of execution of risk control protocol, according to the outputs of risk control, leader of risk the
management team fills out the third part of Quality Risk Assessment Sheet (No,: G04.

016- R ;) , Risk Reassessment, to reassess the risk as specified in article 5.5 and to determine if the risk is eliminated or

reduced to an acceptable level.

0.8.2 Mle#EHHA TR EWREFIFFAZLAEERRTUTHZE: BRFREHREHWARER, T #ARES 7GR R

. SR F

Risk reassessment includes but 1s not limited to outputs of risk controls, comparison between the

risk before and after execution of risk controls, conclusion, etc.
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