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(QUALITY MANAGEMENT)

R R (PRINCIPLE)

The holder of a manufacturing authorisation
must manufacture medicinal products so as to
ensure that they are fit for their intended use,
comply with the requirements of the marketing
authorisation and do not place patients at risk
due to inadequate safety, quality or efficacy.
The attainment of this quality objective is the
responsibility of senior management and
requires the participation and commitment by
staff in many different departments and at all
levels within the company, by the company's
suppliers and by the distributors.
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To achieve the quality objective reliably there
must be a comprehensively designed and
correctly implemented system of Quality
Assurance Incorporating Good Manufacturing
Practice and thus Quality Control. It should be
fully documented and its effectiveness
monitored. All parts of the Quality Assurance
systems should be adequately resourced with
competent personnel, and suitable and sufficient
premises, equipment and facilities. There are
additional legal responsibilities for the holder of
the manufacturing a authorisation and for the
authorised person(s).
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1.1. The basic concepts of Quality Assurance,
Good Manufacturing Practice and Quality
Control are inter-related. They are
described here in order to emphasis their
relationships and their fundamental
importance to the production and control

of medicinal products.
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& %% (QUALITY ASSURANCE)

1.2. Quality Assurance is a wide ranging 12, Rz BRLDE - %A &
concept which covers all matters which - : P
indiviiually or collectively influence the RS SRR AR T
quality of a product. It is the sum total of CEN e RTREL 2 RS
the organised arrangements made with the fro MAETRE LG ORREY TR L&
object of ensuring that medicinal products Faidpih P RFFRERSER
are of the quality required for their R IR F Y SR R
intended use. Quality Assurance therefore ‘ ) . o o
incorporates Good Manufacturing AR E A
Practice plus other factors outside the AR T IR
scope of this Guide. The system of
Quality Assurance appropriate for the
manufacture of medicinal products should
ensure that:

i. medicinal products are designed and T R R R R B & |
developed in a way that takes account of SR EAF %3 EA(GL P
the requirements of Good Manufacturing
Practice and Good Laboratory Practice; s

ii. production and control operations are i 2 Afr g HIITE RS FER 2 B
clearly specified and Good £l )

Manufacturing Practice adopted;

iii. managerial responsibilities are clearly il FRF E RS FER A
specified;

1v. arrangements are made for the iv. {30 am2 At o g s B
manufacture, supply and use of the B @ % g
correct starting and packaging materials;

v. all necessary controls on intermediate v, THEE/EE S e R ] A
products, and any other in-process el A I RTEE B
controls and validations are carried out;

vi. the finished product is correctly Vi. B ¥% A AR A S D
processed and checked, according to the S
defined procedures;

vii. medicinal products are not sold or Vil. ik A B E - 4 AR % ik
supplied before an authorised person has bR TR Eed MESLA A E A
certified that each production batch has

BT i 2 & R A AlE 0 7

been produced and controlled in

accordance with the requirements of the

CETE RN NN B




marketing authorisation and any other
regulations relevant to the production,

control and release of medicinal products;

viil. satisfactory arrangements exist to
ensure, as far as possible, that the
medicinal products are stored,
distributed and subsequently handled so
that quality is maintained throughout
their shelf life;

FAABLOTE S UGT R EE
Se2 g A E S T 0

WHEREE R e B

viil.

ix. there is a procedure for self-inspection
and/or quality audit which regularly
appraises the effectiveness and
applicability of the quality assurance

system.

ix. - ERYTREFTERE LG %
MAEHPap AP E/A TR
HFE B o

FrEkry3®p (GOOD MANUFACTURING PRACTICE FOR

MEDICINAL PRODUCTS (GMP) )

1.3.  Good Manufacturing Practice is that part
of Quality Assurance which ensures that
products are consistently produced and
controlled to the quality standards
appropriate to their intended use and as
required by the marketing authorisation or
product specification. Good
Manufacturing Practice is concerned with
both production and quality control. The
basic requirements of GMP are that:

1.3, B @:d 8] 4

B R - R o
MFEF- BB A A Z EFlE T
W?ﬁ'}m
#§E§@§#'ﬁ—*ﬁ°GMPﬁﬂﬁsﬂ\$j‘\5:

i. all manufacturing processes are clearly
defined, systematically reviewed in the
light of experience and shown to be
capable of consistently manufacturing
medicinal products of the required quality

and complying with their specifications:
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il. critical steps of manufacturing processes
and significant changes to the process are
validated;

i QAR b ) 2R o W AR E <
{ .5 Eraren;

iii. all necessary facilities for GMP are

provided including:

i, # 2 AR HR) T iR e

a. appropriately qualified and trained

personnel,

A S TR RSV SRR




b. adequate premises and space; b. XA > B2 ivE T F

c. suitable equipment and services; C. i B KA 2 L IIRAE

d. correct materials, containers and labels; d. TR ~ 3 Bfofk it ;
e. approved procedures and instructions; e. 5% TAMER frdp £

f. suitable storage and transport; f. i§ § ks % FE

iv. instructions and procedures are written in
an instructional form in clear and
unambiguous language, specifically

applicable to the facilities provided;

2

iv. SR R Gy Lo Mg £ 2 AR
ﬁﬁ*#}%'f’iﬁ”" IR *‘}- EE’}},;/\;}%

TR

v. operators are trained to carry out

procedures correctly;

Vo PRI T LR AR

vi. records are made, manually an(and)/or by
recording instruments, during
manufacture which demonstrate that all
the steps required by the defined
procedures and instructions were in fact
taken and that the quantity and quality of
the product was as expected. Any
significant deviations are fully recorded

and investigated;

vi. B3 oL 12 /AR ERITR
o NEP R UPRRE S 4 & R -
CHBER LT [E UL A Fhlk
T8 SE A cd X g

FRDIES ST

AR o X

vii. records of manufacture including
distribution which enable the complete
history of a batch to be traced, are
retained in a comprehensible and

accessible form;

VIL T s B 2 % B R A il
B4 ¢ pHEH AP o Bri- AT

3
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viii. the distribution (wholesaling) of the
products minimises any risk to their

quality;

Vi, A 5B H R A
}Frﬁjf;_r_ i3 }—'é, Ké} |5 EIJ&/J o

et

iX. a system is available to recall any batch

of product, from sale or supply;

x. complaints about marketed products are
examined, the causes of quality defects
investigated and appropriate measures
taken in respect of the defective products

and to prevent re-occurrence.

iX. JBF - BF ML AR R T
E =t 2. & Few Tk S o
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&= ¥ 41 (QUALITY CONTROL )

1.4.

Quality Control is that part of Good

LA &5 4L U F Rl e 300 o i3
Manufacturing Practice which is o
| . oo S RAEE R M 0 2
concerned with sampling, specifications
and testing, and with the organisation, YREREAERG M T AEES AT
documentation and release procedures LAY DR T EEST
which ensure that the necessaljy and AEA AR R gRERY
relevant tests are actually carried out and
that materials are not released for use, nor A griEd & m ke & Bl
products released for sale or supply, until ANE R
their quality has been judged to be
satisfactory. The basic requirements of
Quality Control are that:
1. adequate facilities, trained personnel and ioE ’ﬁ RRemi s« LB i |2 o
approved procedures are available for
. : . . F MER 0 MR R~ A PR R
sampling, inspecting and testing starting
materials, packaging materials, B K 2R/ FAS S F L
intermediate, bulk, and finished products, [¢ FARBER AR T ALERFL R
and where appropriate for monitorin ,
, PPropriak 8 R R 2 P nT R E
environmental conditions for GMP
purposes;
ii. samples of starting materials, packaging T TINER S RN RN SN =
materials, intermediate products, bulk
, ble KA Sfeh ¥ A2 Sk SR &
products and finished products are taken ~A T R ST
by personnel and by methods approved FRARERT mA f 232 pe2
by Quality Control;
iii. test methods are validated; i, e % A B
iv. records are made, manually and/or by VA EEE WY NS R Ty
recording instruments which demonstrate "
. .. . - R R AP PREER Y
that all the required sampling, inspecting
and testing procedures were actually FEF T2 i /A5 R B s st
carried out. Any deviations are fully BE o
recorded and investigated;
v. the finished products contain active V. $HRLIBHTALPE TR D2
ingredients complying with the
s pyme Focd s b B A S KL T R S

qualitative and quantitative composition
of the marketing authorisation, are of the
purity required, and are enclosed within
their proper container and correctly
labelled;




vi. records are made of the results of
inspection and that testing of materials,
intermediate, bulk, and finished products
is formally assessed against specification.
Product assessment includes a review and
evaluation of relevant production

documentation and an assessment of

Vi, APk R A AR Ko B b

o 2R A S
BE KA SDOREELI RS HRE R
P2 o A RIERE SARM A A 2

T E B LR B RARR 2

CESE ER S

HEEE o
deviations from specified procedures;

vii. no batch of product is released for sale or Vil. & A LT IR A P B L
supply prior to certification by an ST B R A B A A
authorised person that it is in accordance

. . . & °
with the requirements of the marketing T
authorisation;
viii. sufficient reference samples of starting vill. BT A5y g 5t B
materials and products are retained to TR R BRI A B2 4k e
. . . w0 £ F 22 e N e
permit future examination of the
oot kB et s kS G

product if necessary and that the
product is retained in its final pack
unless exceptionally large packs are

produced.

A& & F#i (PRODUCT QUALITY REVIEW)

1.5. Regular periodic or rolling quality 15, - > a%v BH AR §HEY A
reviews of all licensed medicinal o .
products, including export only products, RF RIS S s R
should be conducted with the objective of e # R g WA - R RFRR
verifying the consistency of the existing HRPEEE %A g 5 P B A
proc?ss, tf‘le appropr1atenes§ of currer‘lt 2o AT AR X P A e A
specifications for both starting materials
and finished product to highlight any 2L R
trends and to identify product and process
improvements.
Such reviews should normally be WA FRFEHF- I F Aot
conducted and documented annually, T /% R AR L enig o KT 6
taking into account previous reviews, and o
should include at least: 2o

(1) A review of starting materials and (i) * A F2 RRE e EHR o R

packaging materials used for the product,

especially those from new sources.

Bk f ATERIRE 2 3t o




(i) A review of critical in-process controls (i) B4E@lmr 2 'g SR NI R 8
and finished product results. g 2t o

(iii) A review of all batches that failed to meet | (jjj) 7 # & %z Hpech- 2 20 3
established specification(s) and their PN
investigation.

(iv) A review of all significant deviations or (v) - 7 REEFHyd 24 e ~ Hip bl e

non-conformances, their related
investigations, and the effectiveness of
resultant corrective and preventative

actions taken.

oo L E F) @ BRI
ek ikt o

B T 2

(v) A review of all changes carried out to the

processes or analytical methods.

(V) s il - oY

g -

(vi) A review of Marketing Authorisation (Vi) P HFVIR{BRAPAIT ALK
Yarlatl'ons submltted/granted/ refused, sy %1 WAL
including those for third country (export
only) dossiers.

(vil) A review of the results of the stability (Vi) & 2B TR SR iEm g 148
monitoring programme and any adverse $io t2d o
trends.

(viil) A review of all quality-related returns, (Vili) - 2 SRR 239 ~ ¥ 3R w e
complaints and recalls and the 2 o ke 1= 5 om £ alh
investigations performed at the time. HEAFIERELD SR

(ix) A review of adequacy of any other (x) EmHe Le i flmNRgar @
previous product process or equipment 52 i E etk o
corrective actions.

(x) For new marketing authorisations and (X) LETFPETE NPT HL AT
variations to marketing authorisations, a S s 1 p
review of post-marketing commitments. ST R R

(xi) The qualification status of relevant (xi) B EE % X% blde T FBRE

equipment and utilities, e.g. HVAC,

water, compressed gases, etc.

% (HVAC) -~ ok
R o

CRERF M E

A review of Technical Agreements to

(xii)

ensure that they are up to date.

(xi) RS M3t 0 RS L BT

The manufacturer and marketing authorisation
holder, where different, should evaluate the
results of this review and an assessment should

be made whether corrective and preventative

WY H A R A
s %’L'wkﬁ')@%ﬁ"

34




action or any revalidation should be
undertaken. Reasons for such corrective actions
should be documented. Agreed corrective and
preventative actions should be completed in a
timely and effective manner. There should be
management procedures for the ongoing
management and review of these actions and
the effectiveness of these procedures verified
during self-inspection. Quality reviews may be
grouped by product type, e.g. solid dosage
forms, liquid dosage forms, sterile products,

etc. where scientifically justified.

g@zétﬂto%ﬁﬁaaﬁ&ﬁﬁﬁwfﬁﬁ
T g pEE g i REEE B
FE Ik FRARR L G BE TR
BEARRE A AR FEED 2
e BREPFL GRS ROk ER
B e A e Blhe BRI R
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Where the marketing authorisation holder is
not the manufacturer, there should be a
technical agreement in place between the
various parties that defines their respective
responsibilities in producing the quality review.
The authorised person responsible for final
batch certification together with the marketing
authorisation holder should ensure that the
quality review is performed in a timely manner

and is accurate.

BEAFTREG AR ERF LG
i‘@@éﬁ@ﬁ%ﬁ%%%%%i’&éi
Ll R SN S

ﬁmﬁﬂﬁ%Aﬁiﬂ??%ﬁﬁﬁﬁ%%
et L et SRE 6 2 LA

¢ 0




%¥- % A% (PERSONNEL)

R R (PRINCIPLE)

The establishment and maintenance of a
satisfactory system of quality assurance and the
correct manufacture of medicinal products
relies upon people. For this reason there must
be sufficient qualified personnel to carry out all
the tasks which are the responsibility of the
manufacturer. Individual responsibilities should
be clearly understood by the individuals and
recorded. All personnel should be aware of the
principles of Good Manufacturing Practice that
affect them and receive initial and continuing
training, including hygiene instructions,

relevant to their needs.

- %4

¥z BRD

SIRE W ARl
FEflig o BIREE AT A o B
FEREAGAG LT L
ERAR - BB IFA R B ERBEELT
2 1 IFT T e dko 7 A RO BIE
PRI P2 A UG R DR TR
FA R B DR FREERE1I1ITE R

1M

LTk SveaE = ok

B FERGH

- 437 (GENERAL)

2.1.  The manufacturer should have an
adequate number of personnel with the
necessary qualifications and practical
experience. The responsibilities placed on
any one individual should not be so
extensive as to present any risk to quality.

21 ZREFHELHCEFTRZIRS
5@5”&5 og%—:i-ﬁ— T[}?’Qé‘f’l‘?"f{% },@13@
B oK E RS A G

2.2. The manufacturer must have an
organisation chart. People in responsible
positions should have specific duties
recorded in written job descriptions and
adequate authority to carry out their
responsibilities. Their duties may be
delegated to designated deputies of a
satisfactory qualification level. There
should be no gaps or unexplained
overlaps in the responsibilities of those
personnel concerned with the application

of Good Manufacturing Practice.

22, BRUET W - & E ARG
ME G ff‘;ﬁdﬂg)‘i\mﬁr TR 0 TG
G PR R E G - R

AP R LA 2 o R Y
BHER T FMARPHET AT
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M4+ B (KEY PERSONNEL)

2.3. Key Personnel includes the head of 23, MeEA R e A AL E ~ BF AL
Production, the head of Quality Control, . . e
and if at least one of these persons is not BooiaekEa ot 105 - g
responsible for the release of products the ff A& 5T p ity A
authorised person(s) designated for the AR o £ R Bk i ¥ Rd &
purp0§e. Normall}‘l key posts should be R P S Y 2 L
occupied by full-time personnel. The
heads of Production and Quality Control FRAPI W - A BRT G R LR
must be independent from each other. In AR HEE 25526~ % 2.7 ¢ 9rA2
large organisations, it may be necessary to PN B?Jg“ 55 o
delegate some of the functions listed in
2.5.,2.6.and 2.7.

2.4. 24. < pl%

2.5. The head of the Production Department 25 AWM B F TR
generally has the following
responsibilities:

i. to ensure that products are produced and i AEFER RO f@; kPR E D
stored according to the appropriate T A AAREGTA N
documentation in order to obtain the
required quality;

ii. to approve the instructions relating to i, trasrd Avkg Mg s > Dkl
production operations and to ensure their Bt g %5
strict implementation;

iii. to ensure that the production records are lii. FEFA A & Z D& F g F130F o
evaluated and signed by an authorised Cd REREATFREER
person before they are sent to the Quality
Control Department;

iv. to check the maintenance of his iv. A/ EINE B S 2 R G AR
department, premises and equipment; &

v. to ensure that the appropriate validations V. FE TR F GwEAT )
are done;

vi. to ensure that the required initial and vi. FERH IR ek B oo TR Fadsds
continuing training of his department BEFIR T Y RTRPRGFBG
personnel is carried out and adapted
according to need.

2.6. The head of the Quality Control 26, EFFHNF L FLF T AR

Department generally has the following

responsibilities:

10




to approve or reject, as he sees fit, starting . hH/ERL SRR ARNEY R
materials, packaging materials, and . , .,
' .,P gimng ' FR TR SN R SR = N
intermediate, bulk and finished products; ,
A ek ¥ A &
il. to evaluate batch records; i, 2B kAR
iil. to ensure that all necessary testing is fii. FEEe 47— 2 & & ki

carried out;

iv. to approve specifications, sampling v, PB4 R R AW
1nstr1llct10ns, test methods and other ey ? B s
Quality Control procedures;

v. to approve and monitor any contract v. PAZ TRtk Jﬁ ;
analysts;

vi. to check the maintenance of his LA/ AP R SR E RS R

department, premises and equipment; ATE

vii. to ensure that the appropriate validations Vil FE & BT E dwE sk

are done;

viil. to ensure that the required initial and vill. FEEH WM A B oo "‘j‘_:ﬁ 7B Rhde
continuing training of his department EEER P TR B
personnel is carried out and adapted
according to need. Other duties of the %tr AR B%k RS
Quality Control Department are S
summarised in Chapter 6.

2.7. Ehe he?ds ofP:lodEction and Qhuali;y 27. A Afe R TEH DL AL EF - 1A

ontrol generally have some shared, or 3
jointly eiercised}:responsibilities relating B LM TIRR - 2L
to quality. These may include, subject to B S B Rt R .
any national regulations:
» the authorisation of written procedures > 2 i SRR ArH B2 B alv o ¢ B

and other documents, including TAR
amendments;

> the monitoring and control of the > RS RB hE R E

manufacturing environment;

» plant hygiene; > 1R iES

> process validation; > W imrrc

» training; >

11




» the approval and monitoring of suppliers > RPPERRORLY e EE S
of materials;

» the approval and monitoring of contract > RLER R ERLT e R B
manufacturers;

> the designation and monitoring of storage > RpAIeA B2 iR ik R adg e g
conditions for materials and products; B

» the retention of records; > B&TiERE

» the monitoring of compliance with the > ﬁ MR RN & ReDE A
requirements of GMP;

» the inspection, investigation, and taking > R&AETAP B AERE NI ERT
of samples, in order to monitor factors g REE ST AT E -
which may affect product quality.

8 (TRAINING)

2.8. The manufacturer should provide training | 5 g 5 g 4 ) A %&4 FTEEr2tARAE
for all the personnel whose duties take , .

. . . FIF R T h- 2 4R (0 dpdpr i3 i
them into production areas or into control
laboratories (including the technical, % 2 5?“ FAR) BRI HERE R
maintenance and cleaning personnel), and BA SR AR R EIR -
for other personnel whose activities could
affect the quality of the product.

2.9. 2.9. Beside the basic training on the 209 % TR i R IR G
theory and practice of Good .
Manlzfacturri)ng Practice, newly recruited S N
personnel should receive training FENEPRZFET DR F R P
appropriate to the duties assigned to them. » e B F o TR P
Continuing training should also be given, R R I S T ]
and its practical effectiveness should be
periodically assessed. Training AV E T E AN hA g P
programmes should be available, DR E DR E LR FF oo
approved by either the head of Production
or the head of Quality Control, as
appropriate. Training records should be
kept.

2.10. Personnel working in areas where 210 - F FATAS pE2 HEY

contamination is a hazard, e.g. clean areas
or areas where highly active, toxic,
infectious or sensitising materials are
handled, should be given specific training.

I IFenA B o bldr B E RS B
EAE LN
Frojam -
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2.11. Visitors or untrained personnel should, 211, A Birk £ K eht B o odotd
preferably, not be taken into the FEF A AT TR o R
production and Quality Control areas. If - '
this is unavoidable, they should be given R BF AEET LG A 4
information in advance, particularly about nE BT A A R R o ¥
persona‘ll hyglen'e and the prescribed G RT B ER
protective clothing. They should be
closely supervised.

2.12. The concept of Quality Assurance and all | 5 15 AT EP R 0 s A 2t Fr R
the measures capable of improving its B em b i B H e H RS 7l
understanding and implementation should = - P
be fully discussed during the training e
sessions.

# 4 ¥4 (PERSONAL HYGIENE)

2.13. Detailed hygiene programmes should be | 5 13 HmihEd 2 E RS 2 AR
established and adapted to the different N O PRSI
needs within the factory. They should T pr s e
include procedures relating to the health, ARRER AV IR ERAE G M
hygiene practices and clothing of BoFlEBfagerd w2 FHW
personnel. These procedures should be HE - B A T JRIEE LA 0 X
understood and followed in a very strict
way by every person whose duties take 2 Bt 5 ﬁ T2 FILIEA Rt
him into the production and control areas. Pt R AR TS R
Hygiene programmes should be promoted % o
by management and widely discussed
during training sessions.

2.14. All personnel should receive medical 204, LB FE S — 2 AR Y BRSHK o
examination upon recruitment. It must be Bt B A s AR AR A
the manufacturer's responsibility that W RTE A s cEA R EE
there are instructions ensuring that health TR ML BRI G S E R
conditions that can be of relevance to the dro k- MRS 0 Fla Ffet R
quality of products come to the Bt B LMk
manufacturer's knowledge. After the first
medical examination, examinations
should be carried out when necessary for
the work and personal health.

2.15. Steps sl}ould be taken to ensure as faras | 5 5 BT S HI o FERD §F % T
is practicable that no person affected by
an infectious disease or having open ARBERE AN bR B
lesions on the exposed surface of the body B F BB T A KRN E R

is engaged in the manufacture of
medicinal products.

i e
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2.16.

Every person entering the manufacturing
areas should wear protective garments
appropriate to the operations to be carried

2.16.

er g HE - BABRT RS

WHTRHTLITE PR -

out.

2.17. Eating, drinking, chewing or smoking, or | 5 17 4 4 AFEEGENBG F/H LA
the storage of food, drink, smoking o o

. SO GRS AT S AR
materials or personal medication in the
production and storage areas should be T AR A m%%‘ e R
prohibited. In general, any unhygienic BEA ST g XTI AR FoEE
Practlce within the manufacturing aree?s or HuRE o e &t o s R
in any other area where the product might
oS 2 o

be adversely affected, should be kA R L
forbidden.

2.18. Direct contact should be avoided between | 5 18 1 % 2 ER@did g BEMER

the operator's hands and the exposed
product as well as with any part of the
equipment that comes into contact with
the products.

A FL R § A SR 2 W R iz

e IR >

2.19.

Personnel should be instructed to use the
hand-washing facilities.

2.19.

B ELFA R &% EL U o

2.20.

Any specific requirements for the
manufacture of special groups of
products, for example sterile preparations,
are covered in the Supplementary
Guidelines.

2.20.

R E A L AR ey oy

#o HE PR Rt spd o
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% (PREMISES AND EQUIPMENT)

R R (PRINCIPLE)

Premises and equipment must be located,
designed, constructed, adapted and maintained
to suit the operations to be carried out. Their
layout and design must aim to minimise the risk
of errors and permit effective cleaning and
maintenance in order to avoid
cross-contamination, build up of dust or dirt
and, in general, any adverse effect on the
quality of products.

B g
B

55

e

S SRR

EE o F P E S K
By i & H TR (T eniE

W R ILE-A A AR R f TR

A
¥ Hpe

1 R ARCE
FJorregF ek Ao WA R
B RS R RIE LA
-5 - S

B % %% (PREMISES)

- 4r 4. %_ (General)

3.1. Premises should be situated in an 3.0, F e mEa ﬁﬁ; o Aed B RS
environment which, when considered
together with measures to protect the iy eilAzh s A2l 5 AL
manufacture, presents minimal risk of P E MR ETTRB? o
causing contamination of materials or
products.

3.2. Premises should be carefully maintained, |35 Bs ik > AR RH 3o
ensuring that repair and maintenance
operations do not present any hazard to TEPERPINAEST MY
the quality of products. They should be FoOF R ET REwaOG ?‘ AR #
cleaned and, where applicable, disinfected ..
according to detailed written procedures. -

3.3. Lighting, temperature, humidity and 33 BP ~ER - BEAURBRGEE T
ventilation should be appropriate and such
that they do not adversely affect, directly PEERITES PP A
or indirectly, either the medicinal Wig 2 g P B NGOl FEH
products during their manufacture and e
storage, or the accurate functioning of
equipment.

3.4. Premises should be designed and 34, s EUFEED LR G AE B B P D
equipped so as to afford maximum
protection against the entry of insects or »R2Z s ERE L P R AR
other animals. 2o

3.5. Steps should be taken in order to prevent 35, L AR B R Y BE

the entry of unauthorised people.
Production, storage and quality control
areas should not be used as a right of way
by personnel who do not work in them.

%ﬁ%°ié%‘%ﬁ%£%?§%%
PERGEEHLIEA R AR o
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4 & % (Production Area)

3.6. In order to minimise the risk of a serious | 36 % @ ¥ 2 i3 Ao il Ao 2 B E %5 B
medical hazard due to cross -
o . SRR WA IE S A
contamination, dedicated and i ’
self-contained facilities must be available 3 A blHed RIS T (et § R
for the production of particular medicinal F8F) 2 A (4o kP gk
products, such as highly sensitising RV S EERERY iﬁf g %
materials (e.g. penicillins) or biological
preparations (e.g. from live FI-LAS MAck L R L
micro-organisms). The production of FRESF - REwme i FE3EEE
certain additional products, such as $ox AE R hd A E Al - %7
certain antibiotics, certain hormones, 5 L
certain cytotoxics, certain highly active # 2o dogR B R IR %‘ oL
drugs and non-medicinal products should L PR 0 bt e o W R R
not be conducted in the same facilities. Ll — %% hpFEfRL A 2 BB o
fhor th.osej products, in .exceptlorllal c.ases, Y I f FaA @
e principle of campaign working in the
same facilities can be accepted provided R NERL YIRS L -
that specific precautions are taken and the
necessary validations are made. The
manufacture of technical poisons, such as
pesticides and herbicides, should not be
allowed in premises used for the
manufacture of medicinal products.
3.7. Premises should preferably be laid outin | 3 7. Bed b A b TEER 2 & GF
such a way as to allow the production to ) . s
take place in areas connected in a logical SRCRIFRER L M b GRS
order corresponding to the sequence of FApdehRie? 274 & o
the operations and to the requisite
cleanliness levels.
3.8. The adequacy of the working and 38. fEE @ E A LB
in-process storage space should permit the
55 SREE > Mo R RTER A SRR R 5T
orderly and logical positioning of
equipment and materials so as to Bl > N RAFESS A S
minimise the risk of confusion between Pl B REARSEE I BN WA
different medicinal Products or thel‘r . CER o r e BB 5?
components, to avoid cross-contamination
and to minimise the risk of omission or g if 2 AT PR TR TS
wrong application of any of the
manufacturing or control steps.

16




3.9. Where starting and primary packaging 39, ARES TR ERHE LY/ FA
materials, intermediate or bulk products i )

. o SR A KA & feTTRE B3R
are exposed to the environment, interior
surfaces (walls, floors and ceilings) 2o CRE S # 2 X )BT
should be smooth, free from cracks and F B o B or chdkEg 0 ¥ A F R
open joints, and should not shed s . . 2 oarld s
pzrticjulate matter and should permit easy FR R BT 2GRt
and effective cleaning and, if necessary, i ek BT
disinfection.

3.10. Pipe work, light fittings, ventilation points | 3 1o FELERPER L F v s Al

and other services should be designed and

. . . ¥ At K E R LA S
sited to avoid the creation of recesses
which are difficult to clean. As far as L e Lo LA RA 2 P o
possible, for maintenance purposes, they Nl RS I I A S
should be accessible from outside the
manufacturing areas.

3.11. Drains should be of adequate size, and 301 #kE Ry Fendol o FHEFHEE
have trapped gullies. Open channels o - .
should be avoided where possible, but if b ik P T R R E AR
necessary, they should be shallow to REPER RAEE R GRRES R
facilitate cleaning and disinfection. Ao flFEa i

3.12. Production areas should be effectively 302 2 A%t R b o F& GO A Ak
ventilated, with air control facilities i i .

. . A G iR RE PN TR E T E
(including temperature and, where
necessary, humidity and filtration) MR RRBEDTF RS (77
appropriate both to the products handled, BRI ERES ZREBER) o
to the operations undertaken within them
and to the external environment.

3.13. Weighing of starting materials usually 3.3 Rtenfed o i K Btk 5t TR
should be carried out in a separate y

o . - BRSO EEPN S 2 0
weighing room designed for that use.

3.14. In cases where dust is generated (e.g. 304t A4 B AR (Blde B g
during s:amphng, Welghlng, m%xmg and BE R A D SR A S
processing operations, packaging of dry
products), specific provisions should be [ KWRE) > BdrP-FFul il g o
taken to avoid cross-contamination and LR FRE AIFE
facilitate cleaning.

3.15. Premises for the packaging of medicinal | 3 15 B e EAUR S 0 R R

products should be specifically designed
and laid out so as to avoid mix-ups or
cross-contamination.

17




3.16.

Productions areas should be well lit,
particularly where visual on-line controls
are carried out.

BEREL T RE

3.17.

In-process controls may be carried out 307. A FHF EHAAF kT pg
within the production area provided they .\ B} .
. . FovRAARPMAGL -
do not carry any risk for the production.
#% % (Storage Areas)

3.18. Storage areas should be of sufficient 3.8, R ET LA B0 R LA
capacity to allow orderly storage of the |chR P AL R A o T 0 6
various categories of materials and

&0 _ o REZ & EHE X H 5/ A
products: starting and packaging e
N N/ & o 2 4% s
materials, intermediate, bulk and finished o ERERARESRAES S FRA
products, products in quarantine, released, R TAS IR A5 3 A
rejected, returned or recalled. vl A A E o
3.19. Storage areas should be designed or 3.09. B2 T K 3 R i kAT R R chk

adapted to ensure good storage
conditions. In particular, they should be
clean and dry and maintained within
acceptable temperature limits. Where
special storage conditions are required

B o e LS R AL 0
B XA LT REPERPRP - &
dod Bl R R (AR R 2R R)

o Rt R G T BT e R B
(e.g. temperature, humidity) these should
5wt g
be provided, checked and monitored. KRR R
3.20. Receiving and dispatch bays should 320 e § B AN F R B RE R FOEfOAE 5
protect materials and products from the e
LR IR F PR o T w4 UK

weather. Receptions areas should be
designed and equipped to allow
containers of incoming materials to be
cleaned where necessary before storage.

? "E"Jﬁ *‘u-ﬁf‘*sbyﬂl—lpqx?7

3.21.

Where quarantine status is ensured by
storage in separate areas, these areas must
be clearly marked and their access
restricted to authorised personnel. Any
system replacing the physical quarantine
should give equivalent security.

3.21.

O EERRPREOEE
A B R R kR IR LR
.@.‘F} ”é"/x_f\f ﬁ%’}ﬂ‘pa /F*{’.ﬁ@)\}‘@‘g\'

WA AR o E B IR
Bt Bl % ih 3 o

% t
,14. T

3.22.

There should normally be a separate
sampling area for starting materials. If
sampling is performed in the storage area,
it should be conducted in such a way as to
prevent contamination or
cross-contamination.

3.22.

A np L
Ltlfzﬁ ¥

RALE ¥ g 3 R 8 o
BRREREE BT DTSR

T E R S REL
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3.23. Segregated areas should be provided for 323, Y AT v PRF A RS

the storage of rejected, recalled or , o
. 2B BREEPEOTE o
returned materials or products.

3.24. Highly active materials or products 32 B AP FAASRE T E T
should be stored in safe and secure areas. ER TR o

3.25. Printed packaging materials are 325, B Rl ché R E R A E
considered critical to the conformity of ; L e
the medicinal products and special L &eh MR FHALEL S R
attention should be paid to the safe and M2 & 2 L i -
secure storage of these materials.

& ¥ #1% (Quality Control Areas)

3.26. Normally, Quality Control laboratories 3268 F > RFEHEHTRELATRE
should be separated from production Yo o e L S e b 4P et g
areas. This is particularly important for W THLPF I ML 4T ey
laboratories for the control of biological, MR ERZ gHORREFFULEL - i
microbiological and radioisotopes, which BB R T AR o
should also be separated from each other.

3.27. Control laboratories should be designed to | 3 o7 FHP % BRI A LNE A
suit the operations to be carried out in I L T T
them. Sufficient space should be given to R E P o L =
avoid mix-ups and cross contamination. B il bR g s 2R 54 o HA RS
There should be adequate suitable storage B s st R f ek GO
space for samples and records.

3.28. Separate rooms may be necessary to 328 AR EE T A B eh U RER
protect sensitive instruments from . R

. ' T AR BRA LK I|FRE T FF
vibration, electrical interference,
humidity, etc. HoRF FORE

3.29. Special requirements are needed in 329, AL F 0 Glded R 5 R s

laboratories handling particular , , .
. . W& R &RE > 58 FY DR Ko
substances, such as biological or
radioactive samples.
“+ & % (Ancillary Areas)

3.30. Rest and refreshment rooms should be 330. AL T ERBRSEE @ RIS IRAE o
separate from other areas.

3.31. Facilities for changing clothes, and for 331, 4 % ~ ikisfe ik B eha 306 i 1 2 i

washing and toilet purposes should be
easily accessible and appropriate for the
number of users. Toilets should not
directly communicate with production or

storage areas.

HFGE AR Ao FIUTE 2 AR RY

F R EE AR e
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3.32. Maintenance workshops should as far as
possible be separated from production
areas. Whenever parts and tools are stored
in the production area, they should be
kept in rooms or lockers reserved for that
use.

3.33. Animal houses should be well isolated
from other areas, with separate entrance
(animal access) and air handling facilities.

#x % (EQUIPMENT)

3.34. Manufacturing equipment should be
designed, located and maintained to suit

its intended purpose.

3.35. Repair and maintenance operations
should not present any hazard to the
quality of the products.

3.36. Manufacturing equipment should be
designed so that it can be easily and
thoroughly cleaned. It should be cleaned
according to detailed and written
procedures and stored only in a clean and
dry condition.

3.37. Washing and cleaning equipment should
be chosen and used in order not to be a
source of contamination.

3.37.

PR FIRR A B L E BB
(& S T K

3.38. 3.38. Equipment should be installed in
such a way as to prevent any risk of error
or of contamination.

3.38.

KAEBEg L uptiae

TESEE T

3.39. Production equipment should not present
any hazard to the products. The parts of
the production equipment that come into
contact with the product must not be
reactive, additive or absorptive to such an
extent that it will affect the quality of the
product and thus present any hazard.

&
;

GREARUNCE- B YRR TE- ¢

A o Ka EIRER B

3.40. Balances and measuring equipment of an
appropriate range and precision should be
available for production and control
operations.

EETREREEREH R R DT
EL B
z
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3.41.

Measuring, weighing, recording and
control equipment should be calibrated
and checked at defined intervals by
appropriate methods. Adequate records of
such tests should be maintained.

3.41. &)

CPRE ke FHRE AR
R o % i E S iR ¥
Wb /P2 o R R i R s

w7 .

3.42. Fixed pipework should be clearly labelled | 3.42. ¥ T g i 8457 > i@ E p 7
to indicate the contents and, where oA S BEREPN FH R
applicable, the direction of flow. o

3.43. Distilled, deionized and, where 343, KAk~ A4 OKE LR e Y kR

appropriate, other water pipes should be
sanitised according to written procedures

>

P E AR TR AL 3%

that detail the action limits for Bkt A At e UE 2
microbiological contamination and the B m;}:!ﬁ 3% o
measures to be taken.

3.44. Defective equipment should, if possible, 344, F R K > Aok T A RS AR
be removed from production and quality

nd RN L) "A/,:iﬁ'w_:r

control areas, or at least be clearly labeled Trd F 1% ¢ s LR
as defective. HEg & haiik &7
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u: 8 (DOCUMENTATION)

| (PRINCIPLE)

Good documentation constitutes an essential

2,
part of the quality assurance system. Clearly f )
written documentation prevents errors from ‘
spoken communication and permits tracing of i
batch history. Specifications, Manufacturing i e

Formulae and instructions, procedures, and EAREE J):

records must be free from errors and available 1

in writing. The legibility of documents is of

paramount importance.

4, oz 21 >
TE R BLZ A VA R

B
e EELckp T AT
TP AR P H R 8

LR R Ty R

- 4.2 (GENERAL)

4.1. Specifications describe in detail the 4.1, HFcimp ik A RBHF R R E R
requirements with which the products or 3 e _ ,
. . . A SR R R &R R R
materials used or obtained during
manufacture have to conform. They serve e R AR - Wi R ITR
as a basis for quality evaluation. B3 A/e % %‘g ?‘ pofgF 3R
Manufacturing Formulae, Processing and KL E M T M (FAER R A
Packaging Instructions state all the - ‘
L b
starting materials used and lay down all RS B L TR e ] b
processing and packaging operations. %lr‘)fa’- FENRFSRBIA MR
Procedures give directions for performing Zoa Bk (TE o SRR EE A S
certain operations e.g. cleaning, clothing,
. . . Frd o ¢FEHEH > B H - g
environmental control, sampling, testing,
equipment operations. Records provide a HARL & ?fr 3 Ml o
history of each batch of product, including
its distribution, and also of all other
relevant circumstances pertinent for the
quality of the final product.
4.2. Documents should be designed, prepared, | 49 < 2 O R AN EUNE S T R
reviewed and distributed with care. They L . )
. RS R TN L A L
should comply with the relevant parts of
the manufacturing and marketing iR A
authorisation dossiers.
4.3. Documents should be approved, signed 43, < dd A2 MEEAP T B 5
and dated by appropriate and authorised .
P op Ao
persons.
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4.4.

Documents should have unambiguous 44, 2 Bt PRESN G HAEAL T2
contents; title, nature and purpose should S 5 KA e
be clearly stated. They should be laid out BT R TR T
in an orderly fashion and be easy to check. o2 AR PUPE AR B
Reproduced documents should be clear A od B A4 T2 22 5
and legible. The reproduction of working d StAF iE A H o iz iR o
documents from master documents must

not allow any error to be introduced

through the reproduction process.

4.5. Documents should be regularly reviewed |45 < 2 BEWEIRBED HEL 5T E -
and kept up-to-date. When a document )

) e SiFBET o PIREIT KA Y
has been revised, systems should be
operated to prevent inadvertent use of bR Bgea ARt o
superseded documents.

4.6. Documents should not be hand-written; 46, v 2T EE ~BAERE > BRAREE LT
although, where documents require the ) e

. '4,%%\?352%%%#$mii;1’@
entry of data, these entries may be made
in clear, legible, indelible handwriting. TEAEZEY LR G KDL RE
Sufficient space should be provided for b fE oy T~ o
such entries.

4.7. Any alteration made to the entry on a 47, t- ire b EPRSIRE O IE P A AE
document should be signed and dated; the ) e e o
alteration should permit the reading of the PR &R IGER R L
original information. Where appropriate, REFRKRFTIRAEI o B E RS
the reason for the alteration should be P IR iedR o
recorded.

4.8. The records should be made or completed | 48 4 HPE - 3 A 7;“ BAEE A 2
at the time each action is taken and in Wk, ;
such a way that all significant activities g REFRONE G M
concerning the manufacture of medicinal h— 27 f B F PR L B0 o ipilt
products are traceable. They should be ARG I BB A Tk p B8
retained for at least one year after the b &
expiry date of the finished product.

4.9. Data may be recorded by electronic data | 4 9. Byhe v 3 BTk s RAp & H

processing systems, photographic or other
reliable means, but detailed procedures
relating to the system in use should be
available and the accuracy of the records
should be checked. If documentation is
handled by electronic data processing
methods, only authorised persons should
be able to enter or modify data in the

Tg?i_é’ﬁ_’ e 35‘7
v 2

» B BT B~

G aEE AR R 0 @ P inE &

@ B

St S AP /P v B iR
T AIL f RE Y 0 R kR
AT &L g Y il o ©

e 5 ecqod | chk b o 3B~ % L1
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computer and there should be a record of BABAH B |2 F R Bdh 2 gj,;ol

changes and deletions; access should be i _
- ik bz PR e RS

restricted by passwords or other means

and the result of entry of critical data TR R R B R B e

should be independently checked. Batch =N oigdc # s MR R Hu 3R

records electronically stored should be s o ARHH IR T LR

protected by back-up transfer on magnetic
) g . o

tape, microfilm, paper or other means. It R SIS ELAR S

is particularly important that the data are

readily available throughout the period of

retention.

& fehv 2 (DOCUMENTS REQUIRED)

#.4 (Specifications)

4.10. There should be appropriately authorised 410, $2 R~ ¢ EHEfRS A S BT

and dated specifications for starting and G AR L P R S E
3 S S Rt By 715 , 3
packaging materials, and finished U S O v 2 L5 B

products; where appropriate, they should PO IR BASSFa/e KA
be also available for intermediate or bulk LA A
products.

Rz & & e (Specifications for starting and packaging materials )

4.11. Specifications for starting and primary or | 4 11. FLEEJRe ER R e EH R 4
printed packaging materials should

foo % T e 4

include, if applicable:
a) description of the materials, including: a) RPkleanggif o @ 45
» _the designated name and the internal > dg WD L fAr IR R

code reference;

> the reference, if any, to a > BELHadd TG )

pharmacopoeial monograph;

> _the approved suppliers and, if possible, > A SZWRT ORERE 0 2 H Rosad
the original producer of the products; A (Je¥ A PF)
» _aspecimen of printed materials; > B[R ek A
b) directions for sampling and testing or b) ¥k ~ RIFFedp T & 3 PP ER
reference to procedures;
¢) qualitative and quantitative requirements ) 27 fRFEFFZ Lo T Pk
with acceptance limits; Fe
d) storage conditions and precautions; d) B2 gaigit 2 18£8
¢) the maximum period of storage before ) EHmm B EREFHRF -

re-examination.
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LR /TR EE Fale kA B (Specifications for intermediate and bulk

products )

4.12. Specifications for intermediate and bulk
products should be available if these are
purchased or dispatched, or if data
obtained from intermediate products are
used for the evaluation of the finished
product. The specifications should be
similar to specifications for starting
materials or for finished products, as
appropriate.

412, LM AFE LY/ B A SfoFs/
FEAREF LIS/ FAEREE
=g S WL W, Rt Bl Bl N
LR /Y AR EAS KR R
Fooo B PE o GBE HLRREE 0 Rkl B

B % A Fehd e (Specifications for finished products)

4.13. Specifications for finished products

should include:

413, B ¥ A SRR S 45

a) the designated name of the product and a) A& g L LfEE R 4T BT F
the code reference where applicable; =3

b) the formula or a reference to; b) fe & 5 F A4

¢) a description of the pharmaceutical form c) AFHAZE & Kim& chfy it )
and package details;

d) directions for sampling and testing or a d) #foplRady 7 & 53 PR
reference to procedures;

e) the qualitative and quantitative e) L7 &RiRE q‘% Flz Tz T8 i
requirements, with the acceptance limits; b

f) the storage conditions and any special f) ®EiEEz TPFuaglavi i 7
handling precautions, where applicable; (F %)

g) the shelf-life.

CETREE SE

(MANUFACTURING FORMULA AND PROCESSING INSTRUCTIONS)

Formally authorised Manufacturing Formula ST S FCEIE Y - 3 B N o R
and Processing Instructions should exist for el BRI L REF K S L
each product and batch size to be manufactured.
They are often combined in one document. S ReEe
4.14. The Manufacturing Formula should 414, BB e o
include:
a) the name of the product, with a product a) ASEfEE BERRF MnAd S5 T N
reference code relating to its y4: N
specification;
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b) description of the pharmaceutical form, b) A &&A ~ 7 £ E P E iy i
strength of the product and batch size;

c) a list of all starting materials to be used, c) Mig* 2 - R AY E g H o X
with the amount of each, described using Fp it H a‘ﬁ Cdaghay i % NS 4P
the designated name and a reference B ITEAEY VA2 EZRP R
which is unique to that material; mention
should be made of any substance that
may disappear in the course of
processing;

d) a statement of the expected final yield d RPFFEHELAF/AEE H EES
with the acceptable limits, and of relevant zmpw Fl> 1% jphd L ’%lr-p/ v A A K
intermediate yields, where applicable. S AGE K

4.15. The Processing Instructions should 415, 3 ity £ ¥ 42
include :

a) statement of the processing location and a) (TEFTE ARG I
the principal equipment to be used;

b) the methods, or reference to the methods, b) B HRMAERG TR G * h? g2
to be used for preparing the critical 5 TR (Bl F s BRI R
equipment (e.g. cleaning, assembling, 7))
calibrating, sterilising);

c) detailed stepwise processing instructions C) Fimz 3B H (T ehdn £ (Gldo bk eh
(e.g. checks on materials, pretreatments, %A/ H S I Py Ao R VI B s
sequence for adding materials, mixing REPRER ~ER)S
times, temperatures);

d) the instructions for any in-process d) =@ @ad giladg s 2 21
controls with their limits;

e) where necessary, the requirements for e) LEPFHNE L2 Fa/e Ktk
bulk storage of the products; including R FERF e RAFE T2 E
the container, labelling and special ERETF IE R
storage conditions where applicable;

f) any special precautions to be observed. f) fi’&ﬁ TER AR TR o

AlE i 4

(PACKAGING INSTRUCTIONS)

4.16.

There should be formally authorised
Packaging Instructions for each product
for pack size and type. These should
normally include, or have a reference to,
the following -

4.16.

$orE A e EEEAR LT -
SR S LR Y

FEB LK R AR T A

a)

name of the product;

a)

A5 L
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b) description of its pharmaceutical form, b) # A 2 H 7 & iy i(F (TFF)
and strength where applicable;

c) the pack size expressed in terms of the c) ¢ XEMA S ’é_ﬁx.iﬁ? FREAEE L8
number, weight or volume of the product REERETZ
in the final container;

d) acomplete list of all the packaging d - BHREMEFE2 20 Aoy
materials required for a standard batch o s a8~ 35\ 2 5-
size, including quantities, sizes and types, ¢ A2 R MRS ST 5
with the code or reference number p3 .
relating to the specifications of each
packaging material;

e) where appropriate, an example or e) IR SEr Rz ¢ & ’H’f’ B 2 AF ?i
reproduction of the relevant printed (& iF PF) > 02 2R )* A&
packaging materials, and specimens FELST TR G m%aﬁ ~
indicating where to apply batch number
references, and shelf-life of the product;

f) special precautions to be observed, ) &z \2‘} FengFul R 98 0 S ITE R
including a careful examination of the UFT] S h o UIEFHETAITER
area and equipment in order to ascertain e & %A L/ E ;‘fifsﬁlm;F g
the line clearance before operations
begin;

g) a description of the packaging operation, g) Ale RivEz f{Zit e pEr L & il
including any significant subsidiary BUEE > MR R R
operations, and equipment to be used;

h) details of in-process controls with h) B3 dik2 & RAREH R 4 2 @A
instructions for sampling and acceptance B Rl E
limits.

% #]3% % & (BATCH PROCESSING RECORDS)
4.17. A Batch Processing Record should be

kept for each batch processed. It should be
based on the relevant parts of the currently
approved Manufacturing Formula and
Processing Instructions. The method of
preparation of such records should be
designed to avoid transcription errors. The
record should carry the number of the
batch being manufactured.

4.17.

ok - W AR ET - P W
Lo EBPRBMART g 2
Poivdp £ ctp B e o gl e gl v
SRt K 0 BT B R o
LT P el o
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Before any processing begins, there
should be recorded checks that the
equipment and work station are clear of
previous products, documents or
materials not required for the planned
process, and that equipment is clean and

suitable for use.

b gk BT 0 BT R E/P R
;} ";Qlﬂgﬂfr"l lFi%"”T.ﬂivtfall A

b

s o m AR R R 2R R
i}:ﬂ-’,"l&pz;:}:'%ik/?’/*pib]%? °

During processing, the following
information should be recorded at the

time each action is taken and, after

PR > TAFT A R PF - BT
B (d FiTE )es 0 T ARAE

completion, the record should be dated CE Y GARTERLFARLE
and signed in agreement by the person R O

responsible for the processing

operations :

a) the name of the product; a) %A SO

b) dates and times of commencement, of b) 2 A2 B4 ~ET 8P FIFEEZ P
significant intermediate stages and of B AepE
completion of production;

¢) name of the person responsible for each ) fFFF-BAAMERZ At ]
stage of production;

d) initials of the operator of different d) 2 ke R4 AHF2 TEAL R D E
significant steps of production and, where Lo E B S FEGefE )
appropriate, of the person who checked F-HIAOPEAR LR
each of these operations (e.g. weighing);

e) the batch number and/or analytical e) FHEFP2LE - Rl gz /& AT
control number as well as the quantities BHIEE 2 ER(F FEf4he2 TR
of each starting material actually weighed Jew & E W/ E B Rl s &
(including the batch number and amount £);
of any recovered or reprocessed material
added);

f) any relevant processing operation or f) ETPApM L FIFFENTEER* 23
event and major equipment used, B ank i

g) arecord of the in-process controls and the g) WAzd FH e Bfof T E I AR
initials of the person(s) carrying them out, g Lo UEBEOREE
and the results obtained;

h) the amount of product yield obtained at h) Al RFREEILE PR FFEATER
different and pertinent stages of A NAF/AE

manufacture;
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1) notes on special problems including i) wflgm- 2 F it 43 ER R A
details, with signed authorisation for any WAL ¢ 5 BT 2 imidh
deviation from the Manufacturing
Formula and Processing Instructions.

P o7 % %4 (BATCHPACKAGING RECORDS)
4.18. A Batch Packaging Record should be kept | 4 18 225 — P R IR P (T R R
for each batch or part batch processed. It
P P S R LILE T Ty ST VIR

should be based on the relevant parts of
the Packaging Instructions and the method
of preparation of such records should be
designed to avoid transcription errors. The
record should carry the batch number and
the quantity of bulk product to be packed,
as well as the batch number and the
planned quantity of finished product that
will be obtained.

Ip & Ap BN BT 2 apilt ke Brehf]

T3 2 A MR ML) B R e
IVER 79 ER-IVER SWIER ¥ 1

e el B

A gt B Bl i E o

' 1R R OERZ BB

Before any packaging operation begins,
there should be recorded checks that the
equipment and work station are clear of
previous products, documents or
materials not required for the planned
packaging operations, and that equipment

is clean and suitable for use.

Aixera/e ;‘txf;FF'qu.u)@ﬁl]rﬁg
Pt B ¢ B fo (THTE A A
/¢ EITEIE A ZR2Z AT PF T2
LR R A RKEEFED G B

@ o

» 1L E 2%

The following information should be THFA etk EE - B AR (4
entered at the tlme. each action is taken e Y sekr 0 P AH A s 2hk b
and, after completion, the record should
be dated and signed in agreement by the Tod &/ RIEEAT AR EEN R
person(s) responsible for the packaging LI
operations:

a) the name of the product; a) Adq LR

b) the date(s) and times of the packaging b) »/¢ KiTEp HepEFER
operations;

c¢) the name of the responsible person ) FERGEA/ATEXR LS
carrying out the packaging operation;

d) the initials of the operators of the d) ?FEBHF2 ITEL R cnE L
different significant steps;

e) records of checks for identity and e) A/¢ Kiph 2 BuE s
conformity with the Packaging o ¢ 7 Haed FHgE AP

Instructions including the results of
in-process controls;
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f) details of the packaging operations
carried out, including references to

equipment and the packaging lines used;

M2 e £ Lamé & 5% i
WE G A ERDEY FTA

g) whenever possible, samples of printed g) FATFT AP @ 2 Bad Ei
packaging materials used, including g @FHPNAFE S AP HZE TP
specimens of the batch coding, expiry v Erentk A
dating and any additional overprinting;

h) notes on any special problems or unusual h) ﬁ*u{ PR BV R Faiesr o @
events including details with signed PR IRCE ORI IF: B3 :fﬁ £ ERIRAD
authorisation for any deviation from the ERRIT
Manufacturing Formula and Processing
Instructions;

i) the quantities and reference number or 1) ’% M@ S AEAN T 2 2IRE

identification of all printed packaging
materials and bulk product issued, used,
destroyed or returned to stock and the
quantities of obtained product, in order to

provide for an adequate reconciliation.

¢ fr%\/s % A& SenicR
j’yy%{/ﬁ% 41:;%!)" » & bLTT" f?: F’r'l:":ai
4 IU’%»—‘— Big g BB R oo

\v
\\\Xr

-

£

25 2 % 4 (PROCEDURES AND RECORDS)

#Jz (Receipt)

4.19. There should be written procedures and
records for the receipt of each delivery of
each starting and primary and printed
packaging material.

4.19.

4_55}3,11,\ i & e EHEe
FEPELE X F s BT R

4.20. The records of the receipts should include:

4.20.

Bl ol ¢ 3

a) the name of the material on the delivery a) pE b EfF R ORSRE LH
note and the containers;

b) the "in-house" name and/or code of b) R 2 “Fp e LR RS (Ar R
material (if different from a); > a fF)

¢) date of receipt; c) TP ¥

d) supplier's name and, if possible, d) ®RFDEHF WR RO EHGEF T
manufacturer's name; At ) s

¢) manufacturer's batch or reference e) Wit 2 5
number;

f) total quantity, and number of containers f) BB &2 F Bediep
received;

g) the batch number assigned after receipt; g) ATt dp Tt g
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h) any relevant comment (e.g. state of the h) E@Apk ez (Bde 3 Baylkiy) o
containers).
4.21. There should be written procedures for the | 4 21, % g s EHEZ SpE o Bl R

internal labelling, quarantine and storage
of starting materials, packaging materials
and other materials, as appropriate.

AN R IR T 3 T
2R o

## (Sampling)

4.22. There should be written procedures for
sampling, which include the person(s)
authorised to take samples, the methods
and equipment to be used, the amounts to
be taken and any precautions to be
observed to avoid contamination of the
material or any deterioration in its quality
(see Chapter 6, Item 13).

4.22.

A BT R o AR ¢
MR E A R @ h 4}?;{
H o~ -ﬁa‘é?‘mf{rﬁﬁ{%ﬁ:‘: T
%o L R oA end 48 B R e
MEFELE % 5 L29)

7

A;

#2% (Testing)

4.23. There should be written procedures for 423 4 42 FRSHERPEAFFEL 2 5

testing materials and products at different Bt R RS - AR R €Y 4
= R AR B 3T e
stages of manufacture, describing the W * A
methods and equipment to be used. The TR EKH o PNFERR A s
tests performed should be recorded (see GF$o %% %+-=0)
Chapter 6, Item 17).
# # (Other)
4.24. Written release and rejection procedures 424, 5 RFHE F N2 TR 4B 5 BuE

should be available for materials and
products, and in particular for the release
for sale of the finished product by the
authorised person(s) designated for the

purpose.

PREARLH A D 5P kR

TS SRS ST B Y

Records should be maintained of the

4.25. 425 B F - A 2 B pE s bk g 1
distribution of each batch of a product in T % s & oy o (340 5
order to facilitate the recall of the batch if o - 7
necessary (see Chapter 8). M) e

4.26. There should be written procedures and 426, T 5 EAE B 4 ?“ BB E BB (7
the associated records of actions taken or

. ) REFRF HE 2 BATpR e
conclusions reached, where appropriate,
for:
> validation; > FEALT
» _equipment assembly and calibration; > KHE 2 mEHE
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> _maintenance, cleaning and sanitization; > AE R~ FRER AR
> personnel matters including training, > ARER FRETVR AFEGF
clothing, hygiene; 2
» _environmental monitoring; > EB TR
» . pest control; > B RPFA
» _complaints; > ¢ r
> recalls; A E
» _returns. > 3w,
4.27. Clear operating procedures should be 427 i R enBlE BRIk g B F Fenit

available for major items of
manufacturing and test equipment.

AR o

4.28.

Log books should be kept for major or
critical equipment recording, as
appropriate, any validations, calibrations,
maintenance, cleaning or repair
operations, including the dates and
identity of people who carried these
operations out.

428 o PE 0 TFLR SMEREL TR

FEe s R~ R RS BT
¥ 2 gl ik

ek e A

cHEPHERFEL

4.29.

Log books should also record in
chronological order the use of major or
critical equipment and the areas where the
products have been processed.

429, pihY RBUPER A0 B R MAER G oD

CRIENCE. I Sty T
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%1% 2 4 (PRODUCTION)

R R (PRINCIPLE)

Production operations must follow clearly
defined procedures; they must comply with the
principles of Good Manufacturing Practice in
order to obtain products of the requisite quality
and be in accordance with the relevant

manufacturing and marketing authorisations.

'Fi}'@ﬁ Wi AR 2 ]2;/“,\%&7
WG EP P> VEFE 2 BE 5
T & AP B m@lig‘frj B HRFEE

- 437 (GENERAL)

5.1. Production should be performed and 51. 2 ARd se%ix —‘F% PREEEE -
supervised by competent people.

5.2.  All handling of materials and products, 52. RPFE F B 2 R o bldri |k
such as receipt and quarantine, sampling, B U = A R JC  EC A
storage, labelling, dispensing, processing, e R GEH O RiRD i“ 2R 2 dp 4 R
packaging and distribution should be done T2 & B PEFT RS Bk o
in accordance with written procedures or
instructions and, where necessary,
recorded.

5.3. All incoming materials should be checked | 5.3. - &R TR FFES 281 > Uik
to ensure that the consignment o HpE o v @ o FRRES G
corresponds to the order. Containers Fo X MR TDFT AR 2 o
should be cleaned where necessary and
labelled with the prescribed data.

5.4. Damage to containers and any other 5.4. RO EHRFREETT A2 7
problem which might adversely affect the Tz P4 B A4~
quality of a material should be o TRIFEST AP o
investigated, recorded and reported to the
Quality Control Department.

5.5. Incoming materials and finished products | 5.5. R A FH 2 A% 2 F &g e 1
should be physically or administratively o BT FRMS Ty T DR
quarantined immediately after receipt or EIvUiEe i ERY NMEH A T
processing, until they have been released LS
for use or distribution.

5.6. Intermediate and bulk products purchased | 5.6. #$¢phend @ 5/¢ B & F- F o /& KA

as such should be handled on receipt as

though they were starting materials.

S LT U PR R ROE RS o
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5.7. All materials and products should be 57. -2 R4 2 EFE R LERE S O
stored under the appropriate conditions BOEET o XU RIS N2 o
established by the manufacturer and in an WEFFRXOTRIEE R G S o
orderly fashion to permit batch segregation
and stock rotation.

5.8. Checks on yields, and reconciliation of 58, REF S RAFAF/AL TP UE
quantities, should be carried out as B Ao T ,ﬁ'—;?t AN E AR
necessary to ensure that there are no Flenz B oo
discrepancies outside acceptable limits.

5.9. Operations on different products should 5.9. ",4rf ZLE RN R F AR % ? Al o
not be carried out simultaneously or A Sd AITE A E AR - TE
consecutively in the same room unless AR AREE T
there is no risk of mix-up or
cross-contamination.

5.10. At every stage of processing, products and | 5.10. A %] fz % — f3 ﬁ;’i N YL R
materials should be protected from PRIKAFEHBEFL -
microbial and other contamination.

5.11. When working with dry materials and 501, F rJ2i0 'k R e 2 P54k B
products, special precautions should be Frolb a0 Lk B 2 feit
taken to prevent the generation and oo pAFHE TR SN B RIS
dissemination of dust. This applies BT o
particularly to the handling of highly
active or sensitising materials.

5.12. At all times during processing, all 512, pdfivr242? > - Ryl s LH LR
materials, bulk containers, major items of BNEX KL BINSE LA RER m#;%
equipment and where appropriate rooms T2 P RER &4l hd B8 i
used should be labelled or otherwise s B 2R ok ¥ )T ST
identified with an indication of the product Wzo o ¥ AR B BT H A
or material being processed, its strength A fE B o
(where applicable) and batch number.

Where applicable, this indication should
also mention the stage of production.

5.13. Labels applied to containers, equipment or | 5.13. * % % ~ 3K & & fu 5 K% iR 8 i
premises should be clear, unambiguous P I kRt o Al
and in the company's agreed format. It is ;1 ",% > F ek 8 gEd AR KRR (D)
often helpful in addition to the wording on ol FER - ERIET S FFLLE)
the labels to use colours to indicate status i Fereno

(for example, quarantined, accepted,

rejected, clean, ...).
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5.14.

Checks should be carried out to ensure that
pipelines and other pieces of equipment
used for the transportation of products
from one area to another are connected in

a correct manner.

5.14.

)f%fﬁ f—?%ﬁﬁ/f ‘j- s T ER |£—’J+ |J:ll»-13 rwfk

CREREREIT - B R
# o

5.15.

Any deviation from instructions or

procedures should be avoided as far as

5.15.

kv @ kpdpd & iERRE
f?%g_ Oéﬁ’i ]’,E’bg:_% 9 }‘@E] ﬁ?{_ A ﬁl],

possible. If a deviation occur, it should be TRRT OPFEZTFEFEAIIE D
approved in writing by a competent FBT o
person, with the involvement of the
Quality Control Department when
appropriate.

5.16. Access to production premises should be 516, i~ 4 & B 5 BPUHILHEALR o
restricted to authorised personnel.

5.17. Normally, the production of non-medicinal | 5.17. i ¥ » 2-% 5.2 4 é_)’@ﬁj’ % éf_?;f A A
products should be avoided in areas and BELOEREBEXEP
with the equipment destined for the
production of medicinal products.

2 A7 2R FRApE

(PREVENTION OF CROSS-CONTAMINATION IN PRODUCTION)

5.18. Contamination of a starting material orof | 518, Bt AR A A %5 5 - RPN 2 &5

a product by another material or product BEE L o 2R PR B LR G o Tl A

must be avoided. This risk of accidental
cross-contamination arises from the
uncontrolled release of dust, gases,
vapours, sprays or organisms from
materials and products in process, from
residues on equipment, and from
operators' clothing. The significance of
this risk varies with the type of
contaminant and of product being
contaminated. Amongst the most
hazardous contaminants are highly
sensitising materials, biological
preparations containing living organisms,
certain hormones, cytotoxics, and other
highly active materials. Products in which
contamination is likely to be most
significant are those administered by
injection, those given in large doses and/or
over a long time.

Wt ¥ 2 Ry o Feifs B~ §
PRI BV el AR A S 1R
o FIRE LR T S  0E FITEAL

BApRER 3142 o 3% % d BAESS
R fE ok s 4 hA Sa B 29
BL BT s Ay F RS 7
AP EMOL PRUA S FLEEEF
Wowmiedfpo N2 AU FRESST -
AARET AL LR BhE S
Bfarl A B E R /R BT FTRLEF Lo
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5.19. Cross-contamination should be avoided by
appropriate technical or organisational

measures, for example:

5.19.

R A R R iy o
WR 2 b

method of preparation is adopted, steps
should be taken to demonstrate its
suitability for routine processing. The
defined process, using the materials and
equipment specified, should be shown to
yield a product consistently of the required
quality.

a) production in segregated areas (required for | a) AfRHDF (T FE o7 RE S~ F
products such as penicillins, live vaccines, Fw ~wrmFpAHE - EHs 2 5 EY
live bacterial preparations and some other A A r%“rlﬁ R o R A IR P 3
biologicals), or by campaign (separation in 442 Bk ,T_ BEEY ORI
time) followed by appropriate cleaning;

b) providing appropriate air-locks and air b) 3% TFHEETF P ",4r? XH
extraction;

¢) minimising the risk of contamination C) MR FynP %,f:q“_ WA 5L sl B
caused by recirculation or re-entry of VB e LB r TSl A e LR R TE T A
untreated or insufficiently treated air; [

d) keeping protective clothing inside areas d) 2HREFT IR FL2ELR G AN
where products with special risk of RPN EEFET FEL
cross-contamination are processed;

e) using cleaning and decontamination e) Fla K F hE i FERR F34 - B
procedures of known effectiveness, as Fib Rk AT iR * e 2 G M
ineffective cleaning of equipment is a FELFLARRE
common source of cross contamination;

f) using "closed systems" of production; f) &% P2 A kA

g) testing for residues and use of cleaning g) RIFRA IR GHF IR FHERLE A
status labels on equipment. E K o

5.20. Measures to prevent cross-contamination | 5.20. 5.20. & &R T2/ 28 & /P HP
and their effectiveness should be checked 2R FL m#ﬁ A H G s
periodically according to set procedures.

Fz£2% (Validation )

5.21. Validation studies should reinforce Good | 5.21. Fg»2f” 7 i ©* B 2 W # ] » ¥ &P
Manufacturing Practice and be conducted TR RPAER G % o H R R ek
in accordance with defined procedures. b o
Results and conclusions should be
recorded.

5.22. When any new manufacturing formula or | 5.22. % # * i @ 370 i3 fie > B F 22

B R b BEP B ) (74 F b
o AR IR ALE K H PF
Fh ekl RA L2 AEE R

- R A
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5.23. Significant amendments to the
manufacturing process, including any
change in equipment or materials, which
may affect product quality and/or the
reproducibility of the process should be

5.23. %

HEUFERT R § P TASST 2/ H
2L RMBNE LB 0 £ HERA AR
PRz e %L 0 R FEIT o

validated.

5.24. Processes and procedures should undergo | 5.24. @Az {cofe & &5 2 8 chhf 4212 £ Frox o
periodic critical revalidation to ensure that MR MiFiE S I e g ka4 o
they remain capable of achieving the
intended results.

R (STARTING MATERIALS)

5.25. The purchase of starting materials is an 525 e - AL L hivE > B3
important operation which should involve ERE LG HYE LR EOAR S
staff who have a particular and thorough 8o
knowledge of the suppliers.

5.26. Starting materials should only be 526. R R ¥ w wAp M AR 5] L2 FRT
purchased from approved suppliers named ERFREY VA BRERES LA
in the relevant specification and, where —'ﬁ PLY - ERERE ﬁ* biE 2 20 ol A
possible, directly from the producer. It is BT o T R L 2 A B
recommended that the specifications SEEe B BN - N A | AN
established by the manufacturer for the Fenk Ko 2 ¥ RcdE* R X
starting materials be discussed with the 2R R B R @A 3R E D
suppliers. It is of benefit that all aspects of
the production and control of the starting
material in question, including handling,
labelling and packaging requirements, as
well as complaints and rejection
procedures are discussed with the
manufacturer and the supplier.

5.27. For each delivery, the containers should be | 5.27. & - =t 2 ' > Bk &/F ¥ 7 Behe Ko
checked for integrity of package and seal FHifenw B2 X % HEERE DT
and for correspondence between the iz - kit o
delivery note and the supplier's labels.

5.28. If one material delivery is made up of 528 gtz — ehd {d F Je el =X Ay
different batches, each batch must be R A Hibfk ~ PlEERE > =
considered as separate for sampling, - HIRER TR

testing and release.
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2.

5.29. Starting materials in the storage area 529, AT ROREER T F ET GG %
should be appropriately labelled (see FIFR o5tz A RIS i‘
Chapter 5, Item 13). Labels should bear at TAE a‘—'
least the following information:

» the designated name of the product and > RSy LEEE R P IRET A
the internal code reference where (F 7 P¥) ;
applicable;

» abatch number given at receipt; > iR PEATS A Bl

» where appropriate, the status of the > L N RSk (e F
contents (e.g. in quarantine, on test, B ST E SR
released, rejected);

» where appropriate, an expiry date or a > L Rrrp M AET P QRE
date beyond which retesting is Blxerp B o
necessary.

When fully computerised storage systems F* T R Téﬁ R BRI o S

are used, all the above information should HAN S VS RIE I B ci s g el

not necessarily be in a legible form on the

label.

5.30. There should be appropriate procedures or | 5.30. &7 if % 425 & #‘— K Fe = U Rt
measures to assure the identity of the FRZPN R - (oo f‘:f‘_:}dv 5
contents of each container of starting 2% & R R - RS FES
material. Bulk containers from which
samples have been drawn should be
identified (see Chapter 6, Item 13).

5.31. Only starting materials which have been 53l R ST EHIINFm i R AH ER
released by the Quality Control Hp Fé“ el CF S T
Department and which are within their
shelf-life should be used.

5.32. Starting materials should only be 532 R Ed dpxeht fiad P ARAED
dispensed by designated persons, fie > MUFE R FEen R b g R e
following a written procedure, to ensure BRENMFEI GO EY o
that the correct materials are accurately
weighed or measured into clean and
properly labelled containers.

5.33. Each dispensed material and its weightor | 5.33. % - A a4l 2 2 & :-E__‘_ E z
volume should be independently checked T RB e h o T % %ﬁ 4ie °
and the check recorded.

5.34. Materials dispensed for each batch should | 5.34. 5 % - AR F# B %5 8

be kept together and conspicuously
labelled as such.

A FEEERET o
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L B¢ BREEIESE EE S

TiT¥

(PROCESSING OPERATIONS INTERMEDIATE AND BULK PRODUCTS)

5.35. Before any processing operation is started, | 5.35. A X P IFITEF dom > BEFEEH E
steps should be taken to ensure that the MAEFTERXRAAFEY a2
work area and equipment are clean and FIEETTZRDORF A K~ AR
free from any starting materials, products, ThA o
product residues or documents not
required for the current operation.

5.36. Intermediate and bulk products should be | 5.36. & @ 5-/¢ B & S\ ¥4 /¢ % & R %
kept under appropriate conditions. TRl g g T

5.37. Critical processes should be validated (see | 5.37. B 4R A2 s Srrr2(Gr 5 L & 3 2 “Fac”
"VALIDATION" in this Chapter). §E) e

5.38. Any necessary in-process controls and 538, mim & el 2 kB F AR
environmental controls should be carried HEFTA s
out and recorded.

5.39. Any significant deviation from the 539. B WA F/A R IR F B AR
expected yield should be recorded and T ARG o
investigated.

¢ £## (PACKAGING MATERIALS)

5.40. The purchase, handling and control of 5.40. fI.%_E_ Bz B R 2 B S
primary and printed packaging materials BAeE FIRBAE T RAEA - 201
should be accorded attention similar to that 3 o
given to starting materials.

5.41. Particular attention should be paid to 541. 5 flhe ;“‘ HHRBLES FULRE - %
printed materials. They should be stored in HRBEE S AT 2amigit? > 42
adequately secure conditions such as to e uf KGR B o 7 NS Ao
exclude unauthorised access. Cut labels H @ frk2 P ane SR s B a
and other loose printed materials should be MBEEY EHEREE o LR F
storec.l and transported .in separate closed EH R LR W R | T
containers so as to avoid mix-ups. H e SRR R o
Packaging materials should be issued for
use only by authorised personnel
following an approved and documented
procedure.

5.42. Each delivery or batch of printed or 542, F X 2 pAE - P2 B OR E R D
primary packaging material should be FERM S BREA - BEG it E
given a specific reference number or A s 2 o
identification mark.

39




5.43. Outdated or obsolete primary packaging 543, i@ s (TR E Fihe ERE S B
material or printed packaging material ZHREES A8 TR Al e
should be destroyed and this disposal H=E =g
recorded.

&l #%1t¥ (PACKAGING OPERATIONS)

5.44. When setting up a programme for the 544, haEz a /e kiF “,‘4"-? EAp CEC AR N
packaging operations, particular attention MR R B A SRR S NN ah e
should be given to minimising the risk of FlEoin “,/TT 2t “?’ L 1Rz E VA [ N i g 3
cross-contamination, mix-ups or R iti"ﬁ AR R s O o
substitutions. Different products should
not be packaged in close proximity unless
there is physical segregation.

5.45. Before packaging operations are begun, 545 /e FITER bow 3R P 3 0 NUFE
steps should be taken to ensure that the HITEF ~ A/ KRR E2 H B X
work area, packaging lines, printing HASEEG P AR TITENT B 2
machines and other equipment are clean Am R iERA S RS & o
and free from any products, materials or e RRDGFREREE DA RANS
documents previously used, if these are 2o
not required for the current operation. The
line-clearance should be performed
according to an appropriate check-list.

5.46. The name and batch number of the product | 5.46. AZJZ ¥ A & % 7&:—3‘ FE O REP &
being handled should be displayed at each Ba/e FZrbm b o
packaging station or line.

5.47. All products and packaging materials to be | 5.47. #-& & * - *» 2 &2 & EHH >
used should be checked on delivery to the Lrle EMPEY R A/FTHE K
packaging department for quantity, R/ T E s Kdp s AR o
identity and conformity with the
Packaging Instructions.

5.48. Containers for filling should be clean 548. LEF iy BhA L ﬁ'a‘ﬂ BEFEa o i
before filling. Attention should be given to ARELIBLERFILP o b4k 13
avoiding and removing any contaminants iR kS
such as glass fragments and metal
particles.

5.49. Normally, filling and sealing should be 549. 3 F 0 A LE B BRI SR GRS E
followed as quickly as possible by oo B 2hheE o P RERB R PR E
labelling. If it is not the case, appropriate R R 6 AR ;E; PhAE L 5 o
procedures should be applied to ensure
that no mix-ups or mislabelling can occur.
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5.50.

The correct performance of any printing
operation (for example code numbers,
expiry dates) to be done separately or in
the course of the packaging should be
checked and recorded. Attention should be
paid to printing by hand which should be

re-checked at regular intervals.

5.50.

BABSR aA/e FilaY KE2 TR
B ] (£ % (blde i AG ~ A2Cp #) enn
FER A A/ T e ek £ 1
ERES AR T RETFEL S A/

5.51. Special care should be taken when using 551 F @ A ERfeH THRREERF R
cut-labels and when over-printing is A EFRAR e AL RRY HF
carried out off-line. Roll-feed labels are PR ¥ R SRR .
normally preferable to cut-labels, in
helping to avoid mix-ups.

5.52. Checks should be made to ensure that any | 5.52. 5 /&% F #/G4% ~ BRI B H @
electronic code readers, label counters or ek L AT BRAGT AP/
similar devices are operating correctly. g o

5.53. Printed and embossed information on 553 BP e hE e KR hE o B
packaging materials should be distinct and B Y gy [EbARd & a‘{’}%“,% °
resistant to fading or erasing.

5.54. On-line control of the product during 554, /e EHF > A EDRE FHIEe I
packaging should include at least checking ICRA/PHTAER
the following:

a) general appearance of the packages; a) ¢ - BhE

b) whether the packages are complete; b) & I F 2

c) whether the correct products and c) . F @ * LA N8 e K,

packaging materials are used;

d) whether any over-printing is correct; d Ewzed F 0w,

e) correct functioning of line monitors. e) A /¢ FHM ¥ ATl FREHE o
Samples taken away from the packaging Ko B B il o BB
line should not be returned. "~ R vk

5.55. Products which have been involvedinan | 5.55. ¢ &% & ¥ % i¢ v RS
unusual event should only be reintroduced A ﬁ EE= A A EL 24 ;1? & 47
into the process after special inspection, FE /e RERY o BEFHITEZ
investigation and approval by authorised R -
personnel. Detailed record should be kept
of this operation.

5.56. Any significant or unusual discrepancy 556. A F A/ KA FE T2 ¢ il ok
observed during reconciliation of the € feA IEH P F'“ mﬁﬁ: R fed
amount of bulk product and printed BRIz a2l F Ry L R RS
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packaging materials and the number of oo T A ERRRL R R L .
units produced should be investigated and
satisfactorily accounted for before release.

5.57. Upon completion of a packaging 557. A/ RiF¥E = TP AR*m g
operation, any unused batch-coded Py nEr )?wJ EHAE RS S T 83
packaging materials should be destroyed G sl o 3 AP MR
and the destruction recorded. A v B H o fi’&ﬁ mE A As
documented procedure should be followed
if uncoded printed materials are returned
to stock.

5% & % (FINISHED PRODUCTS)

5.58. Finished products should be held in 558 B % A St H iR BRI E B M T
quarantine until their final release under Ao B EFNIR/ TR F o
conditions established by the
manufacturer.

5.59. The evaluation of finished products and 550. A & s BB RET > AR A FE
documentation which is necessary before HArZ 2 R RETE S R (FFE D
release of product for sale are described in
Chapter 6 (Quality Control).

5.60. After release, finished products should be | 5.60. & % & & f 3% {7 {8 Ji (& 2 R )57 ehig 2
stored as usable stock under conditions AR S~ £ - Ay Y e
established by the manufacturer.

E s o sl 3 Ay R

(REJECTED, RECOVERED AND RETURNED MATERIALS)

5.61. Rejected materials and products should be | 5.61. 8% i = 4L frAd & );@.; AR RiE
clearly marked as such and stored e B AW REF AU R o 4
ss:parately in restricted areas. They should N SULET RSN Ry BN NE |
either be remrr}ed to the suppliers or, BRHE o P I T 7
where appropriate, reprocessed or
destroyed. Whatever action is taken should FAR R ARRT L ek
be approved and recorded by authorised
personnel.

5.62. The reprocessing of rejected products 5.62. 8% & Fend W/E€ BSL R B o B G

should be exceptional. It is only permitted
if the quality of the final product is not
affected, if the specifications are met and
if it is done in accordance with a defined
and authorised procedure after evaluation
of the risks involved. Record should be
kept of the reprocessing.

< 2
S -F

BERBRAENSTIXRE S BER
o D EFTRATI R RS R TR
T ERN TR S 4niiF o £ 9/E
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5.63.

The recovery of all or part of earlier
batches, which conform to the required
quality by incorporation into a batch of the
same product at a defined stage of
manufacture should be authorised
beforehand. This recovery should be
carried out in accordance with a defined
procedure after evaluation of the risks
involved, including any possible effect on
shelf life. The recovery should be

recorded.

5.63.

o

e

Ao - BR ARG ER > EH O - 4p

e FRE S PR TE [P

B A& - Bitarew » RBRETE LT
FooipfAfer BBtk R o ¢ 7 8
HERPF 2 2m7 i T2

- BR AR T o e w B

Shk

o

5.64.

The need for additional testing of any
finished product which has been
reprocessed, or into which a recovered
product has been incorporated, should be
considered by the Quality Control
Department.

5.64.

)I‘orféﬁ“’@l/ﬁ‘/%@“' B~ ew 2 & R
[EREE A g W??#'ggw{lﬁ
3 SRR R o

5.65.

Products returned from the market and
which have left the control of the
manufacturer should be destroyed unless
without doubt their quality is satisfactory;
they may be considered for re-sale,
re-labelling or recovery with a subsequent
batch only after they have been critically
assessed by the Quality Control
Department in accordance with a written
procedure. The nature of the product, any
special storage conditions it requires, its
condition and history, and the time elapsed
since it was issued should all be taken into
account in this assessment. Where any
doubt arises over the quality of the
product, it should not be considered
suitable for re-issue or re-use, although
basic chemical reprocessing to recover
active ingredients may be possible. Any
action taken should be appropriately

recorded.

5.65. 83 Hiqw MR S FE R F 4D

A& A R ",f?k»—?—! SR E AR
AL ABE D P e ST
FIFOP % F AR im0 47
T REATH L L ATET
Plew o TR
& fehiz e
fre o & opaed
b@ﬂ%*%°ﬁﬁ%$m“§ﬁﬁ;
Ao i F AT AT 0 BB H

EEH AT -

,_rr'm]“i’?ﬁr N

%%ﬁﬁ~ﬁ%mﬁ

A F i

?éi@@ﬁh’¢%wmﬁfﬁﬁt
&€ 374 EE“'_@‘_,‘%?I%’* FEEBmiEie 7d
F R e

43




¥AF &SFEH

(QUALITY CONTROL )

R R (PRINCIPLE)

Quality Control is concerned with sampling,
specifications and testing as well as the
organisation, documentation and release
procedures which ensure that the necessary and
relevant tests are carried out, and that materials
are not released for use, nor products released
for sale or supply, until their quality has been
judged satisfactory. Quality Control is not
confined to laboratory operations, but must be
involved in all decisions which may concern the
quality of the product. The independence of
Quality Control from Production is considered
fundamental to the satisfactory operation of
Quality Control (see also Chapter 1).

R RIS R SRR 2
BT EARR M o R RS B he? 4p B iR
WHRTCREF L mELASFTEA SR LY
AR FLEHITFIIER Y EA S E AT
M LN R TR RN R T D
TR EHEF R BEEZAEET T M-
AT o R TR IR A A IV R AL
WE ﬂ'\r'r"?ﬁ?’?l& 2k R EITaAH o

- 44 % (GENERAL)

6.1. Each holder of a manufacturing
authorisation should have a Quality
Control Department. This department
should be independent from other

departments, and under the authority of a

6.1. & - BREFT G F9k -
R AR o ZFKF’“){@J;Tg 5P
AL RSN R L s
AR F oo Bty d B AR B S

BEAREE TR R G OT

-

person with appropriate qualifications and oo MFEERG R P A HE- R
experience, who has one or several control %‘r *g +) e B o

laboratories at his disposal. Adequate

resources must be available to ensure that

all the Quality Control arrangements are

effectively and reliably carried out.

6.2. The principal duties of the head of Quality | 6.2. & ¢ #11 ¥ i1 & B § P> % =
Control are summarised in Chapter 2. The FooFMA T EREARNES G H
Quality Control Department as a whole PBLE 0 Blde D R FIRT s A s B
will also have other duties, such as to - EEEFIRAE > B3RS A S
establish, validate and implement all I RES REERP RS T B
quality control procedures, keep the T 0 FERA SE LT R &
reference samples of materials and BIeA SR MY FhR AR o T
products, ensure the correct labelling of N = ,@ i+ i\ BAERGF > ? ALE
containers of materials and products, LA I g

ensure the monitoring of the stability of
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the products, participate in the
investigation of complaints related to the
quality of the product, etc. All these
operations should be carried out in
accordance with written procedures and,
where necessary, recorded.

6.3. Finished product assessment should 63. B XA LDTRH K Z - M DT
embrace all relevant factors, including 2o dEd AR @lﬁi“ BRI %
production conditions, results of W (e Faa/d B)> 2afgit ~ B & 5
in-process testing, a review of SBAERPEUE BB KA SRS o
manufacturing (including packaging)
documentation, compliance with Finished
Product Specification and examination of
the final finished pack.

6.4. Quality Control personnel should have 6.4, ZHHEREDEL > EPEF - RHFEFIAR

access to production areas for sampling

and investigation as appropriate.

B 2 AT o

BAEFEHARIAP
(GOOD QUALITY CONTROL LABORATORY PRACTICE)

6.5. Control Laboratory premises and 6.5 FHIFHREZARPEEZXARIESZ R
equipment should meet the general and TSR A R 2 - e ul g oo
specific requirements for Quality Control
areas given in Chapter 3.

6.6. The personnel, premises, and equipmentin | 6.6. FZ% 3 ® F4A B ~ 52 X é By
the laboratories should be appropriate to B IR DT E R T (T4p
the tasks imposed by the nature and the o PR TRA/RERETHED
scale of the manufacturing operations. The RRIT o fFElIEd o FRLR
use of outside laboratories, in conformity PIRF R E c TR EST R AR ST 4
with the principles detailed in Chapter 7, rLRR R o
Contract Analysis, can be accepted for
particular reasons, but this should be stated
in the Quality Control records.

<~ & (DOCUMENTATION)

6.7. Laboratory documentation should follow 6.7.

the principles given in Chapter 4. An
important part of this documentation deals
with Quality Control and the following
details should be readily available to the
Quality Control Department:

FHRE 'im@‘?@ﬁ%%:lfi“#im
BRl - 2 m il MehE R v 20z
T & TR K ST I

E
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» specifications; > AR

» sampling procedures; > PERARE

» testing procedures and records > RIRAEAE e (e tra FH 2/
(including analytical worksheets and/or - - s g M-t N BN
laboratory notebooks);

» _analytical reports and/or certificates; > LA /N REREN S

> _data from environmental monitoring, > HBEERTH (& kpF)
where required;

» validation records of test methods, > RBE EFdaugstker (FERF)
where applicable;

» _procedures for and records of the > RERIEZXAFREFRZ AR &
calibration of instruments and =l

maintenance of equipment.

6.8. Any Quality Control documentation 68 H-PXusF HMOEIRETEH
relating to a batch record should be o BIRFIEMFTESTRIP HiS
retained for one year after the expiry date - F o
of the batch.

6.9. For some kinds of data (e.g. analytical 6.9. FEEAalidy (4o A TEKREE -
tests results, yields, environmental AF/AZ BB DEHLE)ERET
controls, ...) it is recommended that FARF TG a2 NG H e bk
records in a manner permitting trend
evaluation be kept.

6.10. In addition to the information which is part | 6.10. "f LR R g2 - WA GT A BBy
of the batch record, other original data TR PHArF R LA/ B
such as laboratory notebooks and/or PR g R E OB o
records should be retained and readily
available.

# #% (SAMPLING)

6.11. The sample taking should be done in 6.11. 4 R & R 537 2 3 AR 7 - 324R
accordance with approved written JERE R U
procedures that describe:

» the method of sampling; VRE LR S=EIIPE

» the equipment to be used; > B gk g

» the amount of the sample to be taken; > BRI E

» instructions for any required > Eie & AR SR A g 4
sub-division of the sample;

» the type and condition of the sample > R 2 REF BN R

container to be used;
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\4

the identification of containers sampled;

> PR 2 R OER

any special precautions to be observed,
especially with regard to the sampling

of sterile or noxious materials;

> Tz e HuL LR F A
Mt R Fehs 3 4 5 F e ik

» the storage conditions;

> REFEE

» instructions for the cleaning and storage

of sampling equipment.

> oRERE L GFFRR AL

6.12. Reference samples should be
representative of the batch of materials or
products from which they are taken. Other
samples may also be taken to monitor the
most stressed part of a process (e.g.
beginning or end of a process).

6.12. R FHWHIRA 2 AP E 5
St AR PYBRE RS
rUE R - B AR 2 B FEL 3R A (B
do - BEARAE e f) o

6.13. Sample containers should bear a label
indicating the contents, with the batch
number, the date of sampling and the
containers from which samples have been

drawn.

6.13. & 7 Btk R iR N 7

BREP YR RSATER

6.14. Reference samples from each batch of
finished products should be retained till
one year after the expiry date. Finished
products should usually be kept in their
final packaging and stored under the
recommended conditions. Samples of
starting materials (other than solvents,
gases and water) should be retained for at
least two years after the release of the
product if their stability allows. This
period may be shortened if their stability,
as mentioned in the relevant specification,
is shorter. Reference samples of materials
and products should be of a size sufficient

to permit at least a full re-examination.

6.14. k p & B4 A TR SR
A EZ AP HE - #E o B¥
¥ w9 > TRk
BREET o Rpl2 & T FF
ROEL(F @ 3873 40 § W2 K ek &
FLGASREFEL A E o AR R
R #IE X LPREY 0 A & DR
CRAASCE RSN E L R REa 1
REORERLELI PERGF- I E
Rt A o

(R

P
2,

zZ
ZL
| d
5
E e

S

b

=k

2
e

1

B3 (TESTING)

6.15. Analytical methods should be validated.
All testing operations described in the
marketing authorisation should be carried

out according to the approved methods.

6.15. 2473 F 7 Fast o Bt B FV P Arhy

i I TR Y iR SR e

HiFz -

6.16. The results obtained should be recorded

and checked to make sure that they are

6.16. 1 17 i % ot sebri 46 B/PigE > AR
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consistent with each other. Any
calculations should be critically examined.

[ LF'&Q\" Reno [ER A ’LE' f”}i’:‘?’;—n ﬁg;
’}é:%%v-r °

6.17. The tests performed should be recorded 6.17. { T @B K- 54k 2 2 k4x3 0
and the records should include at least the & 367 A F AL
following data:

a) name of the material or product and, a) Ry A5 tf 2 ERAN(F FF)
where applicable, dosage form;

b) batch number and, where appropriate, the b) #5502 HBFRE/NERF(E
manufacturer and/or supplier; ) ;

¢) references to the relevant specifications c) M RRERHRAR PEL FHL
and testing procedures;

d) test results, including observations and d) BlFEDEE > SR E vz ik
calculations, and reference to any Al S A N S
certificates of analysis;

e) dates of testing; e) BlFEPp

f) initials of the persons who performed the f) HEFZPEEZARTE L
testing;

g) initials of the persons who verified the g) B BHRFEELREEZVE LA S
testing and the calculations, where b AN
appropriate;

h) a clear statement of release or rejection h) 2z 7 4B % (B H B Rk k)2
(or other status decision) and the dated Wl AR fF AP PR o
signature of the designated responsible
person.

6.18. All the in-process controls, including those | 6.18. — *» %] 4z ¢ ? 1> #3Ed 2 A AR A4
made in the production area by production AW P OATI T R ’E ﬁj gy
personnel, should be performed according RN LT h 2 H 7o ToedkH B % o
to methods approved by Quality Control
and the results recorded.

6.19. Special attention should be given to the 6.19. BREHIZAFIH I HH 2 TR B
quality of laboratory reagents, volumetric oA s ¥ RIEE S Z g Ay
glassware and solutions, reference Bov P fikd ;\ AR R B E 2 o
standards and culture media. They should
be prepared in accordance with written
procedures.

6.20. Laboratory reagents intended for 620 FEXEEHR®* PF KT EH 0 R
prolonged use should be marked with the BR@lp iz R fagR o 2 EL
preparation date and the signature of the HER E 2 A Ak p ¥ 0 e H
person who prepared them. The expiry w hiE ],'% o AR o g

date of unstable reagents and culture
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media should be indicated on the label,
together with specific storage conditions.
In addition, for volumetric solutions, the
last date of standardisation and the last
current factor should be indicated.

b H’MA ﬂ/”\’]‘fﬁp i o 1’@1‘;‘?‘%?—' B 1T

6.21.

Where necessary, the date of receipt of any
substance used for testing operations (e.g.
reagents and reference standards) should
be indicated on the container. Instructions
for use and storage should be followed. In
certain cases it may be necessary to carry
out an identification test and/or other
testing of reagent materials upon receipt or
before use.

6.21.

SR R TRl R e
(b 4e: 328 2 5 PR AR I )i e p B 4E
A J°l§¥;léqx%m#ﬁ?f@:"l§

SR R R
BT ER R R £
R o

N

£
+

. F_L )

m): “J-E\gi EJ);

Yo 22
B o=

6.22.

Animals used for testing components,
materials or products, should, where
appropriate, be quarantined before use.
They should be maintained and controlled
in a manner that assures their suitability
for the intended use. They should be
identified, and adequate records should be

maintained, showing the history of their

use.

6.22.

Pt A e s R R
Fode o BUEPE T PR A
RerideFe R EVIR Y 2 fEen
= N KA AP 'Pﬁ:' o VS FEE
BTSSR ¥ R Ay

| d
A Fen

»3; ]FB

FHeF2L % 2+ E (ON-GOING STABILITY PROGRAMME)

6.23.

After marketing, the stability of the
medicinal product should be monitored
according to a continuous appropriate
programme that will permit the detection
of any stability issue (e.g. changes in
levels of impurities, or dissolution profile)
associated with the formulation in the

6.23.

FEoobA i BHx g B RER- BEY
Ul R RBFER BV ERTTR

g b i o Y e Bl I

T AR A (4o > BFRF/2 B4 3
£ 0 203 4R ol i et )

marketed package.

6.24. The purpose of the on-going stability 624 FHFiFnE aMPITF2p IR AR
programme is to monitor the product over S IDY TREAS TARTA
its shelf life and to determine that the TR R G IE R T > %A KR @
product remains, and can be expected to P LR R A
remain, within specifications under the
labelled storage conditions.

6.25. This mainly applies to the medicinal 6.25. iH1 B Y %tjéé 2 PE o e

product in the package in which it is sold,
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but consideration should also be given to
the inclusion in the programme of bulk
product. For example, when the bulk
product is stored for a long period before
being packaged and/or shipped from a
manufacturing site to a packaging site, the
impact on the stability of the packaged
product should be evaluated and studied
under ambient conditions. In addition,
consideration should be given to
intermediates that are stored and used over
prolonged periods. Stability studies on
reconstituted product are performed during
product development and need not be
monitored on an on-going basis. However,
when relevant, the stability of
reconstituted product can also be
monitored.

&) 4 s éj‘?r/w\/é KA &S e Koo 2/

A - BRI H T EED - B RS
ﬁ’%ﬁ—&«mwww’ﬁﬁﬁé%
Z PR A U 0 T A

i

A 2
#m

+&

T

],L

T (il iE i«—r)pi
ko iﬂ”“/ﬁq_v\ B2 G 8@ ay
FASS b3 S T8? DRt A&
AP LC hARBEED BN A
—g A TR A- BEYEFOAAFLT
B2 o 7 TRY L A S hd U
LG PEL T O A L E R o

6.26.

The on-going stability programme should
be described in a written protocol
following the general rules of Chapter 4
and results formalised as a report. The
equipment used for the on-going stability
programme (stability chambers among
others) should be qualified and maintained
following the general rules of Chapter 3
and annex 15.

6.26. 5 Fit 72 %

iﬁ?%’@ﬁ%%
- RPN F R HE TR
B-H LR NES - B o @ mﬁ«au:
FFzzaPirFoung (X4
THAFE)EEEY 3 %
MRS A e

J= -F”lw

pr

ﬂ\":
B 15 & B4

6.27.

The protocol for an on-going stability
programme should extend to the end of the
shelf life period and should include, but
not be limited to, the following
parameters:

6.27.

¥Hiar- BEFEF2Z TP gt

ﬁ m%/d"§ /‘IT—'E]:EPFmrrj'xm ’Tp)f%
P i A TR A

» number of batch(es) per strength and

different batch sizes, if applicable

F-pmi e (

= i f

B R

* relevant physical, chemical,
microbiological and biological test

methods

i R Y 2 X IR
B nEsh 2

* acceptance criteria

« reference to test methods

Ak
= il

RN Rk S AN

i

* description of the container closure

system(s)

BEHE b gt
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* testing intervals (time points)

s RIFERE (FRER)

* description of the conditions of storage
(standardised ICH conditions for long
term testing, consistent with the product
labelling, should be used)

e BEHEEaf (R ICH 3£ 8

Pl 22 Al - RO iR )

» other applicable parameters specific to the

medicinal product.

6.28.

The protocol for the on-going stability
programme can be different from that of
the initial long-term stability study as
submitted in the marketing authorisation
dossier provided that this is justified and
documented in the protocol (for example
the frequency of testing, or when updating
to ICH recommendations ).

<m&acﬁﬁﬂzhﬁL%%<1%(mﬁr’*ﬁﬁ
HE 2 f 4 ICH 223k { 37P%)

6.29.

The number of batches and frequency of
testing should provide a sufficient amount
of data to allow for trend analysis. Unless
otherwise justified, at least one batch per
year of product manufactured in every
strength and every primary packaging
type, if relevant, should be included in the
stability programme (unless none are
produced during that year). For products
where on-going stability monitoring would
normally require testing using animals and
no appropriate alternative, validated
techniques are available, the frequency of
testing may take account of a risk-benefit
approach. The principle of bracketing and
matrixing designs may be applied if
scientifically justified in the protocol.

6.29.

PR SRR Tl R R T
;m/ﬁ'{%i s 1] g;";ﬁ%‘!‘g\sﬁ ° B% ik.—y”ﬁ

TEmd R ik E - 5 R22
F- B RGADAE S MR =

230G - RS AT REFE

:’(u{f;h;_&é Lt A A) A S Fe
7 e 'L']”ip:iﬁi"# TR R

R
FMF T LA RR R - F
(risk-benefit approach) - 5 fa3t3 2 ¢
PErEP AL F K WY ERR
g kR o

iR

w =k

6.30. In certain situations, additional batches 6.30. A E B HR? B AFFEF T T
should be included in the on-going E G b o Blde s B flAe
stability programme. For example, an Kokt EmE AR E A B/ L
on-going stability study should be , ., P

soig S Y SV ¢ 5 RACE - BEFEFHT TP
conducted after any significant change or ] ) R
. . e 1 13
significant deviation to the process or roo B WL/ RS
. . ’_:%; s 4 ff:%':,‘; }"a“}?\ N o
package. Any reworking, reprocessing or 7 ' '
recovery operation should also be
considered for inclusion.
6.31. Results of on-going stability studies 63l FFei72 TP FAy S i

should be made available to key personnel

G 4R B L AR R A R
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and, in particular, to the Authorised
Person(s). Where on-going stability
studies are carried out at a site other than
the site of manufacture of the bulk or
finished product, there should be a written
agreement between the parties concerned.
Results of on-going stability studies
should be available at the site of
manufacture for review by the competent
authority.

B FHEFHT AP ] GAF/s
Pl S S sV R R bl SRS A

FHREE AL R - B
Pk o _ﬁ BtV RS
Aralghk o E kiR L -

6.32.

Out of specification or significant atypical
trends should be investigated. Any
confirmed out of specification result, or
significant negative trend, should be
reported to the relevant competent
authorities. The possible impact on batches
on the market should be considered in

6.32.

FORARAR S G S 2L AR
AHE T EHEF L BRIk
%ﬁﬁ%ﬁﬁw{%%’%éﬁﬁig
WHIFL o SIS AT HF2 pav
ﬁ@?@@%%%ﬁ%ﬁﬂ%m(GMP
Guide) % 8% » 2 H%F A g M2~

7 =

-

) r‘gl“é’-% "5(]‘,[{@0
accordance with chapter 8 of the GMP
Guide and in consultation with the relevant
competent authorities.

6.33. A summary of all the data generated, 6.33. A4 2 - 7 TR/ EppIEE > ¢ 733
including any interim conclusions on the Vo2 izl dp e AR A o Bk
programme, should be written and LE GBS EG o R REL T
maintained. This summary should be 2t o

subjected to periodic review.

52




Ve

e

')Lﬁllg

/%ot 5

(CONTRACT MANUFACTURE AND ANALYSIS)

B R (PRINCIPLE)

Contract manufacture and analysis must be L/ e L /X kBRI AR A R

correctly defined, agreed and controlled in order | Z_»~ Téz R E ?, F o A FIEEfEA VoA H IR A

to avoid misunderstandings which could resultin | /% & 2 &5 A &2 (T % - £ 3 'fﬁ % 3L 'fﬁ 7

a product or work of unsatisfactory quality. 7 i TE BT OE 2N 2T 0E

There must be a written contract between the FEHf FREF PR L2 A A

Contract Giver and the Contract Acceptor which | £ 4 34 {7 8 = BB 0™ 54 o

clearly establishes the duties of each party. The

contract must clearly state the way in which the

authorised person releasing each batch of

product for sale exercises his full responsibility.

Note: This Chapter deals with the FEIAZREHENRINBELUZFT2E R
responsibilities of manufacturers S P BEE R B ERES T
towards the Component Authorities of FoARFHZ TIP3 VEEL 2 ﬁf;é
the Participating authorities with respect PRI R g2 By &I
to the granting of marketing and
manufacturing authorisations. It is not
intended in any way to affect the
respective liability of contract acceptors
and contract givers to consumers.

- 437 (GENERAL)

7.1. There should be a written contract 7.0, wEmEEEGOT RGO ERARE /AL
covering the manufacture and/or analysis Rtz T o 22 B2 5 Mo
arranged under contract and any technical g
arrangements made in connection with it.

7.2.  All arrangements for contract manufacture | 7.2. % Z /X =W B L/ 2%k - » %
and analysis including any proposed P SR AH B R AriE R T
changes in technical or other arrangements i PRV EPMAE S22 P HFT o
should be in accordance with the
marketing authorisation for the product
concerned.
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= A ‘%f--%f (THE CONTRACT GIVER)

7.3. The Contract Giver is responsible for 7.3. £ ﬁ i FivhE =it Jﬂ" Sy TR R
assessing the competence of the Contract Z 1 iFhgg 4 0 T E %ﬁ d 3ZE 5
Acceptor to carry out successfully the [CEEFEIRAN & EAY AR R R 3 (GMP)
work required and for ensuring by means SRR B4l T % e
of the contract that the principles and
Guidelines of GMP as interpreted in this
Guide are followed.

7.4. The Contract Giver should provide the 74 AFFRRELFE - 7L FOFR
Contract Acceptor with all the information Mg H R AT a8 ER
necessary to carry out the contracted fo PAER BT it E o 4 ;:.Jﬂz i
operations correctly in accordance with the FE Rk 2t % 2 rmBs AR SR (T
marketing authorisation and any other M2 isimm i R RS KA <R
legal requirements. The Contract Giver T R T T R )
should ensure that the Contract Acceptor is -
fully aware of any problems associated
with the product or the work which might
pose a hazard to his premises, equipment,
personnel, other materials or other
products.

7.5. The Contract Giver should ensure thatall | 7.5. % 3= ﬁ e FE X 3 JF’f Y 2 - 2 R
processed products and materials delivered WA Sieh il iaie g R i
to him by the Contract Acceptor comply B A &GRS AR A T o
with their specifications or that the
products have been released by an
authorised person.

= ‘;,‘L—‘F'f (THE CONTRACT ACCEPTOR)

7.6. The Contract Acceptor must have adequate | 7.6. % ;f- ERF EF TR ERAE e
premises and equipment, knowledge and S~ ME B EOAR 0 KRBT EH
experience, and competent personnel to = J-—“z AL i L 1T o R £ oW
carry out satisfactorily the work ordered e d B’~ BR@FT 52 e
by the Contract Giver. Contract
manufacture may be undertaken only by a
manufacturer who is the holder of a
manufacturing authorisation.

7.7. The Contract Acceptor should ensure that | 7.7. % ?’-—“F{ LFERR BB e d— 2 2 58
all products or materials delivered to him Rpefly B EHIFTL P e

are suitable for their intended purpose.
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which the authorised person releasing the
batch for sale ensures that each batch has
been manufactured and checked for
compliance with the requirements of

Marketing Authorisation.

7.8. The Contract Acceptor should notpasstoa | 7.8. X =H A 5L = H 2 FAFR vk L >
third party any of the work entrusted to P EEZ G L IR (TEHLLE S
him under the contract without the Z A e X ;L'g By A FAriamix
Contract Giver's prior evaluation and PR BaFl Aok TR
approval of the arrangements. S R R R Gl i
Arrangements made between the Contract Z e
Acceptor and any third party should ensure
that the manufacturing and analytical
information is made available in the same
way as between the original Contract
Giver and Contract Acceptor.

7.9. The Contract Acceptor should refrain from | 7.9. % 3= 'f;‘f BE LT LRPE 543 'fi
any activity which may adversely affect Wig 2 /M o2 A S & FhiEeEd o
the quality of the product manufactured
and/or analysed for the Contract Giver.

£ % (THE CONTRACT)

7.10. A contract should be drawn up between 7.10. % *’—ﬁ B ?’—ﬁ [E G AR B A
the Contract Giver and the Contract p ”’L% M A SHEE ?FJ %l
Acceptor which specifies their respective E oo P vk o R ﬁl%ﬁ“ e
responsibilities relating to the manufacture pig Jfﬁ ARG ER 2 1E é Tk e
and control of the product. Technical HiEA R e YR k- X #E
aspects of the contract should be drawn up R ED D HFV ORI T LED TR
by competent persons suitably e
knowledgeable in pharmaceutical
technology, analysis and Good
Manufacturing Practice. All arrangements
for manufacture and analysis must be in
accordance with the marketing
authorisation and agreed by both parties

7.11. The contract should specify the way in TA1 2GR AP A T4 &2 X

17 R R RE - g S e T

vk foa WEeks
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7.12.

The contract should describe clearly who
is responsible for purchasing materials,
testing and releasing materials,
undertaking production and quality
controls, including in-process controls, and
who has responsibility for sampling and
analysis. In the case of contract analysis,
the contract should state whether or not the
Contract Acceptor should take samples at

the premises of the manufacturer.

7.12.

TN R R R R R
‘ﬁ“@#*‘k%iéawﬁﬁﬁ
bR RIRICENR NS £ 2

LR E Y BLP sﬂuuzk@
ot Bl F 2 s ¢ B/ g e

7.13. Manufacturing, analytical and distribution | 7.13. @i ~ {5 2 42 2> U E ¥R ﬁ
records, and reference samples should be = Ed £ 3L '*Ff [:ONESE N G g ﬂ
kept by, or be available to, the Contract BodF ¥ MR BB B
Giver. Any records relevant to assessing HREEASEEFT2LiTE3 BhiZm kb
the quality of a product in the event of TR EINEL —*‘ 2B/ W AR P o
complaints or a suspected defect must be
accessible and specified in the defect/recall
procedures of the Contract Giver.

7.14. The contract should permit the Contract 7.14. % ] i = = s —*‘Ff ALK 3L —‘ﬁ 2 2) ]
Giver to visit the facilities of the Contract SEE S KW e
Acceptor.

7.15. In case of contract analysis, the Contract 715, e d /X ik EpF 0 R 3L —‘F% BfEERER
Acceptor should understand that he is ERER f’.»,é H o

subject to inspection by the competent

Authorities.
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3
L

FirA ST

(COMPLAINTS AND PRODUCT RECALL )

B R (PRINCIPLE)

All complaints and other information concerning
potentially defective products must be carefully
reviewed according to written procedures. In
order to provide for all contingencies, a system
should be designed to recall, if necessary,
promptly and effectively products known or

suspected to be defective from the market.

S S BT LR A ST BT
W RE I AR F P S H -
SE A NS L T LS
B PE TG ok g e dr

&
F EEEE T

¥ ¥ (COMPLAINTS)

8.1. A person should be designated responsible | 8.1. Jdp T4 | > T e Kfgend E A R %
for handling the complaints and deciding A EREE o U Y A T P
the measures to be taken together with m#ﬁ ¥ oo 3% a‘;] FT_A R bR iE A -fg )
sufficient supporting staff to assist him. If AL R cEETRY HF A E S
this person is not the authorised person, wATE T o
the latter should be made aware of any
complaint, investigation or recall.

8.2. There should be written procedures 82, BFHEV i 2 A&KFBRTY F> KT 3
describing the action to be taken, including PORERERFEDER > TR
the need to consider a recall, in the case of T & o
a complaint concerning a possible product
defect.

8.3. Any complaint concerning a product 83. MM WA FNERDEIFY F o BicsH >
defect should be recorded with all the Whirw& T RTERE L F5F ¢+
original details and thoroughly A B ¥ RFE TP Y o
investigated. The person responsible for
Quality Control should normally be
involved in the study of such problems.

8.4. If a product defect is discovered or 84, fiEz- ¢ FRAPAT A SBFR
suspected in a batch, consideration should o R B A/THE i 5o
be given to checking other batches should MFEET P A TE S XD Fu I
be checked in order to determine whether FoAz P BRI A3 end

they are also affected. In particular, other
batches which may contain reworks of the
defective batch should be investigated.

SRR
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8.5. All the decisions and measures takenasa | 8.5. F]¥ Fm a2 A T B2 :fﬁ RS e
result of a complaint should be recorded o THBE R AP Lo
and referenced to the corresponding batch
records.

8.6. Complaints records should be reviewed 6. ¥ FwsrR T NFBRFTIAEE
regularly for any indication of specific or Fiagwice WA N2 Fe i gn
recurring problems requiring attention and PP REeniE @ % o
possibly the recall of marketed products.

8.7. Special attention should be given to 87. BFw L i m> ¥ HFETFEF BT 3l
establishing whether a complaint was A2 o
caused because of counterfeiting.

8.8. The Competent Authorities should be 88. Efd W ¥ I BRI A HR
informed if a manufacturer is considering B ‘,5 RS ERE 6 LA &
action following possibly faulty SRR A R FRE S B A
manufacture, product deterioration, a ? R o
detection of counterfeiting or any other
serious quality problems with a product.

% 4z (RECALLS)

8.9. A person should be designated as 89. Mg T fFritaNFERA Tk
responsible for execution and LA R gendt A4 5 g 2 aliE en
co-ordination of recalls and should be FBREIL- 22T T 3% FAEY
supported by sufficient staff to handle all et & G 3R AR Jh2 o 3% f F 4 T2
the aspects of the recalls with the A I HE A ﬁ s R EA EERY
appropriate degree of urgency. This JTiT ¥ o
responsible person should normally be
independent of the sales and marketing
organisation. If this person is not the
authorised person, the latter should be
made aware of any recall operation.

8.10. There should be established written 8.10. 5 Frriz P w it ivd » pE = F
procedures, regularly checked and updated SRR~ TR A/ H o TR E R
when necessary, in order to organise any ALY RT o
recall activity.

8.11. Recall operations should be capable of 811. wTiITE Bit = T ? AP Prizfad o

being initiated promptly and at any time.
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8.12. All Competent Authorities of all countries | 8.12. & &3 B & 4R 2 3 Bop > @ & %
to which products may have been Hwfepr o 2 T o7 o ¢ SR EEF
distributed should be informed promptly if 2 A 52 - PR e g e
products are intended to be recalled
because they are, or are suspected of,
being defective.

8.13. The distribution records should be readily | 8.13. {F & % & % 2 § F v e A B8 5 ¥
available to the person(s) responsible for e GHMZPFRFIEH L2 F
recalls, and should contain sufficient MGE R E A S S TIIER T E/GE
information on wholesalers and directly PR R qede®) 2 ii%] A en
supplied customers (with addresses, phone A Wﬂfr'?? Fe RS p oo
and/or fax numbers inside and outside
working hours, batches and amounts
delivered), including those for exported
products and medical samples.

8.14. Recalled products should be identified and | 8.14. w iz 5 A & i T H R 3% Ak & 5
stored separately in a secure area while S B FERTIRRE FNE DR
awaiting a decision on their fate. ¥ oo

8.15. The progress of the recall process should | 8.15. ® 1{3@%1’ BRBES &I KD ERHF
be recorded and a final report issued, 24 oL FEIZAFE LY L
including a reconciliation between the 2 & rﬂﬁt;{i Ao
delivered and recovered quantities of the
products.

8.16. The effectiveness of the arrangements for | 8.16. ¥ 4z 1¥ ¥ 2. % £ 5 »a g5 2 I3+

recalls should be evaluated regularly.

lp°
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543

A # A+ (SELFINSPECTION)

| (PRINCIPLE)

Self inspections should be conducted in order to

monitor the implementation and compliance wit
(with) Good Manufacturing Practice

principles and to propose necessary corrective

v

mww’quém«%

BlE WS ER R 2

h—‘ ‘mﬂ.

measures.

9.1. Personnel matters, premises, equipment, 0.1. A FE vl 5 &AW~ AFHF A F
documentation, production, quality SEEA - EREH G Y e
control, distribution of the medicinal feehZ g a2 p R HP s P RERIFA
products, arrangements for dealing with ZR2 EFFEEFEREFR S 0 U
complaints and recalls, and self inspection, BRHARPESTEREDRA -
should be examined at intervals following
a pre-arranged programme in order to
verify their conformity with the principles
of Quality Assurance.

9.2. Self inspections should be conducted inan | 9.2. p A& d p = & 1p 2w B iE ek
independent and detailed way by Bz ¥ 2w V7 o oh3m
designated competent person(s) from the LR R D) R s S P i B e
company. Independent audits by external
experts may also be useful.

9.3. All self inspections should be recorded. 93. - pRNEPRF B LR T A
Reports should contain all the observations A F AT EZ - BB £ .E 53*E ’
made during the inspections and, where It e guEik o {8 KfEP-2 (7
applicable, proposals for corrective RN SR =

measures. Statements on the actions
subsequently taken should also be

recorded.
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“ZH % (GLOSSARY)

Definitions given below apply to the words as
used in this Guide. They may have different
meanings in other contexts.

—Tﬁii%«ﬁ% -%f‘j\ig-ﬂ‘ | & * EEE T

> g LEWV G A R}

= s B}
93\5. v

Action limit

Established criteria, requiring immediate
follow-up and corrective action if exceeded.

7 R

S apr R dof A G E T
BT H Tl 7H o

;7‘

Air lock FHEE

An enclosed space with two or more doors, and | Z 7 3 5/4- 7 fp FE R a2 G B(F )

which is interposed between two or more FIEEF2 FAEGF I RGN 2 -

rooms, e.g. of differing class of cleanliness, for | BB F > & » 2 7 75 b F B8 r 7BL TEE

the purpose of controlling the air-flow between | z/# » Z#/ 2 g )i o G4 FLZ A f 2

those rooms when they need to be entered. An PR e 2t s id A f A g o

air-lock is designed for and used by either

people or goods.

Alert limit e EES IR GRAT BRI FFE
PEY AT R EL o 7 B AL AT

Established criteria giving early warning of B RIS o (9T R A B

potential drift from normal conditions which A

are not necessarily grounds for definitive

corrective action but which require follow-up

investigation.

Authorised person RIEAE A

Person recognised by the authority as having

the necessary basic scientific and technical AT AN RRE S FLREPFE
background and experience. R X LA T4

Batch (or lot) P4 o=

A defined quantity of starting material, b- B- A H AT T 2 R E
packaging material or product processed in one | # # rnfs?fl v E AR e TR
process or series of processes so that it could S

be expected to be homogeneous.

Note - To complete certain stages of FE RN E S ELEER T g

manufacture, it may be necessary to
divide a batch into a number of
subbatchs, which are later brought
together to form a final homogeneous

L=t

- RS- ¥ e N AN S
— A A - Bh K
P o piR HHE IR e
VR Rl BT

g "
£ B
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batch. In the case of continuous
manufacture, the batch must
correspond to a defined fraction of the
production, characterized by its
intended homogeneity.

#e o TR L L RN R TKE

For the control of the finished product, a batch
of a medicinal products comprises all the units
of a pharmaceutical form which are made from
the same initial mass of material and have
undergone a single series of manufacturing
operations or a single sterilisation operation
or, in the case of a continuous production
process, all the units manufactured in a given
period of time.

FAEREEE - HEEL - o4
/5'7,71,/7 E’?—Qb'%gyg()ﬁ?/ﬂ’ 57 f’_&"n"’rﬂ
X PR G- BH - G

4*—ﬁﬁ—ﬁﬁw$’zpjﬁ4ﬁﬁﬁ
I - P Rl e P o

Batch number (or lot number)

A distinctive combination of numbers and/or
letters which specifically identifies a batch.

5

#/u

PR — B2 BF A F# o it

fE’ g o

Biogenerator

A contained system, such as a fermenter, into
which biological agents are introduced along

d #2484 F (Biogenerator)

/f-#;z’ Ve /k's

- fé/ﬁ# fat y/mf*ﬁﬂg
“p A ﬁ/f* P

with other materials so as to effect their /@ S VY S j,,gﬁ‘ 4 4 2
multiplication or their production of other #4 Ed ;:.?## CHEE R E
substances by reaction with the other materials. # #/ TN R Ik
Biogenerators are generally fitted with devices

for regulation, control, connection, material

addition and material withdrawal.

Biological agents 2

Microorganisms, including genetically 7 g HR T 2 T PR g 2 e (8

engineered microorganisms, cell cultures and

FERF]T FEeTyfle 4 o ) I e k2 E e R R

endoparasites, whether pathogenic or not. pF Lo

Bulk product VAN o P

Any product which has completed all SRR A T PR BT E FEES EZ
processing stages up to, but not including, final | = /=7 Z % -

packaging.

Calibration Rz

The set of operations which establish, under




specified conditions, the relationship between
values indicated by a measuring instrument or
measuring system, or values represented by a
material measure, and the corresponding
known values of a reference standard.

PR TR I
B EH R
[Fefi— BT »

A p R E A
04 2 i IV

Cell bank

dmre B

Cell bank system: A cell bank system is a
system whereby successive batches of a
product are manufactured by culture in cells
derived from the same master cell bank (fully
characterised for identity and absence of
contamination). A number of containers from
the master cell bank are used to prepare a
working cell bank. The cell bank system is
validated for a passage level or number of
population doublings beyond that achieved
during routine production

4
W

EL Y PR BN BN LY & 1
Bz gk ohme B (SRR -
15 TR PR STHTE 2 I g F
(S Ry T & FoE S P L
- k_zﬁ Er kB F - T
B o imib B G A by '%5#/5”
drit N 2 M Al e e 12 BT

-
o

b

Master cell bank: A culture of (fully
characterised) cells distributed into
containers in a single operation, processed
together in such a manner as to ensure
uniformity and stored in such a manner as to
ensure stability. A master cell bank is usually
stored at -70°C or lower.

Bt B 5 T H I H T LT FEL
- BAAR R B F o Iy

R - [tz 3 U 4 1] T 3
I ay fEFE X E 7 R o R e
B FrpEFa100 4 M o

Working cell bank: A culture of cells derived
from the master cell bank and intended for
use in the preparation of production cell

I Ewmre BI# * dwie B S e e R AT
A2 - P E o PGSR
PP A o 1 IEmFE B R * tmid B

cultures. The working cell bank is usually Higr -10CE § /A -

stored at -70°C or lower.
Cell culture S 52 E
The result from the in-vitro growth of cells JEX [ F dm ke 4 e Y T4 g2 G R e
isolated from multicellular organisms. K2 R e
Clean area FEER
An area with defined environmental control of | — £ 7 7 F €2 o 2 i 4 1275 4 77k
particulate and microbial contamination, BEFHIZ FH o G FE A TR E

constructed and used in such a way as to reduce
the introduction, generation and retention of
contaminants within the area.

MR ARF T2 g .
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Note: The different degrees of environmental Fit ! A PAERZIER FH G A FgE
control are defined in the Supplementary e T E 2 g 5 (T 1) P e
Guidelines for the Manufacture of sterile
medicinal products.

Clean/contained area K B %

An area constructed and operated in such a
manner that will achieve the aims of both a

clean area and a contained area at the same
time.

Grmid L FEREFSRREL P 2

Containment

The action of confining a biological agent or
other entity within a defined space.

e

\k

WA e H
B o

Primary containment: A system of containment | — .& fj4¥ - - fé/’ﬂ 1h 4 L T /f‘}é’o’c 23
which prevents the escape of a biological ER NV E AR Y A ¥
agent into the immediate working E . f?j E i EE DA T EFRSE o
environment. It involves the use of closed
containers or safety biological cabinets
along with secure operating procedures.

Secondary containment: A system of L BffH - L L P HACRT] RS
containment which prevents the escape of a R TCH T f A Bl fER A
biological agent into the external FRAXGZ TG IE s BRIN2
environment or into other working areas. It HEEINFFE E RS D2 TEAE
involves the use of rooms with specially B EDNCET o pFF i w27 # LA

designed air handling, the existence of
airlocks and/or sterilises for the exit of
materials and secure operating procedures.
In many cases it may add to the effectiveness
of primary containment.

Contained area

An area constructed and operated in such a
manner (and equipped with appropriate air
handling and filtration) so as to prevent
contamination of the external environment by
biological agents from within the area.

FI% %

SR RBERLTEG P REERZ D
F 7R 7 i g i BT g B
FH TG SILE R KE) e

Controlled area

An area constructed and operated in such a

P %

PR LT R Er (ERAETD &g
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manner that some attempt is made to control
the introduction of potential contamination (an
air supply approximating to grade D may be
appropriate), and the consequences of
accidental release of living organisms. The
level of control exercised should reflect the
nature of the organism employed in the process.
At a minimum, the area should be maintained at
a pressure negative to the immediate external
environment and allow for the efficient removal
of small quantities of airborne contaminants.

,7?/{%;‘@* AN SRR SR A

iz 370 G BBl it i E - B R
ﬁo#ﬁ7ﬁWm¢£@f#ﬁﬁﬁ”%”
L L PG [T o 7R A A RS
IR R TG CE G £
TR

Computerised system

A system including the input of data, electronic

o kit

il AR A A Sl

processing and the output of information to be | ##=#/# 2 771 mﬁ/ A1z j st o

used either for reporting or automatic control.

Cross contamination R )54

Contamination of a starting material or of a -~ R E RS - BRI E T
product with another material or product. A o

Crude plant (vegetable drug) I HEF(EFF

Fresh or dried medicinal plant or parts thereof.

FTHE 7758 g 71 ¥ fg fe i H R4 o

Cryogenic vessel

A container designed to contain liquefied gas at

BEFZE

AR EEMAFZ R G- B

extremely low temperature. oo

Cylinder #ig

A container designed to contain gas at a high A EREF T B

pressure.

Exotic organism AL 5

A biological agent where either the - fEL BB HFE A R 77 F A - BH
corresponding disease does not exist in a given | Z 778 RV 2 B4 0 A F7 B £ BZRT

country or geographical area, or where the
disease is the subject of prophylactic measures
or an eradication programme undertaken in the
given country or geographical area.

B f 12 3’%”7?&/77 ?ﬁf}‘fﬁ é;f(}f—?gf
- R E A

Finished product

R
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A medicinal products which has undergone all S A B DESIEE 0w G AN S EE A
stages of production, including packaging in its | & z Z72% % -

final container.

Herbal medicinal products I AL

Medicinal products containing, as active
ingredients, exclusively plant material and/or
vegetable drug preparations.

/rfﬁ#/:ﬂfﬁ‘y’ Z [ £ fﬁf’é&e?jdi‘/ﬁ,r 27

AN £

Infected

Contaminated with extraneous biological
agents and therefore capable of spreading
infection.

B2 FH TR T R LT BAG T
& %)5776’& 4 o

Jirg
=

L

In-process control #AEr g#

Checks performed during production in order LA RHEHR T E 0 Y 4”/#'7;1 s &
to monitor and if necessary to adjust the PBEGUAE R BE
process to ensure that the product conformsto | 24 z¢ # 7778 #/+ 7 &£ = ?jﬁ o &/

its specification. The control of the environment | #54* -

or equipment may also be regarded as a part of

in-process control.

Intermediate product SV A

Partly processed material which must undergo | & @54  4r 1 crafp L p H & F4 & 2 5

further manufacturing steps before it becomes a | 2 7@ - (B 7 &8~ # 775 i# # e
bulk product.
Liquifiable gases TR E Y

Those which, at the normal filling temperature | 2.7 # LEF R Z B4 T » papig? FFR
and pressure, remain as a liquid in the cylinder. | i 777 # -

Manifold B’E

Equipment or apparatus designed to enableone | & 2 - B2 7 B g 8 F Fi KA X R F
or more gas containers to be filled IR i KT R o
simultaneously from the same source.

Manufacture 7 i

All operations of purchase of materials and
products, Production, Quality Control, release,
storage, distribution of medicinal products and
the related controls.

B p s B B R P 4 A
FHi] /7 iz EHE B E

oy
)’/F%o
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Manufacturer

Holder of a manufacturing authorization.

FR W el Wiz

7o rpf 4 -

Media fill

Method of evaluating an aseptic process using
a microbial growth medium. (Media fills are
synonymous to simulated product fills, broth

BERAE

¥ - Bt AL E

A7t o (B E R XH L AA
B R R R KA E

AF‘ F’L/’,i’g?ﬁ]#?g
—~
2

trials, broth fills etc.). F &) o

Medicinal plant # g

Plant the whole or part of which is used for B [ # 2 fg i1 PR H PR o
pharmaceutical purpose.

Medicinal products P R P~F

Any medicine or similar product intended for = # i B 2 12 /ﬁv’7 4R g VAL
human use, which is subject to control under EA#Z TP BN Er)

health legislation in the manufacturing or

importing State.

Packaging AN

All operations, including filling and labelling,
which a bulk product has to undergo in order to
become a finished product.

Note: Sterile filling would not normally be
regarded as part of packaging, the bulk
product being the filled, but not finally
packaged, primary containers.

Packaging material

Any material employed in the packaging of a
medicinal products, excluding any outer
packaging used for transportation or shipment.
Packaging materials are referred to as primary
or secondary according to whether or not they
are intended to be in direct contact with the

¢ g1

LB K

é—#rﬁﬂ”&\/g ;{:J ¥ TIE R AL &7

‘7’7‘/7{'* ° & zf%a‘

ﬂ#ﬁ{,&ﬁfzwﬁﬁ#ﬁ’#W¢ﬁ
E fe st

product.

Procedures Viy

Description of the operations to be carried out, | 7z #& X &4 £ - # £ % ﬁig 7Y e
the precautions to be taken and measuresto be | # /72 /7% » & F B /PRI E TR
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applied directly or indirectly related to the * 2Ty i

manufacture of a medicinal products.

Production 22

All operations involved in the preparation of a BEEIGFE o J R s 4 T

medicinal products, from receipt of materials, Z M TR ER 5L 2R -
through processing and packaging, to its 22

completion as a finished product.

Quialification HiE

Action of proving that any equipment works P EPX G I AT E R T

correctly and actually leads to the expected TG R TITH o fro— G F FRFE P
results. The word validation is sometimes T L e

widened to incorporate the concept of

qualification.

Quality control -4

See Chapter 1. £4 %7 -

Quarantine IR 7%

The status of starting or packaging materials, R & A LA FA
intermediate, bulk or finished products isolated | & #2 S/ A % 25 0 o Fig /7% 77
physically or by other effective means whilst AT E S GG A B R 3 2 AR
awaiting a decision on their release or refusal. | # 4 -

Radiopharmaceutical bt B

"Radiopharmaceutical" means any medicinal BT AR R R B

products which, when ready for use , contains 5 F 7 - JBEY AL A (A
one or more radionuclides (radioactive 2F) E i - JBEE

isotopes) included for a pharmaceutical

purpose.

Reconciliation EKEILEEH

A comparison, making due allowance for EEREIFREZ G FFET  #E A
normal variation, between the amount of Brz2 B BNl B F s
product or materials theoretically and actually | 7:¢ #& -

produced or used.

Record & $H ek

See Chapter 4. RALFrFE o

68




Recovery 9z %

The introduction of all or part of previous Gig - BRFELHBRE  #HELERE
batches of the required quality into another Frz Aaipest i1 gBA — PRA dp 2 FT -
batch at a defined stage of manufacture. =< 7 e

Reprocessing b/ A

The reworking of all or part of a batch of
product of an unacceptable quality from a
defined stage of production so that its quality
may be rendered acceptable by one or more
additional operations.

X[ - BRELLABENTFERE
ER LY e L S A ;/_’{ﬁ—— BEC I P SE
e iEE 2 ﬂﬁ7’ué HE 4722 -

/

Return L&A

Sending back to the manufacturer or distributor | #-7 si 7 R 2 & 7 R 5 IR p 0E 5 - F v

of a medicinal products which may or may not | #/ & .54/ -

present a quality defect.

Seed lot Vo

Seed lot system: A seed lot system is a system L B A - o e G B A B
according to which successive batches of a B - BAREZ I GETS oo mHt
product are derived from the same master HBTIp — 4 Fge o $350/F4 2 0 — B
seed lot at a given passage level. For routine I /rﬁ# [RIEL BP TR o BB 5
production, a working seed lot is prepared e A F N RN o E N A

from the master seed lot. The final product is
derived from the working seed lot and has
not undergone more passages from the
master seed lot than the vaccine shown in
clinical studies to be satisfactory with respect
to safety and efficacy. The origin and the
passage history of the master seed lot and the
working seed lot are recorded.

’—Lﬁ %i&—vﬁ'ﬁ' /5’\{'(" f/'}} 7 z;)C/’JL7 {’F’
G i T ”’7‘%57rﬂ 0 /fg}‘#ke;l it i
Pz AR A BT Fes

, o

Master seed lot: A culture of a micro-organism
distributed from a single bulk into containers
in a single operation in such a manner as to
ensure uniformity, to prevent contamination
and to ensure stability. A master seed lot in
liquid form is usually stored at or below
-70°C. A freeze-dried master seed lot is
stored at a temperature known to ensure
stability.

T ta— o~ fE LA E
(/::im's 4“ T B HTE 0 JLH - g
Ko £A IR ES LML E
P o R A G A i 20T
ARFCHET VT fp g i e

I I e )

7

/ﬁ;’“

/;7,?7& =

_IYT o
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Working seed lot: A culture of a
micro-organism derived from the master seed
lot and intended for use in production.

I TERM A PSP EEEL AR
2 - B R ES o T TN A S
/ﬁ:‘t%jﬂ r TR EF fﬂ‘fké7 g fg i

.
=

Working seed lots are distributed into EEEF e
containers and stored as described above for
master seed lots.
Specification Rz
See Chapter 4. LA FrFE o
Starting material &L
Any substance used in the production of a SN A A NCE o A
medicinal products, but excluding packaging AL
materials.
[ (7 ~ amedicinal products ~ j* 4 %)
Sterility & Fl
Sterility is the absence of living organisms. The | # /47y & /& 772 54 i7 & o A& F1L 7% 77
conditions of the sterility tests are given in the EE it g E L AW g B L
European or other relevant Pharmacopoeia.* doo*
(it i A [R5 crif e oo o FF
SRl d Rk )

s The procedures and precautions employed should be
such as to give a theoretical level of not more than one

living micro-organism in 10° units in the final product.

IR AR RE L i E - F A (10°) BE
ThEEEE EHE PR AGHE L B K

Validation

Action of proving, in accordance with the
principles of Good Manufacturing Practice,
that any procedure, process, equipment,
material, activity or system actually leads to the
expected results (see also qualification).

ALK

% B HEE B ER R 0 T AE
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