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_.S'surance or Head of Quahty Unit,
.generally have some shar_ed
xérmsed

3_.

szﬂﬁ%ﬁﬁumﬁﬁﬁ%HwﬁtUh

or_:_]omtly_:
' respons;blhties re!atmg to:__

(f:&é”ﬁ‘%iﬁs‘*) nnﬁﬁﬁﬁmﬁxfinnﬁ
BADOEE— ﬂﬁﬁ@i-\ anﬁl-EﬂJE”‘f%ﬁ
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S (x) The monltormg of compllan e 'with the

_requrrements of Good Manufacturlngl- .-

Practice;

(XI) The mspectron mvestrgatron and
: takrng of samples in order to momtor
factors wh:ch may affect
”"_-Ter.')'iiériié“.}ié"t'[on r-rr-rw"fe-n.agement reviews
of - process . performance _ product
qualrty and  of .
. Quality System _:_'_'-a'rid'.-
“continual improvement;

(xm) Ensuring that a trmely and effectwe .

communrcatlon and escafatron process
8 exists to rarse quahty rssues to the

product

the " Pharmaceutlcal_
advocatrng_

,u)empeee#oe UL

'fm)ﬂmmersee&ees%nﬁss
 EEFEE=A— ?6L@®dﬂ§ﬁ.ﬁ
seoewwem S

_-.'(XIE) I.&(Dﬁbj] &nnunﬁ&“@ﬁuunng
U RTFAORER DAY }-I/L::L-—'\(Df'}
jJIL ﬂUl—ﬁihBﬁ&ﬁwiﬁ’\mﬁﬁﬂ

(mnﬁﬁboﬁ%mmFﬁMé&ULE
T OoEARH YL &EH%%%%E@@
mep«»uee¢seo&& :

S approprrate !evels of management
TRAINING . : : :

'asﬂm

210 The manufacturer should prov’ide

tramlng “for ali’ the personnel whose |-
duties take: them into’ productlon and. [
: control'_:_'- o
the “téchnical; |- =

" storage . areas - “or.
Iaboratorres (mcludrng
“maintenance “and cleanmg personnel}

into:

and for other personneE whose actwrtres_ '

couid affect the quality ‘of the' product.:

210ﬂm%%iﬁﬁk Uﬂﬁﬁuwﬁz
ﬁxmmﬂdﬁm3l4ﬁkakﬁét
(H ﬁ_"ﬁaueemexeée
LRy WUIZFOT %.ﬁinn.nnﬁkﬁzg%
Rlil,r%éﬁﬂa))kﬁl... éﬁt’ﬁnlilﬁ’&‘ﬁf;ﬁ
'Té aa_m-

2 11 Besu:fes the basic training on the. theory_-.
; the - Pharmaceutrcal

.,;-..:'_and practrce : of:
" Quality System and Good Manufacturing
._'-_f_";:-.;'Practrce C newly:
" should receive traanmg approprrat“"ft
" the duties assugned to them. Contrnumg
ﬁ._tramrng shouid also’ be grven Land:
i “practical effectweness shoufd-s_f:_
"""-.:'perlodicaily ' assessed

recrurted personnel
Q.4

its
: b'e"-'- S
Trarnmg

21? EinﬂnuEVZTAthI-._GMPUJE
_ uﬂﬂ&(ﬁ%ﬂ%l-ﬁﬁ?’égﬂim&ﬂﬁ'ﬂiﬁ&
;ﬂu,ﬁﬁnemenrxee Yy
_::_:"_.3_"C‘:>1‘Lﬁ. ﬁ[ mtf’ﬂﬁn&ﬁg;“ﬁi‘
""":_.ﬁl'fé £ ﬂé%uﬂ@&#kﬁ%l“ﬁ%ﬁt?é
HT. tORMEEEMMCRET 5
L, EE. NEHMOAXEREEES
MAROUTARMRELE. RER
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iraln;ng sesssons

PERSONNEL HYGINE -

3ixﬁmm$§e

2 15 Detalied hygeene programmes should be_i_
'}estabtlshed and adapted to the'-'different:_-
":'5'5_'.needs within' the factory They "shouid---.
i ;me_
“.health, hygiene practices and c}othlng of | -
"l-.":'--__personnel These procedures shou{d be_.f

- ":'-'_'-lnciude procedures relatmg

.-:"'j'understood and followed ir

Tl way by every person whose"dutles take |
and control_f' :
. areas. Hyglene programmes. should ‘be |
"'-'-.-"'__-promoted by management and WIdely_'j;f'

'.-""-'_'hlm into the productlon

o -.dISCUSSEd during trammg sess:ons

‘2 very strict |

215§m&ﬁiﬁﬁﬁn¢7A§Emr.L
Hjﬁmwﬁﬁéf;XtmLtﬁimﬂE_
CBBY AL WEREIOYSLIIR,
L ARADRRE. meeewee&uemk;
 BMETIFMEBOSCL. BMEIEY
V;ﬁmzﬂaueﬁzelgexexee;
THL %nb¥m%ﬂﬁttﬁmn¥ﬁ-
'Q%Lﬁ e ﬁiﬁﬁﬁmﬁ7AH_;
.eﬁﬁmﬁﬁﬁu ﬁﬁmﬁﬁlm-ﬁﬁ_

exammatlon upon fecrmt

i e.a.i.t.h |

2 18 Al personnel should. rec ve: medtcal_:_-

216$rbkﬁﬂ:ﬁmﬁ!ﬁﬁpﬁiﬁwz
: I_t:must be'} i

5 E, BEEEORELLT. BED
'nnﬁfei%@ L%éiﬂ&ﬁk%ﬁﬂﬁ%%!ﬁ
me éhéﬁ’&ﬁﬁﬁ?é?gﬂﬁ én‘c
DEHAREL BV, DEOREEKO
;%w¢$&6@xm@ﬁmrmmg-
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. _"prohsblted In generat any unhyg|emc
jj-__;practlce W|thm the manufacturlng areas

_or:in any other area Where: the product-'
-'--.'-'rmght be: adversefy affected should be_: :

forbldden

'eﬁenﬁuea%nﬁaemeemf
.l.t-‘;’é é:o:_'-_.

_w£e$m~”au.

220 Dlrect contact

" with the ptoducts.

should be avotded'
S between the operator g hands and the {
exposed product as, wetl as wsth any part’:. '_

. of the equipment that comes |nto contact?-_' i

-'2 20 Eﬁtﬁeht L\éﬁ’énuﬂttﬁ&ﬁ“oﬂnnt&

m%anseaaoemeeemaa;
aeﬂue t« ;;,u

2. 21 Personnel should be lnstructed to use

_2 21 J\ﬁl-#%t‘ﬁﬁ&’éﬁﬁﬁ?‘ééﬁ -:tET

“the hand-washing facilities: ?“ rok.

222 Any- specific requlrements _fo_r- the_' 222 ##F%feﬁnn’)ﬂa—-j’ (t@lxtiﬁﬁ%ﬁﬁ)
e manufacture of spec:al groups of | @ﬁmhﬁﬁ?‘éﬁﬁﬂ%ﬁi?lﬁ L.'.‘JL\’C
~“products; for.' exampie sterile | ii 7* b 7 }'{I %H"B 2 _
' preparatsons are. covered 'in__f-' the A SRR

Cannéexes. o '5’*'13;}= VT o

CONSULTANTS D 213 J*’"lbﬁ‘/l’- : L

12.23 Consultants should have adequate 2,23 0 ./*J'}I/’ﬁ vk lt {Bi bb‘EFﬁ éhf’%

" education; training, and expenence or | L EIZSWTHET RO, BYLHE

L any ‘combination thereof, to advise on_' ;lll%ﬁi&tﬁ%"%&(xti%hbd)#ﬂﬁﬁbﬁ)
the subject for which they are retained: | EHETAES L,

. Records. should be maintained stating | .-

© the name, address, quahflcatuons “and

BEETYT I TR TR &U:/ﬁw
*,thﬁ%ﬁLt&ﬁmﬁﬁiﬁ?L

' _.-'-._.-'type “of service prowded by these ;ﬂﬁi%’ét%‘ﬁ?‘% é:o L
S consultants) o : o HE R
CHAPTER 3 % 3 ﬁ
PREMISES AND EQUIPMENT EHRUEMN

PRINCIPLE R A

Premises and equipment must be located, | ER S M A HICXBEELGL XS, BY
designed, constructed, adapted and |[RUB@B+EEL. REFL. BEL. #RL.
maintained to suit the operations to be |RFEFBLAMTAREAZLLZL., TORERY

carried out. Their layout and design must aim
to minimise the risk of errors and permit

BE. BROYVRVEBNLTIEZRE

LA %1

EFHLEELIT, EXRFR BEXRIFAO

effective cleaning and maintenance in order
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to avoid cross-contamination, build-up of
dust or dirt and, in general, any adverse
effect on the quality of products.

EFRU (—BMIZ) USRE~0EEEL
ER#TLLHIC. AMEERELRUETER
FAIRRLETDLDOTHAThE LS AL,

PREMISES Y
General EHREH
3.1. Premises should be situated in an 3.1 HELZRBIT LD H T EH/ETEEL T,

environment which, when considered
together with measures to protect the
manufacture, presents minimal risk of
causing contamination of materials or

EHHPLPHRGOFREEZELDIIURINER
TNRTHLIBRIC.BYEEBET DI L.

products.

3.2. Premises should be  carefully (3.2 HBRUBRTEROAEINBNIORE
maintained, ensuring that repair and CREZLILLILVELTEET D &
maintenance operations do not present S. BYEIER(BFERT A &,
any hazard to the quality of products. HHMOUFERECESIVWTERILERY (3
They should be cleaned and, where HYLHBE) BETEHL,
applicable, disinfected according to
detailed written procedures.

3.3. Lighting, temperature, humidity and |3.3. BBHR. EE. EERUBEABYTH Y.
ventilation should be appropriate and NERUVNBPOEERLERIZEBEOE
such that they do not adversely affect, HREBOELELICE, TALR (EiE
directly or indirectly, either the WXEREENIT BEEEEREFSILNT
medicinal products during their L,
manufacture and storage, or the
accurate functioning of equipment.

3.4. Premises should be designed and (3.4 ERTOMOEHOBEBAMS B XEBIZ
equipped so as to afford maximum RET S LA TEDLS, BE B
protection against the entry of insects or L., EBT 52 &,
other animals.

3.5. Steps should be taken in ordertoprevent | 3.6, A S A TLNEWLWAOIAY 1L T
the entry of unauthorised people. LFENELLOA TSI E, BE.,
Production, storage and quality control BRUSRHEEERERHT. FTHEELY
areas should not be used as a right of WARMEBERBELTERLTIEAS L
way by personnel who do not work in Ly,
them.

Production Area 5 X i

3.8 Cross-contamination should be
prevented for all products by appropriate

design and operation of manufacturing

facilities. The measures to prevent
cross-contamination should be
commensurate with the risks. Quality

Risk Management principles should be
used to assess and control the risks.

Depending of the level of risk, it may be
necessary to dedicate premises and
equipment for manufacturing and/or
packaging operations to control the risk
presented by some medicinal products.

3.6 HERBROBUYLRHRUERIZLY.
ETOEHBKIIDLWTRRXNEREHLET S
Sk WARAVIZIHBE LRI FE RIS
BEZHBLLHZE, BGEYRIT R AL
FORAZAWLDT, YBYRA72H@R
VEBTLHO L,

DA2DLANIZE- TR HE 8% F
REITRLIBEYRUBBEERILELT. &
2BOBERESEAL LT VR EERYT
HZIERDELUBENE D,




Dedicated facilities are required for

manufacturing when a medicinal product

presents a risk because:

i. the risk cannot be
controlied by operational
technical measures,

adequately
and/ or

i. scientific data from the toxicological

evaluation does not support a
controllable risk {e.g. allergenic
potential from highly sensitising

materials such as beta-lactams) or

iii. relevant residue limits, derived from
the toxicological evaluation, cannot
be satisfactorily determined by a
validated analytical method.

Further guidance can be found
Chapter 5 and in Annexes 2, 3, 4, 5 & 6.

EEXERMNUTOURZEZE2THBE1.
HWECEAESEMNAROONS,

i ERLOBERV . XEHRBHHEE
TE>TENICEERBT S EHNTE
mANYRD

EMYNEBCLIHENT -2 T,
CHTETHDIEEM T LRGN
R (AE.B-S V2 LEDOBERIKE
HHMBEIZLIBATPLILIF—FEN)

MEDEORERERS (SHEFRF
irs@ohtzt0) A, NYT—F
EhbESHEIZE>THEHUIZTEET

BHAHNAS VAEZESERUVT Y
A2, 3.4, 5SRUGIZERT.,

materials, intermediate or bulk products
are exposed to the environment, interior

surfaces (walls, floors and ceilings)
shouid be smooth, free from cracks and
open joints, and should not shed

particulate matter and should permit

3.7. Premises should preferably be laid out |3.7. fEORIN RUBELABFEL AL
in such a way as to allow the production WLERBNGTEFTERLUEZEEIZE
to take place in areas connected in a WTHRENTHLADI LS, EMEERET
logical order corresponding f{o the BT EMNFEFREL L,
sequence of the operations and to the
requisite cleanliness levels.

3.8. The adequacy of the working and in- |3.8. RASEERKRXRZITOEANOERD
process storage space should permit the DR EBMTEELES. BULTHEER
orderly and logical positioning of R—ZABUIBAKFBARN—RITEER
equipment and materials so as to URHHBARALAHEMCEEL T, X
minimise the risk of confusion between NERFZERTIELELLIIHERTIERE
different medicinal products or their AFyTORBRALIER~EEDY
components, to avoid Cross- AvERPMTHILE,
contamination and to minimise the risk
of omission or wrong application of any
of the manufacturing or control steps.

3.9. Where starting and primary packaging [3.9. HERHRUV-RBEHMH. PHRAEX

FALYHEREHTAIEBRIZEWNT
., WMEXEE (B, KRUXH) AN, F
BTUOUBARUBMBESEBIG . W
HMFMEERBIELRVLOTHD E L
LT, BEIODENLEBERILERY (&
ETHhhiE) HEE2TA2L0THD -

points and other services should be
designed and sited to avoid the creation
of recesses which are difficult to clean.
As far as possible, for maintenance
purposes, they should be accessible
from outside the manufacturing areas.

easy and effective cleaning and, Iif &,
necessary, disinfection,
3.10 Pipework, light fittings, ventilation [3.10 B&. BHABR. RED LT OH O FHH

Bk, BFELIZCVWEAORE T B &
T5L3. BEL. RET S L. BT
EEQOHMOLSH., TRRGEYRERSE
AT IRAAETHALIZ L.
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3.11. Drains should be of adequate size, and
have trapped gullies. Open channels
should be avoided where possible, but if
necessary, they should be shallow to
facilitate cleaning and disinfection,

31 HKBER. BV ARYAXT FSy T
TOELLRAAZHETAILE. BHRER
HARCHITLEA., (BETHLIE) &
FERUVEBEFTLLT LSBT S
- &,

3.12. Production areas should be effectively

ventilated, with air control facilities
(including temperature and, where
necessary, humidity and filtration)
appropriate both to the products

handied, to the operations undertaken
within them and 1o the external
-environment.

312, HEBERHBE MYBSER . 22Tk
hHEERVABREOVNThICHLT
LBV CERER (BEEOEL. BER
BE.RBERUDIELZRE) 2EHAL T,
MEMIIBRIR T H &,

3.13. Weighing of starting materials usually
should be carried out in a separate
weighing room designed for such use.

313 HARBMOBRERRE. i IH
HICEREShE, HOBEETH
Lo

®O
3

3.14. In cases where dust is generated {e.g.
during sampling, weighing, mixing and
processing operations, packaging of dry
products}, specific provisions should be
taken to avoid cross-contamination and
facilitate cleaning.

314 BEENRET 388 WAL . $V T

. FE. BERUMIOKE D, &
RABOHRGOBER) . XTXFH%
EELTERLETVLILSTEENL
PHHEEZBL D &,

3.156. Premises for the packaging of
medicinal products should be
specifically designed and laid out so as
to avoid mix-ups or cross-contamination.

3. EERKROVEICHELIEBEDIE. ER X
RERLEEBTEL LS HRITHREFL.
BBETAZ &,

3.18 Production areas should be well lit,
particularly where visual on-line controis
are carried out.

3.6 HERB(BIZTERIZLESIVHAER
ERRTIBH) . THLBRLSTH
%:&n

3.17. In-process controls may be carried out
within the production area provided they
do not carry any risk to production.

317. TRHNEEIF., SV R2EF4 -5
SRVOVBYIZBLWT., HERBARATER
LTH &Ly,

Storage Areas

R i X i

3.18. Storage areas should be of sufficient
capacity to allow orderly storage of the

3.18. WREMI. UTO L5 hauhF
FV—ORMHRURREEARLEET

various categories of materials and EL+HUBEETHIEIL HREEHR
products:  starting and packaging VaEHFHH., PHESK. "LO9ERRU
materials, intermediate, bulk and EREER. BEoRETORE. AHE
finished products, products in Shi-B&K. TEHHEEhEER., &
quarantine, released, rejected, returned MXIEEREALEE
or recalied.

3.19. Storage areas should be designed or |3.19. WEEEHIZ. BRLEESETHES
adapted to ensure good storage HBEIRHIXIBRTBEIL., Hiz, &

conditions. In particular, they should be
clean and dry and maintained within

acceptable temperature limits. Where
special storage conditions are required
{e.g. temperature, humidity) these

BESIE., FRETEROGDULREE L.,
MBSNLIBEREBRICBFERT S
CéEL RALGEEEE (FXEIRE. B
E) "RONDBEEE. ThofgHz
BREL. Fzv i L. E28—-F5&,
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should be checked and

monitored.

provided,

3.20 Receiving and dispatch bays should
protect materials and products from the

3.20 MBA MDD, XELHrORMMEUH
RERETIIOTHB L. ATHEH

weather. Reception areas should be HOBRRE (HELEE) FERT HHEIIC
designed and equipped to allow HEEHLTELLSZARBEHRGFL. &
containers of incoming materials to be - S N

cleaned where necessary before

storage.

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

321, BIRHCHET S CETESRENRE
RERSIADIBEE., ThoRKEBEZHRE
TERTHEEBIZ, IAZRBESLE
ANBIZHIBLAZTREGLRL, BEY

system replacing the physical HEABREIIRHEILVATLERWNWDHE
quarantine should give equivalent Hix. AE0EFa2VF1E2RBETHL
security. ODTHDHC &,

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. BE. HBEHEHICHOREHERE M
horok, BUEREFREF TERT
AZEEF. FRERURXFRENRLT S
EI3ITHFH &,

3.23. Segregated areas should be provided
for the storage of rejected, recalled or
returned materials or products.

3.23. FERHUESHA, BRI XIFTER S
NWEEHEPRIORFHCRRERZ
mRABZ L,

3.24. Highly active materials or products
should be stored in safe and secure

324 BEMHORHPLPHEZ, R2TRERO
HORBIZEFETAI L.

areas.

3.25  Printed packaging materials are |3.25. IR S h - GE# B, AHERXLKOD
considered critical to the conformity of EHIZTEEELHZLON., ThoBEMH
the medicinal product and special DEETULEREZVERIZHIOIEZH
attention should be paid to the safe and 3o &,
secure storage of these materials.

Quaiity Control Areas SHEEREES

3.26. Normally, Quality Control laboratories
should be separated from production
areas. This is particularly important for
laboratories for the control of
biclogicals, microbiclegicals and
radioisotopes, which should also be
separated from each other.

326 B . ORECTEHARESRG . RNREEHL
Blizd 52 &, chizgEdy, MEMERY
B HEEREOERICRLIARBERET
BITEETHY., ThoBBERLIEL
IZBliz a2 &,

3.27. Control laboratories sheuld be
designed to suit the operations to be
carried out in them. Sufficient space
should be given to aveoid mix-ups and
cross-contamination. There should be
adequate suitable storage space for
samples and records.

3.27. EERABRERIT. TITADLREHAE
THEYTE2LEIRHTIL, RARUX
RELERITLEOLTRUERAR-RAER
52 &, RERUVEREOLOHDEY
N2+ R UBFBAR—AAHEI &,
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3.28. Separate rooms may be necessary to

protect sensitive instruments from
vibration, electrical interference,
humidity, etc.

328 BRECHBIEZRD . ESNHE.EE
E¥roRETLH-D, JINENLETH
650

3.28. Special requirements are needed in

329 BHLUDE (EDEHXIHHESED

taboratories handling particular HEARESE) TH|SEBRERTE., B3
substances, such as biological or BEEIFKDH LN B,
radioactive samples,

Ancillary Areas b X 5

3.30. Rest and refreshment rooms should be
separate from other areas.

3.30. KBER. ORBLEMIITEII L,

3.31. Facilities for changing clothes and for
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.

331, BERBERYVIZFHVBURALOME
B, BRBI7OCRATAETHY ., 8
BERICOHLBDLCENSBHEE, P L
. BERURBEHLEEALTWLT
[ A= A

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,

332 RTEEDMERBIL, HEREA LA
RRERUBNICTSC L. BRARUIES
REXHTRETLIHBAE. tORARE
AOBBIRIO vHh~RIIBET S
&

3.33. Animal houses should be well isolated

3.33. BMER. EOREM ST SITHEL.

from other areas, with separate entrance REshtzAD (BB ~DF72€2) R
(animal access) and air handling UERMBHEEZETSC L,
facilities.

EQUIPMENT 4]

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

3.34. HERREIR. TORBOBENICET S
FOBEL.BEEBEL. RFEET L L.

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

335 HERUVRTEEROAZE. ¥R &GH
CREEIRLLTRALREL,

3.368. 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,

3.36. WERBIX. BRIZHMAD>RL2IIESL
TELHLIBHTHE, HERBIT.
HETFIREBCEINTESRILLL. i
THEMNTRETOARET L L,

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

3.37. RHFBRUBRLORMBIET. FFEL L
bREVWESERBL. EBTEZ L,

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

3.38. BWIXT. BRBUVBEEHLT S LS

IRETAIE.

3.39. Production equipment should not
present any hazard to products. Parts of
production equipment that come into

3.30. MEBEHZMT. HRBILAEEZILLLT
Fablrb, BReEMT LI LD
HERFEOHGR., BROSRHEIIHES
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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.

BELTEBEZLLTRICRLE.
MEXERBFENH > TIXGE L,

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

340 XRERUANESHLIBULEERUHE
EThY. RERVEHOAERO-HF
REtETHA I L.

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.

341, AR .BFE.ERRUVEHORBIE. K
FOBRBCEVLAEILLIYKREL. F
Tty TAHEIE, INSEBROBY TR
BREZRETAHI L,

3.42. Fixed pipework should be clearly
tabelled to indicate the contents and,
where applicable, the direction of flow.

3.42. BIEBRER. NEYRY (R8T L5
B) RAOEFRAERT O, BEICEFR
THI L.

3.43, Distilled, deionised and, where
appropriate, other water pipes should be
sanitized according to written

procedures that detail the action limits
for microbiological contamination and
the measures to be taken.

3.43, BEAK.BRAACVKRV GEE) T Ot
DKOBEEL, REVFERIZFELTHH
BEUEBELLI AEHEZHBICEDLLF
EE-ESVWTHEETH L,

3.44. Defective equipment should, if
possible, be removed from production
and guality control areas, or at least be
clearly labelled as defective.

344 REOHDIEMIT. (TRELIBE) WE
EERUSEEEREMIGRET 50,
REDPHECELRBOHIELTHEICK
FRELHI L.

CHAPTER4 . . ... g“ﬁ__g_ —
PRINCIPLE:; EE

Good documentat:on constltutes an essentlal
part of the qua!nty assurance system and is

key to operating in’ compllance with GMP;_
types. of

requirements. . The; U various.
documents and medla used should ‘be fully
“defined." in" the manufacturers ; Quality
Management System Documentatlon may

exist in '@ variety of forms, including paper—__
based, electronic or photographfc media. The

main. - ob;ectwe “of - the “system - of
documentatlon utfllsed must be to establash
'controt momtor and record ail achwtles

-whlch dlrectly or- mdlrectly |mpact on ali_.
'aspects of the quallty of medlcanal products i
_EELvutkﬁmﬁﬂﬁﬁﬁhméxo+
“ﬁnﬁmwﬁméﬁt'&=- o

System shoufd
deta:i ‘to

:-The Quahty Management
_'mciude sufﬂcuent mstructtona!

:_'facmtate a common understandmg of the' :
in addstlon to provrdmg forf-.:'i'_:'f.
suff|c|ent recordmg of the varlous prccesses'r

: requrrements
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'reco rd d:

whlch data may be. rendered in a human_.__:
readable form : : L

or docu'r'n'ented on “media. 'from'.'.i- '

:TYPE)

:RstRED GMP _:DOCHMENTATION 3(svj;:

Slte Master File A document descnbmg the__-
'GMP related actlwtles ‘of the manufacturer

;54&?19;.
BETHIEMERALTUOXE.

TN ﬂﬁﬁwemm{

jlnstructfons .(dfre_ctrons
.type N S e
Specnflc'at:ons - Describe  in ail . ‘the
requirements . WIth whlch the products o
materials - used : obtamed durmg3
manufacture have to conform They serve a_s:".
a basis for quahiy evaluation.’ '

‘or ‘requirements)”

P_rocessmg,'

'Manufacturmg { Formulae,
:Packagmg and Testlng Instructlons
Provude detasl all the startmg mater:als

equlpment and computerlsed systems (:f any)i
'to be used and spec;fy aII process:ng._---
packagmg samphng and testmg mstructlons
in- -process. controls and process analytlcal_;:

as
BEE ﬁm¢kﬁﬁ$htﬂﬁﬁbhtﬁ;
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2 Aiternatrvely the certafrcatron may be based i

.”._1'.;'who!e or In-part; on the. assessment ‘of reai.ﬁ” 50
o time data, (summarres and exceptlon reports)" b

-'.:from batch 'related process

SE technofogy (PAT) parameters or, metrics asﬂ_ o

e :'-"per the: approved marketrng authorrsat:on""

analytroal L

BREEOER &6
o RBESHIE) AYFEMET 3T OERM
5‘ﬁ&m(PAT)wbﬁbhtU?wa4L
SRR (BELBRARE) ONM. EAER
rjﬁueﬁonvx—exumﬁﬁﬁmeﬁ
:Tueﬁureeﬁeeé ELTHEL,

5 dossrer g -
Reporte Document tﬁe conduct of parircular ﬁ"‘"# ?#EODE’E T o vz 7 E~ Sl filﬁl
exercises, . pro;ects Sar |nvestrgat|ons_ BT *EEL T‘ BEE. R, F“ﬁ&vfﬁb‘b t
together "with resuits, conoiusnons and " & % l... 3'(%& L t= -‘Ea CD., By e
"recommendatrons B [ RO
GENERATION AND'_" CONTROL_' . OF xawﬁmaueﬂ
DOCUMENTATION = = = S

4 1 All'types: of document should be defmed-_
N and adhered to. The requrrements apply'

" equally to ali forms of document-media
oL BRETESESICL EYICXE

' types.: Complex: ‘systemsneed to be.

understood, well documented valrdated .' i
"'fe'ﬁ‘iﬁiﬁﬁo TWdI &, § CHXE

.ﬁ_'i and’ adequate controls: should be
“place.

Many documents (mstructrons it
" andlor records) ‘may ‘exist in- hybrid |
" forms, i.e. some elements as efectronrc'-._

. and . “others . as’ . paper.

. for both nd:

hybrld
'_:'_'_'_systems

Approprrate contro_ls

41grm§ﬁmxeeﬁﬁb ﬁ#?éo

L %?E’]

_ ' based. £
. 'Relationships and: control measures for'

| ‘master documents, official copies, data |
' 'handllng anc§ records need to be’ stated._’:"
homogenous'-
-mﬂﬁy
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: "'-The effectwe date 'shoutd b.e defmed

' should be Iald ‘out in. an'

.___Methods should be wrltten _
[ lmperatwe mandatory sty!e :

4.4: Documents - containing - mstructlons:”'
- rderly. fashlon"'_"
and be. easy ‘to check The'}'_style ‘and|-
I_anguage of . documents 8 ou'i'd fit - w;th_?f
“their Jntended use Standard Operatmg'__
ocedures, * Work - Instructlons cand |
‘in an:

;ﬁnﬁxoruexez eeczmef
”L'¥:v7L¢T<?% ey xemc

'3".:__-_document has been revused

i documents.

4.5 . Documents .~ within_ the Quahtyﬁj'
" '._"-"f-Management System should be. reguiarly_:'-_ “
reviewed ‘and kept. up-to- date. When a | .
_ __--systems:'
L .':_shou!d operated ~to. prevent [ .
"'-"f--madvertent _s_e_' j_'_;'o_f superseded fon

$5m§??viaF/XTAmmx$m_.
CORMBIREL. BHOREBIILTEC.
L. XBEBRILAEEERCEROF
;mﬁeﬁmEMEf >myxTAe§:
5 _;_':_.:;-m —g— ,;g, t : S

__4__,6__3'_Documents should noi be hand-wrstten

f-i'prowded for such entries.

. although; where documents require the |
._-:'__-'entry of data sufflcsent space should be_ :

;¢&&eeeeecrce5euﬁ =5
RANKREGXEEH> T, HADR |
=-'We+eezA_xeeee e

GOOD DOCUMENTATION PRACT!CES

”fxeee

4. 7 Handwrztten entnes shouid be made m
clear leglble indelible way : :

o7 sREERE, eefaa¢¢<¢aﬁ;
"HJT%hUﬁﬁfh el el

4 8 Records should be made or'compieted at_.._

{&%#%%ﬁotﬁﬁtﬁimwﬂﬁkﬁf
PEENERLTHABHARLLSES.
'EﬁﬁiﬁﬁRMWﬁ?é_t L

_should be recorded. -
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RETENTIG_N OF DOCUMENTS

'-'::AUthOFISEd Person |
._._..;._-_]onger F ,- mVeStigatlona

used Other requrrements
_of documentatron

o "'was--'
e retent!on

. Therapy Medicinal Products) and speoafy

U to certain documents: ol

:"33_:_.'_-'products the batch documentatlon'must:
" be kept for at least five years: after the
. completlon or formal dlscontlnuatron of_ VL
- the last clrnrcal trial in which the: batch" e
for
: ‘may. be__
descrlbed in Ieglstatlon in: relatlon to-v
" specific types of product (e.g. Advanced | -

- that'longer retention perrods be appired

.Jﬁﬁﬁt%%nzéo
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4 12 For other types of documentatlon
< retention. perlod wnll depend on
- business. actwlty : whlch
Y documentation " supports
"'._"dOcum'e"htati'o'n ;ncludmg raw data (for
- example’ “relating to:

Soin foreel It may ~ be
U acceptable to}ﬁ-_--. : retrre
" documentation (e.g. raw data supportmg

:-__"":f__retentron of batch documentatlon
. example; the case of
"_-'_vahdatlon data

batches_ “Whose " releaSe has

th'e
the_
Cthe |
Crltlcal"

___”_ilvalldatron reports. or: stability -reports) |
.. where the data has been superseded by | -
~afull set of new data. Justification for_ﬁ_"ﬁ-.?.""_
o ':thrs should: be documented and should | -
. take into account the. ‘requirements for |
wj3f<acﬁcdﬁ
- process’| - o
the a_ccompanymg ' raw"-'

. least as . Iong as the records for ‘all
been;"a
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oy .:-_:_c) Quahtatnve Cand

re exammatlon

_r-i-The reference if any, _to -
L :.--.j_-'_j_pharmacopoeaal monograph

: quantltatwe:,.
fequnrements With acceptance hm:ts g _. iy
fe)ﬁﬁ#é%w%#&vﬁﬁﬁﬁ

4 14 Specsflcations for startmg and prlmary}; 4.14
_';_r_mted packaglng materlajls '.should_
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products

Specmcat:ons for mtermedtate and itu.rlk_._E
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'-'pr_oducts should be a

: d;spatched The s

4 15 Spec:flcahons for ;ntermedlate and bukkﬁ.

a. 15 EEZTV 7“&.2 1,\1: Rii:hﬁfjﬁnu&
8 _ For: crltlcalf L
:steps or 'f these are. Pur'chased_{ or | o
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o) BYHE

_'MANUFACTURING :
'PROCESS!NG INSTRUCTIONS

;ff"uem3&61emlt{;_fd'

_Approved

‘written Manufacturmg Formuta_--
'and Processrng !nstructlons should exist. for

%%éh 2¥méhL§mMﬁ&UI&ﬁ
@%E ﬂmhk&6n1¥ﬁ4z tkﬁ

-'each product and batch S|ze to'_i-“"be- ﬁﬁ:?’é ?:o :

‘manufactured. R :

4,17 The" Manufacturmg Formula sh:ould' 417 ﬁxﬁ&&jﬁld: Ll?d)%lﬁi—ﬁ‘t é:o.
;fﬂ%W@mmmmMmmmmmmmmmmmmMmmmmmmmemmmmmmwmm;
'"5) The name of the ' product, with-a | a) HMIOAMH %wiﬂt%%t E&:‘éﬁﬂéﬁ‘é"

product reference code relatlng to |ts"

specification}’

b) A description of the pharmaceutlcat
form; strength of the product and batch

S'Ze PR
c) A Irst of all startlng materral__
used;  with the - amount: of “each, |

“described; mentron shouid be made of |
'. any substance that may dfsappear mf _- 'g :

the course of processmg,

oo d) A statement of the expected fmai yleld o

nu%ﬂa:l‘“' f‘ -_ _

5 c) ﬁb‘étﬂ%lﬁﬂéf@‘}i i~ (%t:t:@.ﬁ
CERLL ﬁaI@:ﬁ?E't;ﬁ%ﬂ'é%E%aB
i":.‘é'%’; é:)

................................................................

~with" the ‘acceptable . limits,. ‘and - of.p. ’éﬁ‘t?) ¢ KLUT (;ﬁ%?’éiﬁ ) EE:&T%’)
- relevant mtermedlate yretds Whe're'- EF Fﬁﬂ!ﬁw‘a‘ﬂﬁ e
- applicable. : e

4.18- The Processmg Inst'r'uctiohs;}shciuid 4 18 I&?a@%fd: ial'FCDEIE %ﬁ't L‘o
: mclude :

b) The methods

'*-’-crltlcat eqmpment (eg cleanlng.

'C)ﬁi_._

documents or materrals not requrred
“the- ptanned process,

_ reference to the
_ methods to be’ used for. prepanng the. -

ecks that the equnpment and work-__;
statron are ctear of: pre\uous products

and that_
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iobserved:

Paékagj‘hg'ln"SfrUEtioh'é

4 19 Approved Packaglng

eXist These should mclude or have
reference to the foliowang

“materials requue’d

':.__fpackagmg matena!s

Instructlons for_-" 4
'--each product pack size and type should'_

'-_':__repreductlon of the reievant prm'ted':_' :
and_ spec:mens_-f :

__m)ﬁiénéeﬁﬂﬁerwxenux}
i -"lncludmg'{_- iy
-""ﬁquantlties ‘sizes ‘and types ‘with :the |
."'code ‘or reference number relatmg tof o
' ":-.'the specmcahons ‘of each-packagmg}
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Tascertain th

_acceptance Ilmlts

Batch Processmg Record'--"

__:'__Fo”rmula and Processmg:?
~“and should the
““information::

U0 produet;

B b) Dates and times of commencement of

completron of produc’non

_|dent|f:catron (m:tla!s)
_ operator(s) who performed e'ach
“: ' significant step of the’ process ‘and,
where appropr:ate

e d) The batch: number and/or; analytlcal
~contrel . number.as . well:

L or reprocessed materlaE added)
S e) Any retevant processmg operatron or

. event and major equipment used:

; them out ancf the resutts obtamed

‘an valrdated process

_ a'n_ufact__rrng'-. L
Instructions, |
foiiowmg o

i a) The. name.and batch number of the:_'_'_

srgmflcant mtermedlate stages and of_ e

“the |-
_. quantrtres of each startmg matenal
actuaily we:ghed (mclud:ng the batch_;'-'-'

" 'number ‘and amount of any. recovered_"

- f) A record of the in- -process controls and_
‘the initials: of the person(s) carryrng"'"

g _'h) Notes on specral problems |nctud|ng.{__'-
o) ~details,: wrth signed: authorisation for_-*_ ;
""-_any devratlon from the Manufacturlng:

contmuously monltored ‘and” controlled thenﬁ"

ca)ﬁﬁm%ﬁ&ﬁn ese;

gb)ﬂmmwsu E%&¢ﬁﬂ%&uﬁm
o%huwan&ﬁ%%*v=- i

,c)1&¢®%E§XTV7§¥MLLW
L EEOBMN (MUY )R GEEY £
'_hbﬁﬁiflvbbtﬁmﬁm_j;
the name of any_-_.' Zzﬁ::_:..' & "*3'-5-"'.:-3 AR o
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sngmfacant step of
'f'-'where appropnaie

f) Whenever posmbla samples of prmted-:
: packagmg ‘materials  used,’ inc[udlng':
spec;mens of the batch codsng exp:ry.
_ dating ‘and any addltlonal overprinting: 1 -
'_f.ff_'g) Notes “on . “any. ‘special "probtems oriﬁ
~unusual events .including details, with |
s':'gned authonsatlon for any'dewanon:”

ff})%ﬁut@ﬁﬁ%m%m<mutﬁﬁ&
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. _f)

h)

" Total quantlty di_ number -"o_f

contalners recewed

Any relevant comment

h) %éﬁ'%m}/f-

4 24 There should be written procedures for

.. the internal labeling, ‘quarantine ‘and |
k) A storage of startmg materra!s packagmgi-_ 3;

424 HMERE. ﬂﬁﬁﬁ&UﬁwﬁHﬁ(ﬁ

'E.) DHMRTR Eﬁ{%"é‘gt‘(ﬁl-.ﬂ-rﬁ!_
ﬁé?lltﬁ%ﬁ\&;% .’:

. materials’ and - other materlals as b

o a

pproprlate s

Sampling

'ﬁ#gm

4 25 There should be wrl’tten procedures for

“sampling, - which include’ ‘the: methods..
nd equipment to be used, the amounts._ 3_
to be taken and any precautlons to be'|

a

o

4, 25 ’!ﬁﬁﬂiﬁﬂ@#ﬁﬁ% (Fﬁu%ﬁ;ﬁ&lﬂ&

R BRBRTAIE. U BEHHEOSLER
Unnﬁ@%“tﬁ‘lﬁ”%'f"&)@ﬁﬂ@lﬁﬁ‘
Eit) 75{5%) &

bserved to avoid cohtamination o_f__the

'_"m'atér'eat or a'n“y;- “deterioration in "its S
i quality. B _
Testmg Hﬁ

4 26 There should be wr:tten procedures for__
: testmg matenals :_'_a' “products.. at |

d
. §

b

ifferent stages. - of “manufacture, |
__escrlbmg the: methods and eqmpment_f
_to be used. The. tests performed shou!d' _' :

426&m®i&6&%fﬁﬂﬁ&ﬁ&m%

CHBTLROOFRENAHY . TOHE
“&Umué&ﬁéeﬁurmé P %
W**mew*o&ee a :

Other

e recorded--“"---r;.

427
R

ertten '_ release and.. rejéotlon.---

rocedures shouid be avanEabie for |

427 ‘é‘?% ’F‘“‘F&*’lﬁ%@%‘—]ﬂﬁ#fﬁ iﬁﬂﬂ'&
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conciussons reached where approprlate B
for the foliowmg examples :
__Valldahon and. quailﬂcatton of -
r:processes eqmpment and systems
Eqmpment assembly aﬁd
c_alebratson Gl
Technology !ransfef
- :.Maentenance cleanmg and :
. sanitation;’ B
Personnel : matters mciudmg'. i
e signature hsts tralmng in. GMP and
R ;'technlcal matters ciothmg and o
... hygiene and verification of the
e ".effechveness of trammg

d be kept _2[31z§&2m§¥mﬁﬁﬁﬁ ﬂﬁ&ﬁy
cntlcal anaiytlc 'te : '. luction' ..Ba Iﬁﬁ mAMI EZhT B E s DL
“equipment, and areas where product has| .T. ‘I’F#EE&% ERHMB L. EERRB.
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432 BEIEI AL

CHA

PTER 5
PRODUCTION -3
PRINCIPLE =gl

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 guality and be in accordance with
the relevant manufacturing and marketing
authorisations.

sEEET. BRICHESAALFIRSEIZHE
THbhithiEa oy, BEFER,. &8
HEBEEOHRANUETELL-HGMPORAZE
L., SATHNEFTRURTERBICNK
S>TWHEITAIEEES B,

GENERAL

ERER

5 1. Production should be performed and |5.1. BE X, #h - EROHLIEMNREL .
supervised by competent people. EBTAHECE.

52 Al handling of materials and products, | 5.2. SARUVUERARE. BAERR, FE. &
such as receipt and quarantine, F.oHhE L., M. BERUICERESF,
sampling, storage, labelling, dispensing, EHHERUVHMEORBKLETE. FIEE
processing, packaging and distribution RIFEREEBYIZTN., (BELES)
should be done in accordance with TS &,
written procedures or instructions and,
where necessary, recorded.

53 All incoming materials should be [5.3. 2 THOARREMHZEFz v I LT . BR#E
checked to ensure that the consignment AN-FRLRETEBYTHIBELHER
corresponds to the order. Containers A&, BRI (BDELES) FiRit
should be cleaned where necessary and L. iEOHERERTT AL &
labelled with the prescribed information.

5.4. Damage to containers and any other [5.4. BROBHEDEN. EHEOoREIZER
problem which might adversely affect the ExREFTEFALHIBMEANLHLIL.
quality of a material should be EERAZL. B TdELbiz. BEE
investigated, recorded and reported to HEHEMIIHETSH L.
the Quality Control Department.

5.5  Incoming materials and finished [5.5. ARBRMBRUSRERKE. RAXRI
products should be physically or BOoE#HM L. HEXGHEHFOREHE

administratively guarantined
immediately after receipt or processing,
until they have been released for use or
distribution,

TAFEFT, MEMNIIREITEEL., EFK
ETH L.
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56. Intermediate and bulk products
purchased as such should be handied on
receipt as though they were starting

materials.

56. MEESRUNLIBRELTEAL
FREEET. BAOEBICHERHY L THR
YRS T &,

5.7. All materials and products should be |57, 2 TOREMHBR USRS IT. 438t s
stored under the appropriate conditions REOHEBENEEHETFTT. Ay FOmE
established by the manufacturer and in EBUEEOOD—F—2avhagieEasd
an orderly fashion to permit batch EOBREFBTHIE,
segregation and stock rotation.

5.8. Checks on yields, and reconciliation of [6.8. WEOF r v IV RUSBEBEORES L E
quantities, should be carried out as KHELTEEL T, ¥BBREEEMN S
necessary to ensure that there are no EENAGVELTHATLO L.
discrepancies outside acceptable limits.

5.9. Operations on different products should [5.9. ELA3MB 20 T4 L2, BERARUT

not be carried out simultaneously or
consecutively in the same room unless
there is no risk of mix-up or cross-
contamination.

RXBROVZAOHFERTCRVBY . B
CHEETRBICRIERLTHT> TR
AR A AN

5.10. At every stage of processing, materials
and products should be protected from
microbial and other contamination.

510 IROBBEBET, EHHREUEI M
EMEFOBOHFTLEILEET A &,

5.11. When working with dry materials and
products, special precautions should be
taken to prevent the generation and
dissemination of dust. This applies
particularly to the handling of highly
hazardous, including highly sensitising
materials.

511 EBRAKEBEORMHRUBISEHRET S

Bk, EXORERUBSMERILT 2 -

OB LFHBEELBLSIZLE. Chik
BIz. BERCRERLE (BEAeHKHE2SL)
MEFTEORFPUOLICETIEES,
(*RE - MAE. SHY. SHE, WBETERE
EmERTYUEGEMNBEST 2)

5.12. At all times during processing, all
materials, bulk containers, major items
of equipment and where appropriate
rooms wused should be labelled or
otherwise identified with an indication of
the product or material being processed,
its strength {(where applicable) and batch
number. Where applicable, this
indication should also mention the stage
of production.

512. MIGEEBR . 2TORMHE. L0
B, BLI3XELEBERY BE) #
XX MIZATWIRERETEMY.
FONM (AT H2HEE) RUNYFE
BEIANLTLIANRBBOEFRTEE T
Sl k. (HEATEHER) FOERFIC,
BEOBBLFET I &,

5.13. Labels applied to containers,
equipment or premises should be clear,
unambiguous and in the company's
agreed format. It is often helpful in
addition to the wording on the labels to
use colours to indicate status (for
example, quarantined, accepted,
rejected, clean).

513. FHR . BBEXEEDICERTAERIL.
BHBEMADHEBTHY . CENSELEY
=Ty bTHDIIE, BBETLOYX
BICHWAT. RE (BHAiE. BEHoBEEDR.
BB -TER. BERFEH) EAASETLT
TTCElF. EL<OEBEEERTHS.,

5.14. Checks should be carried out to ensure
that pipelines and other pieces of

514, Fx v P %2T>T. RHMHERUER:
H5EBREBNLAHER~RETIOAL
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equipment used for the transportation of
materials and products from one area to
another are connected in a correct
manner.

ChABBORETOHLOEERAEL L
FETEHZESLTLWLIEZHAET S
tﬂ

5.15. Any deviation from instructions or
procedures should be avoided as far as
possible. If a deviation occurs, it should
be approved in writing by a competent
person, with the involvement of the
Quality Control department when
appropriate.

515. WREBXGFIEE S OBRB T, FEE
HBUYBGAIS L., EBNREELEESR
. REEERERMAEESML T ESN
HEROHLIEHNEETRET S &,

5.16. Access to production premises should
be restricted to authorised personnel.

516, S EERM~DI AL
IBET S &,

BESAEZAR

PREVENTION OF CROSS-
CONTAMINATION IN PRODUCTION

MECBTHIXERFROBL

5.17. Normally, the production of non-
medicinal products should be avoided in
areas and with equipment destined for
the production of medicinal products but,
where justified, could be allowed where
the measures to prevent cross-
contamination with medicinal products
described below and in Chapter 3 can be
applied. The production and/or storage
of technical poisons, such as pesticides
(except where these are used for
manufacture of medicinal products) and
herbicides, should not be allowed in
areas used for the manufacture and / or
storage of medicinal products.

517. EEROBEIRIEHERRUERR
T.EESRTHVLWHERZRETHI L.
EBE.BTAIE, EEL, E3ERU
MTIZRERINRTVIERROXIER
I T2 BLEALBLIEGIZE L
T. 20R8MERTENTEAE.
HAREIIhBEZ, EXKORE - FPRICHE
bhHERBHRT. 8 (WA, HHH
(EEROoHBEITALWLRIBEEER
) RUBREH) oRE-FERE2FSC
i shizly,

5.18. Contamination of a starting material or
of a product by another material or
product should be prevented. This risk of
accidental cress-contamination resulting
from the uncontrelled release of dust,
gases, vapours, aerosols, genetic
material or organisms from active
substances, other materials (starting or
in-process), and products in process,
from residues on equipment, and from
operators' clothing should be assessed.
The significance of this risk varies with
the nature of the contaminant and that of
the product being contaminated.
Praducts in which cross-contamination
is likely to be most significant are those
administered by injection and those
given over a long time. However,
contamination of all producis poses a

518, BIOBEH B R THRIZLL, HERNM
NEHGOEEEHLTEI L. RET
OOEERH, TEPORMHRUR
B, BBRLOBRED. TV HEXROR

whD, ER. HA.ES. TFI—N.

BEYEX IREDAHBIATICNRS
TAHECEICEBETAFAEORINFERDY
ROFFMTBE, CH5LEEVAID
BXxEE. 5EHEOHERUERT L
HZELOMEIZILIYRLED, EXFEN
BREERELUYPTVERE, THTH
EShb8RRUEMMICHiz>THA
ANHZBBTHD. L. BBEERED
HERUEBEEIZLE2TE. Do IHIES
DELABEOREHIINTHIRI %
L5679,
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risk to patient safety dependent on the
nature and extent of contamination.

518. Cross-contamination should be
prevented by attention to design of the
premises and equipment as described in
Chapter 3. This should be supported by
attention to process design and
implementation of any relevant technical

or organizational measures, including
effective and reproducible cleaning
processes to control risk of cross-

contamination.

519 EIFRRER IR TS &5, BY
BUBRMOBRHICEEL TRXREREN
L& &, BYLTHEMNHEERIZHAS
HWEE (XXRFLOIJATLEHEBRS S
HOBREUIArODBERBOHSFRIETO
LAZEL) O DL ABHBEUERIC
BEITAEINKY ., TRXRBERORFLEA
TH D,

5.20 A Quality Risk Management process,
which includes a potency and
toxicolegical evatuation, should be used
to assess and controi the cross-
contamination risks presented by the
products manufactured. Factors
including; facility/equipment design and
use, personnel and material flow,
microbiclegical controls, physico-
chemical characteristics of the active
substance, process characteristics,
cleaning processes and analytical
capabilities relative to the relevant {imits
established from the evaluation of the
products should also be taken into
account. The outcome of the Quality
Risk Management process should be the
basis for determining the necessity for
and extent to which premises and
equipment should be dedicated to a
particular product or product family. This
may include dedicating specific product
contact parts or dedication of the entire
manufacturing facility. It may be
acceptable to confine manufacturing
activities to a segregated, selfcontained
production area within a multiproduct
facility, where justified.

520 MEUYARITR AV bOT7ORA(E
HERUSHOFHEzsL) zHLVT. &
BTHAHKIOXRFLEYRY /ML .
EBYT L L., R BBORHREUHE
. AEBRUBRHHOBR. MEDEE,
FEOMEBLEZNSYE. THRISH. F4%
70X, RUMSKYRKOEM, S F
O-FBAENMEOCREEBIILGLESFED
ENEZLERETHELE, RBYARY Y
FTVAPOTOLAOERIZE S
T. BYRUEBHEHRTOHNR R IIHA
BiERALTHRERNRUEBEZEE &
5 ¢, REDOHRIIMhIMUELEH
B4 s, REMEERLALERALT
B ELEBEENBL, FOREMEFRT
CEMNTEAE, BEEREERSIKERR
IZEWT,. BEIL-HLADHERS
CHEFHLBET LI LLHEBRELE
%,

5.21 The outcome of the Quality Risk
Management process should be the
basis for determining the extent of
technical and organisational measures
required to control risks for cross-
contamination. These could include, but

are not limited to, the following:

521 RBEVARIZT R A rDTRDERAD
BRICESVT, TXEBERICEDNVARY
*EEBTLRLORODENWZBEHOEER
UHBMEBOEBEL2RES LI &,
BEFMEERVHBNEBIZIIUTI S
EhFELIHA. ChoIZBL L,
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Dedicated manufacturing facility

............ (premises and equipment),
_Self-Eontained produEﬁon areas
having separate processing
equipment and separate heating,
ventilation and air-conditioning
(HVAC) systems. It may also be
desirable to isolate certain utilities

from those used in other areas;

Design of manufacturing process,
premises and equipment to minimize
risk for cross-contamination during

EMEhE-IBERHERRUVEMN S
-mE-mE-EH (HVAC) ¥R
FLEETD.HULURHOHEEEE. 5
EOL—~F AU FsE BEETAHL
bhda—F4)TFabhonMy b
CEMNEEFLLWEELASL S,

IEEDh, BrEHEPRUBERILLD
B ARRERIZREDIVRIER
Mt 2 L5 ETR. EMRUERE

processing, maintenance and FEHT S
............ CleanIng e
iv. Use of ‘"closed systems” for iv. ITBRRURMAH RGORBRAD
processing and material/product B TEHAMCRATL] ZHWS,
............ transfer between equipment, e
v. Use of physical barrier systéms, v. HRALEEELTHYEMANUT VR
including isolators, as containment FL(PAVL—R2EZELC)ERWVD.,
____________ measures;
vi. Controlled removal of dust close to | T T
source of the contaminant e.g. vi. BRMEO R ERMLORKEHE

N through localised extraction;
ii. Dedication of equipment, dedication
of product contact parts or dedication

of selected parts which are harder to

_____________ LBREY S (MR, BB,
REEERILT . HAICEMT
ZHBRITERLNEBOEE LR

EFaxhr88 (ML, Z7400L5) %

clean (e.g. filters), dedication of ERAELT L. B EERSKSEEZEAL

_________ maintenance tools; 4 A i

Ui Use of single use disposable | viii. S UHRLA=RDF A RK—F
technologies; TJILHEBERWS,

ix. Use of equipment designed for ease
______ of cleaning; e

------- A ppro-ﬁ;"—iétemu-gé “of air-locks and
pressure cascade to confine
potential airborne contaminant within
_____ a specified area;

i Minimising the risk of contamination
caused by recirculation or re-entry of

untreated or insufficiently treated air;

xiii. For common general wash areas,
separation of equipment washing,
drying and storage areas.

. Dedicating the whole manufacturing
facility or a seif-contained production
area on a campaign basis (dedicated

ix. BRLEBEBIIITASELD

NERBEALD.

X, REMLSIEMERVELIRERE
RHIZHLRADBEES. 27099 RUY
SEHART—FEETNICALS,

T AR EX AR EA TR EEA D
EREXEBERACEETSERY

______________ AvEBMY D,

Xii. APEMNAYF—~FSshi-aHC
L lP (EE®R®R) VATLEMALD.
xiii. *AO—WREFEHITONVT., &
BO%S ERRUEBOBFEH T

F
@Ewmps T

FroR—vEESIC. FHENA
HDF—rEhEBFLEITOELRAER
EET HERSKEAXEHLADH




cleaning process of validated
_effectiveness;
-------- i, Keébiné_‘sﬂp-e—éiiié“prot-ei:'tviv-e"c-l-éthing
inside areas where products with

high risk of cross-contamination are

____________ processed;
iii. Cleaning verification after each
product campaign should be

considered as a detectability tool to
support effectiveness of the Quality

EREEEMALT L (BHAS I L
_____________ Gl D
EXBFREDUII LS H S %R
SEEREENT . BEORERES
BT 5,

EX v R HEROERLED
RER EBEBMYRIABLEEZR S
hE3BBILHELIREYRI T LS A
CrOT I O—FOEMMEE G

Risk Management approach for HSBRHEY—-ILOUVEDEEZAD L,
products deemed to present higher
__________ risk; . S S
- iv. Dependiné on the contamination risk, iv. BRURTIZKELT. BRI EME
verification of cleaning of non RREIBEMOBHICLSERIRT
product contact surfaces and PEBRBEOEMNEETRET A0
monitoring of air  within the RCHAEBRMEEORESLORIE. ¥
manufacturing area and/or adjoining UINHEEBRU N IRERE R
areas in order to demonstrate TBTAZEROE_RY LT %5iTS,
effectiveness of control measures
against airborne contamination or
contamination by mechanical
transfer.
vSpec&fic measures for waste handling, v. BEDLE, FRASKREEN
contaminated rinsing water and BERIZATOLRENHE
soiled gowning;
R vi. Recording of spills, accidental events vi. A FEOEEXEFEE R E
_.ordeviations from procedures; | . E®¥AD.
O vii. Design of clea-r]ing processes for vii. FOBERILTO R AKICERE
premises and equipment such that RUAOINBIENES BYRUVEBO
the cleaning processes in AR D LA EHREHT S,
themselves do not present a cross-
Jcomtamination risk: e
"~ viii. Design of detailed records for vili. RRShEFIREBESEYDES
cleaning processes to assure LtORTZHEICTE2L5. 855317
completion of cleaning in accordance DERITRLIHMLULEREOV AR
with approved procedures and use of ERL, Eh. BRERUESEREIZ,
cleaning status labels on equipment BRLRKEZRTSIANERLS,
and manufacturing areas; |
"77ix Use of common general wash areas ix. REO—WABRBEF v o R—
___________ onacampaignbasis; .| yRE®IALGE,
" X. Supervision of working behaviour to x. fETBEEBLT, 8GOS
ensure training effectiveness and PHRUVBULFEEEOETLE
compliance  with  the relevant Ry 5,
procedural controls.
9.22  Measures to prevent cross- (522 WRXRFLEHULTIHBERUZTOED
contamination and their effectiveness HE,. MEOFBERESIVTEHRMIZE
should he reviewed periodically By ook,

according to set procedures.
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VALIDATION

Ny F—=3

5.23 Validation studies should reinforce
Good Manufacturing Practice and be
conducted in accordance with defined
procedures. Results and conclusions
should be recorded.

523 "YF—L 3. GMP2MIET S
DTHY. FIEOFIEEEBYICERET
Aok, BRBRUKERZERT DA &

5.24 When any new manufacturing formula or
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

524 HFHOBELSFSXERAEFEF2HBY
ABIZ. FANABEOIRICETLIEZ
BT ABREERL L. BEORMH
RUZEBERVWAHRESLELIEIIOL
T, ROOhI2REOEENETHIC
BohdEFEFRT L.

yield a product consistently of the
required quality.

5.25 Significant amendments to the | 5.25 BERERV  XREITEEBRHGCREE
manufacturing process, including any ERETHEFADHLIHUETE~DEX

change in equipment or materials, which
may affect product guality and/or the
reproducibility of the process, should be
validated.

LT (RBXRRMHEOEEZEL)
. Y F—+FTBHZ &,

5.26 Processes and procedures should
undergo periodic critical re-validation to
ensure that they remain capable of
achieving the intended results.

526 # YT A REFAYF—L3
ZEHMMIIFT->T. IBRUFENFAH
NER*EHRTEIEEHRRTAHAIE.

(FRE: RBHEBAERETE B L34

STARTING MATERIALS

HERS

527 The selection, gualification, approval
and maintenance of suppliers of starting
materials, together with their purchase
and acceptance, should be documented
as part of the pharmaceutical quality
system. The level of supervision should
be proportionate to the risks posed by
the individual materials, taking account
of their source, manufacturing process,
supply chain complexity and the final
use to which the material is put in the
medicinal product. The supporting
evidence for each supplier / material
approval should be maintained. Staff
involved in these activities should have
acurrent knowledge of the suppliers, the
supply chain and the associated risks
involved. Where possible, starting
materials should be purchased directly
from the manufacturer of the starting

527 WREBEHORKEEORIR, EHEF
fi. RERUHEBETRICONT, B
ERHOBARUBZALELIZ, BEER
SEVATFLO—HELTXELT S
L FOBET. HEIR. HTSATF
I—-VOEESERUVABRHEANERERIC
EREIhIBERHOUBAEZEEZEL T.
BereoEHBFETIUVRIIZELREE
BLANLETEIE, BHEXE -EH
OERIZDEMNTEHERETH L. £
NWOERECIHRBTIRAI TR, g%
E HISAFz—RUBETHEHE
WRASITBETI2RHONBEET S
e, HBREEIT. AN HBHRERN
OEEEENCBEEBATLSI L,

material.

5.28 The quality requirements established by | 528 REZXENEH L HERBIZHK H2&E
the manufacturer for the starting BEHzH>VNT., FOHRBREBTLHBEL.
materials should be discussed and

EBTH-L. TOHE. BBRRUVESE
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agreed with the suppliers., Appropriate
aspects of the production, testing and
control, including handling, labelling,
packaging and distribution
requirements, complaints, recalls and
rejection procedures should be
documented in  a formal quality
agreement or specification.

CET 2BV EH (REVL., 5. 8
FERUBEZES® . 515, B, HCIcF
ERHAEFIRZESZL) 2. EXLSEN
RONZEBRBIIBVLTXELLTSC
&

5.29 For the approval and maintenance of
suppliers of active substances and
excipients, the following is required:

Supply chain traceability should be
established and the associated risks,
from active substance starting materials

to the finished medicinai product, should

be formally assessed and periodically
verified. Appropriate measures should

be put in place to reduce risks to the
quality of the active substance.
-------- The supply chain and ”tni;é.r-:éé_bility_
records for each active substance
{including active substance starting
materials) should be available and be
retained by the manufacturer of the
....../nedicinal produet. |
————— Audits sHouId"bemc"a-rri'e'é“odtm:at the
manufacturers and distributors of active
substances to confirm that they comply
with the relevant good manufacturing
practice and good distribution practice
requirements. The  holder of the
manufacturing authorisation shall verify
such compliance either by
himselffherseif or through an entity
acting on his/her behalf under a
contract. For veterinary medicinal
products, audits should be conducted
.....basedonrisk.
" Audits should be of an appropriate
duration and scope to ensure that a fuli

and clear assessment of GMP is made;
consideration should be given to
potential cross-contamination from
other materials on site. The report
should fully reflect what was done and
seen on the audit with any deficiencies

529 RERUEBNAORBEZOER - #
BEBRICBLTIE, LTHAROLN B,

B ISAFI~C o rL~HEYF

FRITHALE LI, (REREDEL
CEEROBRUSKIIELET) BET
BURIEERLGFH=THMBL. T8
MITHRET A &, BYURIBEEEAL
T. REDOREBIZTHTBZURIFERS
#3I &,
EBE (REHKPEEZSL) O TS5
AFz—YRUFL—HEYF s OR
BRERZ, SYEFRONELENES
L. METEET L L,

BEOHNEXFTRURBZESIIEITS
EEZEBELT. tThoMHETEIECM
PRUGDPOEREHICERT AE
TRBTALHAIE., BEHFTOREE L.
BoRXRIHEARHIZEI(RBAEZE
CT.8nsa27S547 R %88
Hoé. DYWREESICEALTE, YR
PJICILTEERESERBT I &,

EEZEVCHMERVEETT>T. G
MPOERKMODBHRBLI@MNA RS hHh
TWAHABZ2HRTLIL BB ER
NEDBEMOTIXNBRIZREAG S
hdl e, SRBETHLALARTRY
RE. FHASGhITHEHBEICEEL. #
EBLRETRBRTEE. REDRE -
FTHHBEEBEZERET L L.

clearly identified. Any required

4

1




corrective and preventive actions should
________ be implemented. .
Further audits should"be undertaken at
intervals defined by the quality risk
management process to ensure the
maintenance of standards and continued

use of the approved supply chain.

o Exeplents ]
Excipients and excipient suppliers
should be controlled appropriately

pased on the results of a formalised
quality risk assessment in accordance
with the PIC/S Guideline Pl 045-1
‘Guidelines on the formalised risk
assessment  for ascertaining the
appropriate Good Manufacturing
Practice for excipients of medicinal
products for human use’.

BEYRITAVAFOTOEART
HEL-BRTEICEESZERLT. £
EHEPEBEEL, REEShHT54F
r—VEBRFELTCHVWIEETRET S

BEVASVEMOBERICESE, FmA
EUGHMBHOBEEETLEDICEREY
Aok, REYVAVHEEE. PICSS
HARSA L PIO4E1TE FREESOD
EMECRTABULGMPEREY
200 FERLFEHFETLINEZURY
H{HIcETAHNA LTS ITH#>TE
XL FHEELTDHL.,

5.30 For each delivery of starting material
the containers should be checked for
integrity of package, including tamper
evident seal where relevant, and for
correspondence between the delivery
note, the purchase order, the supplier’s
labels and approved manufacturer and
supplier information maintained by the
medicinal product manufacturer. The
receiving checks on each delivery
should be documented.

530 HERBARESNABII. TORRIC
ST, BENEEME (RETIBE.
HEFEEG) 5FxvsThLELI,
WEE. REE. HBEBEOSALEY
HEEANELENRETIRREIAL
WBEEE - RELBHBE OB EN
BWEEFI Ul TACE. BESAD
BOChbLBEFrvIEXEBRTEC
L.

5.31 If one material delivery is made up of
different batches, each bateh must be
considered as separate for sampling,
testing and release.

531 1AOEHEZNELRLIA ANy FTER
ThTWABEE., BAEER. HBERU
HEOIAESHEIZDWT., &5y FIEAH

HDEFEZLTAER LRV,

5.32 Starting materials in the storage area should be
appropriately labelled (see section 13). Labels
should bear at least the following information:

i. The designated name of the product
and the internal code reference
where applicable;

iii. Where appropriate, the status of the
contents (e.g. in quarantine, on test,
released, rejected);

iv. Where appropriate, an expiry date or

532 FERBI-HAHERAET BUICEKT
+AH5I& (I3EBESH) . RRE. bul
________ coUTOWBESL O,
C BHROEBRINAERBRT (BHT D
Bs) tAOBEa—F

UL EE. NERORE (BAIE. EDE
B, BBh. 8% F4H)

N EE. BRABEXEEThEMAS L
UFREAREERBE R

%21V EA Sk EAEERYRT

LERLVAEEE, FHROBHE THE

a date beyond which retesting is
_________ necessary. .

‘When fully  computerised  storage |

systems are wused, all the above
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information need not necessarily be in a
legible form on the label.

TLESANLNLIZEARILIRETHD
SEEFELLG,

5.33 There should be appropriate procedures
or measures to assure the identity of the
contents of each container of starting
material. Bulk containers from which
samples have been drawn should be
identified (see Chapter 6).

533 HERMOBBBONETHOR - %
BEIZTHEVNAFERETFEE NS D
& RAEDSBERZhEZPALIOBERIT.
BEShD3ZE (FEoESBHE)

5.34 Only starting materials which have beaen
released by the Quality Control
department and which are within their
retest date should be used.

534 REETEMMATABHESREL. VTR
FECFELROWREROHEERT 3
&

(+REF:532\IVTThERADEY TR bR
BELuBHAML)

5.35 Manufacturers of finished products are
responsible for any testing of starting
materials® as described in the marketing
authorisation dossier. They can utilise
partial or full test results from the
approved starting material manufacturer
but must, as a minimum, perform
identification testing* of each batch
according to Annex 8.

"5 A similar approach should apply o packaging
materials as stated in section 5.45.

"4 Identity testing of starting materials should be |
performed according to the methods and the

535 IRNRORSEERTI . REREE R
BEhTVWHIHERBEE oRBELTIZ
BEGZzETL R, AP Eh-HERY
REXBEIVLLOBRBRERO—BXLL2T
FHATHIEARTEEN, RER. &
Ny FOBRBRB2‘ L. 7Ry PR8Iz
ETWTERELAEITAELS L,

(*RT - BARTIR., YHULHONERREEMNE
BAOUBETEORE L TEETA2EGEE
F3 545 BIERT L5012, AagMBHL T

_______ tARO7IO-FEEBL L,

4 HEFRHOBRBRERY, BHET3HRAR
REBEOHRABRRUERAZITE SO TER 2

specifications of the relevant marketing hTWwa I &,
authorisation dossier.

5.36 The rationale for the outsourcing of this | 5.36 HBOABEFR > TH. T OREY
testing should be justified and HBERL. XBEET D EEHIZ, UTF
documented and the following DEHJIEET I &,

_......equirements should be fulfilled:
i, S-b-éciai attention should be paldtothe
distribution controls {transport,
wholesaling, storage and delivery) in

order to maintain the quality
characteristics of the  starting
materials and to ensure that test

results remain applicable to the

L delivered material, ) ) |
ii. The medicinal product manufacturer
should perform audits, either itself or
via third parties, at appropriate
intervals based on risk at the site(s)
carrying out the testing (including
sampling) of the starting materials in

order to assure compliance with

L EXEE (B, HEY. BERRUS
BEL)KBRALTEEEH T HER
HOGEBMEZERBITIELLICLE
BIhEHERBICERBERENS &
HMEBRTELEEHMBET AL,

EXRONSEEI.CGMPRUKS
ARBICRABA I TLIHEERUR
BAFEXOBTEHEIZT AL MR
RHORR (BARIRZ285L) 2 £
TAHABREBISDODVWT WAYVIZIBELTE
DNEBHRBT.BEOXEGE=ZERE LB
LT. BEEEZITS52 &,

Good Manufacturing Practice and




iii. The certificate of analysis provided

iv. The medicinal product manufacturer

v. The medicinal product manufacturery

with the specifications and testing
methods described in the marketing
authorisation dossier,

by the starting material
manufacturer/supplier should be
signed by a designated person with
appropriate gualifications and
experience. The signature assures
that each batch has been checked for
compliance with the agreed product
specification unless this assurance is
provided separately;

should have appropriate experience
in dealing with the starting material
manufacturer (including experience
via a supplier) including assessment
of batches previously received and
the history of compliance before
reducing in-house testing. Any
significant change in the
manufacturing or testing processes
should be considered,;

should also perform {or via a
separately approved contract
iaboratory) a full analysis at

appropriate intervals based on risk
and compare the results with the
material manufacturer's or supplier’'s
certificate of analysis in order to

check the reliability of the latter.
Shouid this testing identify any
discrepancy then an investigation

should be performed and appropriate
measures taken. The acceptance of
certificates of analysis from the
material manufacturer or supplier
should be discontinued until these
measures are completed.

i, HERHORBEEE HIBGXENL

Bftsh-HRBREEREICX.EHY
BAREBRUBREETIEESINE
BElirbBEMAULIATWVNESI L. 5
ZEBRIZLY REShEHGAE~
OBEEIT2DEENVFHRERINT
WEENBERICHRA(ZTS LEREN
BlELRERhTLAIBERER ),

EXRONSEEEEF. BEITHMAT
Wty FOFE+ZARBREAE

L+ 2LUEMOBEEREEL HER
HEgEELOoONSCBALTEYNR
BB O (HRERZBELEEREET)
2ET L& FOEEXIRR IR
LRIZBAXUEENRSGAIT . BET S
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EEROBESEEFERX.VAZ2ITHELT
BYLABRTETORREREBL(X
FRERBESR-EAHRBRERZE
STEEL). TORBRRZEFZEMH
DHEEEXRIHKEZEOHBAM
HBEB BT A ET . HHARRK
BIEHEOEEREF v ITSHC
ECORBRTHLAOTEENRE
ahtBEix. REAEEZEEL T,
BFOLEBZBELDIE.EALOHE
ARTTHIET . LUHAMHBORER
EXIEBRBEEN OO ABRMIREH
ENPBRAZRGDHLEL I &,

5.37 Starting materials
dispensed
following a written procedure, to ensure
that the correct materials are accurately
weighed or measured into clean and
properly labelled containers.

should only be

by designated persons,

537 HEREHE. . FESCHE>T. EESH
EFEOHFPRLLVELT. ELLEHLE
EAOEYVLEEFTOBRRICERICEEX
FEHBIWIEERETHI L.

44




5.38 Each dispensed material and its weight
or volume should be independently
checked and the check recorded.

538 hL M E N - B RBRUINEER L
BRERANBIIFz oL, TOFub
HEERBTA &,

5,39 Materials dispensed for each batch
should be kept together and
conspicuously labeiled as such.

5.3 WLhWHEIhEEFEHEFE Ny FI LIzEE
HTHEL. TOBAFABIDELIICEFR
TAHEOE.

PROCESSING OPERATICONS:
INTERMEDIATE AND BULK PRODUCTS

ITRERFER: PRAMERUAALIES

5,40 Before any processing operation is
started, steps should be taken to ensure
that the work area and equipment are
clean and free from any starting
materials, products, product residues or
documents not required for the current
operation.

540 ITRFREMLTAMIC. B EXESY
BUREBENBERTHY, BOHNFELLTE
GHEFRH. . HA0BRBMOXE
REWEEHRIIBHBERT C L,

5.41 Intermediate and bulk products should
be kept under appropriate conditions.

541 pPRAEBRUNLIBREE BV LEN
TTRETH &

5.42 Critical processes should be validated
{see "Validation" in this Chapter).

542 BEEIRBEI . NYT—FT B &,
BEQ RNy F—av) 88) .

(&

5.43 Any necessary in-process contrels and
environmental controls should be carried
out and recorded.

543 WERIERERERUVBEEE S
L. BT A2 &,

5.44 Any significant deviation from the
expected yield should be recorded and
investigated.

544 BIBREALCDODERLERASOAITE
L. FEBAET L &,

PACKAGING MATERIALS

BEAHY

5.45 The selection, qualification, approval
and maintenance of suppliers of primary
and printed packaging materials shali be
accorded attention similar to that given
to starting materials.

545 —XRABEHMHRUBRARsh-a8%#H
DHBEFTOET. BERUEEE. RER
UHBFEEIIE., HRFEHIIHTIEE
ERBICEIGDIEEZLS 2 &,

5.46 Particular attention should be paid to
printed materials. They should be stored
in adequately secure conditions such as
to exclude wunauthorised access. Cut
labels and other loose printed materials
should be stored and transported in
separate closed containers so as to
avoid mix-ups. Packaging materials
should be issued for use only by
authorised personnel following an
approved and documented procedure.

546 IR S WM BIZIEBRIOTETH L.
BHNIAZHBRTLIE. BEYICORA
WRETEHERBT 32, Ay F3RLF
DOBBLYTUERR S -MEI1E.
ERNZE#YT S LISEMEN-FAHEESH
ATHEBERUVERT AL, AaE#HHO
LT, REENEFHESI-#-T.
BEShFABOANFS L,

65.47 Each delivery or batch of printed or
primary packaging material should be
given a specific reference number or
identification mark.

547 MM hiE=-MBRE—~XR8EHEHIZD
WT. METEXEFRF &Iz, AR
LEEESREIEBENRE AT L,

5.48 Qutdated or obsolete primary packaging
material or printed packaging material

548 &£ LERXRBIEEEG—aEH
HXEHRBEhE-O&HHITHEL,
DS ERBTLHE.

L
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should be destroyed and this disposal
recorded,

PACKAGING OPERATIONS

BEERER

5.49 When setting up a programme for the
packaging pperations, particular
attention should be given to minimising
the risk of cross-contamination, mix-ups

or substitutions. Different products
should not be packaged in close
proximity unless there is physical

segregation.

549 AEHKEN TR ITSLERET HRIT.
¥RXREFER, BERRUREVLOIRATER
MMET B ESBICEEELSIE B
2ESEEBELTARLTREGELGL
(HEMIIRBEI A TVWELIBEZER O,

5.50 Before packaging operations are begun,
steps should be taken to ensure that the
work area, packaging lines, printing
machines and other equipment are clean
and free from any products, materials or
documents previcusly used, if these are
not required for the current operation.
The line-clearance should be performed
according to an appropriate check-list.

550 MEAELFROHHANIC. FERRE. B8
5S4, MERTOBROBEMNERTH
Bob. U (RITERXRCFETHN
) LAEE SR, RMHOXE
REWE2HETHIEBZRT L. T
A YTFPSUoAE, BUY LTI
APZETWTREST DI L,

551 The name and batch number of the

product being handled should be
displayed at each packaging station or
line.

551 RUYUBHLIWHBBIOEMRUNYFE
B4, COEERBHREIBVET M VIS
BRY S,

5.52 All products and packaging materials to
be used should be checked on delivery
to the packaging department for
quantity, identity and conformity with the
Packaging Instructions.

552 EREAI2ERRERUVEEHHETIZO
WT., BEHMICIRETIERIZ. 8.
B—HRUVEBEEEHELOEREF T v
DT BIE,

5.53 Containers for filling should be clean
before filling. Attention should be given
to avoid and remove any contaminants
such as glass fragments and metal

553 KEBERHAOCEHIT.KEMCERTHS
L, HIAK. eBHFEOMBEREAE
BEL. BETLH5LIFTEFHI L.

particles.

5.54 Normally, filling and sealing should be |5.54 E% . . RERUHMAIZHEWVWT. RTE
followed as quickly as possible by MY FOMIFTIT &, TOITR
jabelling. If it is not the case, WEBESITBWT., BVAFIEZEARL
appropriate procedures should be T. BERPB-LEFRAEIYRAEVE

applied to ensure that no mix-ups or
misiabelling can cccur.

FHRTHI L.

5.55 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.

555 AEOBETHLASIXEHIZTHLN
AEIFEHEE (FHAK, a— FF -,
ERHBONTE) OERLUEEREEZF v
GL. BETHI L, FHEEIZLLMF
TxEEELVL. " EOMBTHEF T v
2952k,

5.56 Special care should be taken when
using cut-labels and when over-printing

556 Wy hIANZERTHESRURR
AHMRABES A HATIIOLALEES
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is carried out off-line. Roll-feed labels
are normally preferable to cut-labels, in
helping to avoid mix-ups.

T, BRGEEZHLS L., D~ L a4
SARLEEE. EROBEMEI®ITE, A
v RIS ARNLEYBFELLN,

5.57 Checks should be made to ensure that

557 Frx vV %> T.BFMa—F)—4%

any electronic code readers, label —, ZARALAD A~ EEEOF AL
counters or similar devices are operating ANRELKEBHLTSIEEHET S C
correctly. L.

5.568 Printed and embossed information on 558 G@¥H M LICEHIR I A XIZZRAY & h
packaging materials should be distinct EEBE. BRTHY ., " OoBEXITH

and resistant to fading or erasing.

ZELIAWLOTHLZ L,

5.59 On-line contrel of the product during
packaging should include at Ileast
checking the following:

iii. Whether the correct products and
packaging materials are used;

Samples taken away from the packaging
line should not be returned.

559 SEBBIIEITLIHEDS A v AKHE
T, PACEDUTEFzVvITEC

BESAUILERLEZBREIZ. RLT
oy,

5.60 Products which have been involved in
an unusual event should oniy be
reintroduced into the process after
special inspection, investigation and
approval by authorised personnel.
Detailed record should be kept of this
operation.

560 BETHULEEICIEb SR EZIE
CTRYOE. FRliAR., REBERU
BEINEABICLAREALE W&
RS2 E. TCOEEIZOWVWT, BAR
THRELRET S L,

5.61 Any significant or unusual discrepancy
observed during reconciliation of the
amount of bulk product and printed
packaging materials and the number of
units produced should be investigated
and satisfactorily accounted for before

561 "LIVHRBARUBMRsh-S8EHHD
BELEEIN 2y FHERBALT
HELORXREIBEE CLHVEEBIAR L A -
b, REREL., HEaFHERII+T S
ICEBZBEALEThB L,

release.

5.62 Upon completion of a packaging 562 SR EATTLRE Ny Fa— AR
operation, any unused batch-coded FEINLOEHHTHER LA ELL D
packaging materials should be B THEL . SBEREZRIRI LI L,

destroyed and the destruction recorded.
A documented procedure should be
followed if un-coded printed materials
are returned to stock.

A-FHFOGR VARSI HBEERE
CRYESIT. FEEIZIRS L.,

FINISHED PRODUCTS

BRAES

5.63 Finished products should be held in
quarantine until their final release under
conditions established by the
manufacturer.

563 BREFI T ORRVWALEEETZTHE
¥ET. BBEENED-EULTTESH
ETEHC L,
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5.64 The evaluation of finished products and
documentation which is necessary
before release of product for sale is
described in Chapter 6 {Quality Control).

564 RRHSOBREOHFATHEMNIZ L
BLEINAEMBRULEOHME "F =&,
EoE (REEH) TRATHATVL.

(*RE: BATE. YEUBONERAXRENRE
BEEERTH)

5.65 After release, finished products should

be stored as usable stock under
conditions established by the
manufacturer.

565 ABHEIAREARKT EATRD
KEOEELLT., BEXEAFNEOLLE
HGTTHBESS L,

REJECTED, RECOVERED AND RETURNED
MATERIALS

FERHUE. BAIARVERSAERMH

5.66 Rejected materials and products should
be clearly marked as such and stored
separately in restricted areas. They
should either be returned to the
suppliers or, where appropriate,
reprocessed or destroyed. Whatever
action is taken should be approved and
recorded by authorised personnel.

566 FTAKHUEThERMBEVERIT. X
OEZTHEICESL., FIREHICHAEL
TRET I L. Thiold, HEESFIC
EGXE (BE) BMIBLIETHED
WEFhhETHIE, WThOHBENE
LondBast., F—VSAXER—Y
voAEREL. BETAHSL.

5.67 The reprocessing of rejected products
should be exceptional. 1t is only
permitted if the quality of the final
product is not affected, if the
specifications are met and if it is doene in
accordance with a defined and
authorised procedure after evaluation of
the risks involved. Record should be
kept of the reprocessing.

567 e Eshh-RGOEMIIL. B
MEbOTHDI L, REEGOGHEHIC
EELRIEsY. BBRIIBEETHELEL
iz, BEVAVEZF@ELIzLT., ED
HEINkFEREZH--THIBEOH
BHohD, SZEMIOERELRE
TAHIE,

5.68 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

568 MEDOHIEBTUMISHEL =Y
FOEHIXFI-HE2zRALEKDOA Y FIZ
ANRE I ETRODONWDREEIZEHRES
H5FHA R, SWICBEERITS
&, I3 LEBMARK. (FERHERBIC
BEWT IEMBUEEZEL) BEYRIEF
HWLELET, EOFEEIIR-TER
TAHRLE, BHBHEETREETLS L.

(xR AETIH, FULOZHENATERE VR

on shelf life. The recovery should be Y, ARV FORTEABHLAAVLOTER
recorded. TAHIE, MTFRL)

569 The need for additional testing of any {569 REEEHMIEI. EMI Lk (RIZEH
finished product which has been H#GEALRAL) BREKOEMNR

reprocessed, or into which a recovered
product has been incorporated, should
be considered by the Quality Control
Department.

BROBEXZRETAHIL.

5.70 Products returned from the market and

which have left the control of the
manufacturer should be destroyed
unless without doubt their quality is

570 iAo BRER T HEBEXEDE
BEBATLE>TLHEHAR. TO&R
BABETEDILLBEVWVEVWLOTE
WRY., BET S L, REBEHMN
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satisfactory; they may be considered for
re-sale, re-labelling or recovery in 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 H 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
of re-use, although basic chemical
reprocessing to recover active
ingredient may be possible. Any action
taken should be appropriately recorded.

FIEEBICE> THLCHEBLEZEIZE
U\ Lnn@an@ﬁgﬁ.n.. ﬁﬁﬁ"\ﬂfiuﬁé
DNy FTHINRAEEBLED. COHE
BIZHELTE., AZBERBOHE. BEE
TEORAUTFTEBELE . TORERVUER.
BUVITHEBEIAh THhLBALE-BEE.
ETERTAHI L., BEMASZERT S
MEMGLEEEMIETaENS LA
M, HBERKADOREICRENELLBS
. BHERBZEERICET S EERT
G, BLohAEEIZ., BYIC
BRTHZ L,

PRODUCT SHORTAGE DUE TO
MANUFACTURING CONSTRAINTS

HELOFHNZLERE

571 The manufacturer should report to the
marketing authorisation holder (MAH)
any constraints in manufacturing
operations which may result in abnormal
restriction in the supply. This should
be done in a timely manner to facilitate

571 WEEF X HWEFELOSHIZL Y4t
BIIBETRWEEBEELLIEBEF LS
hid, RERZBREESE (MAH) IIHS
THIE, EMEFTICH-T., HBHtH
FoXEBITOoONWNTHEMAHIZLE SR
BE~OBENBERITLRALS. BHL

reporting of the restriction in supply by 32 &,
the MAH, to the relevant competent
authorities, in accordance with its legal
obligations.
CHAPTER 6 e L ﬁsﬁ
QUALITY. CONTROL : ﬂﬁﬁﬂ
PRINCIPLE . JEEIJ

Thls chapter should be read m con;uncttonﬁ_f'
with all relevant sections of the GMP. guide,
Quality Control is concerned wit samp_llng,_i_f
'.specaﬂcatlons and testmg as. well as.
.organusation documentatlon ‘and. re!ease_::
procedures Wthh ensure that the necessary"::i
and reievant tests are carned out,‘-'and that
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retlabty earrled. ouf. :

6 2 The: prlnclpat duties of the head ‘of. Qualrty 6.
_ _Control are. summarrsed i Chapter 2'
.'*"3_’--3The Qua!rty ‘Control- Department asa o

Ay _whote will” atso have other duties, such_-'
as to estabhsh vahdate and :mptement;-{f_‘-'__
’.'_"_'alt quallty control procedures ‘oversee | .

the controt of the reference ancffor

“retention’ samptes of materrals

‘correct Eabellmg of:-
ke materials and p_roducts
- monitoring of the stability =

contamers
. e_nsure ‘the
the

' -products participate in the mvestlgatlon-' :

S and
.'--_-"products when: apphcable ensure the-i'
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. product, ete. All these operatrons should:; o

be carried out in'accordance with written ) R I

o procedures

L and;f
“i'recorded.: P

where

necessary, e R

6.3 'Finished product assessment
- embrace all’ relevant factors
_ ' production condatlons results of
L proc'e"ss'"'_ 't'es'tirtg','_:_".* Teview -
- ‘manufacturing - (i"n'cIUdmg
~“ documentation,’ compllance :
: __'Frn:shed Product Specmcatlon
“examination of the frnal finished pack
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6.4

"Iand mvestrgatlon as. approprrate
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".__"'._3__'::access to production areas for samptmg i
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S equipment - should” not” ‘be -

L _":_'_specme'r_equ|rements for Quanty Control-f
“o.v-dreas’ given in. Chapter 3. Laboratory: :
“routinely [
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S -(1v) A procedure for the mveshgatron of_-'
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“division of the sampie'i"

contamer to be used

S (vi)o The: rdentiflcatlon
sampledi
-(Un) Any spe-oral B%éé’aut.’éns to be
observed, especrally wrth regaré to the
sampiing. - of stern!e

: materrals

of

(1x) Instructions for. ‘the- c!eanmg and
©' “storage of sampling’ equipment.

'(w) 1nstruct|ons for any requrred su.b-..f-..;'-
(v) The type and cond:tron of-the samp[e

oontalnersr'_,

noxrousﬁ":_'-_:-_ o

U ER T sE e

 m)m§®mmeﬁHhW%h@

Tw)amsmnesmsﬁ&una7

fM)awammcﬁssmsm'

':-_:(vu) (ﬁl-ﬂﬁﬂl#ﬁ'ﬁ!ﬁﬁﬁwﬁﬁﬁﬂl
V-L@Lf)ﬁw?«éﬁ@&&ﬁ$ﬁ

(rx) ﬁﬁ&ﬂ&%%ﬁ@ﬁ%it&l}ﬁ’?ﬁ! {?f'-%
RE o

. batch’ of materrals or
'whrch they are taken

.. stressed  part. of-._""a'_“ process
L begmmng or end of.'a" process)
sampling .~ plan’ used ;should

" Fisk- management approach

6.12 Samples should be representatave of the:,
products from- :
_ Other samples S
U may also be taken to monrtor the most. |
wg;;,
The fo
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- number,:

" 'storage conditions.

6 13 Sample containers shou!d bear a IabeE_f
.7 indicating the contents, ‘with: the batch"_:___
o the date of samphng and the |
{'contarners from 'which - sampies have'
:f:'been drawn They shoutd be managed in |
a manner to: mrnrmrze ‘the: rrsk of mix- up:
S _and to protect the samples:from adverse;
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6 14 Further gusdance on.
retentlon samples |s gsven if Annex 19

reference and_-
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TESTING:
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| prlmary: B

'._.__'-'_.*-'-once “their. - trac.eab.m_ty =
standards has been’ dembnstrated and rs.:-";..
' "__documented) These compendlai; i

“materials shouid be used for the purpose |
% -f.:;-'_-'descrrbed in the: approprrate monograph-_??
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standardisation and: the
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S unless’ otherwme authorlsed by the' o
:._'_'Natlonai Competent Authorrty i e SRR v
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" reference standards and culture medra_ :
3 should be ‘marked’ wrth the preparatron__
o and Openrng date and the srgnature of_
S the. person who- ‘prepared- them ‘The |-
expiry date of - reagents and: culture R
o media shculd be indicated on the Iabel_ '":"ﬂ'-’%ﬁEEI &Uﬁ;xﬁﬂ)ﬁﬁfitﬂ é 2’Lf‘..7 7.
storage:;
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tast current

- any. - substance - used. 'for.'j-._

e ‘reference © - standards). . should “be

S for use and storage should be fo!lowed

~receipt or before use.

6 22 Where necessary, the date of recelpt of.
testmg_

"operatrons (e.g: reagents solutrons and

En certain cases it may be necessary to".__ e
"__Z'_:__'"carry sut’ an: ldentlfrcatron test and/or |
*:ﬁ-:__;.'-'other testmg of: reagent materlats upon’- ;-
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ngeewseeemes aﬁeeee
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-'Wlth the
_ requnrements

accordance' '

6 23 Culture- medra shculd be prepared |n-:'--

screntrfrcal{y Just'rfred The performance :
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the ﬁsstory of the;r use

ON GOING STABILITY- 'PROGRAMME

(mafmimﬁﬁ%{m?fﬂaavzﬂmm§$3
jﬁimﬁmua =L, %mﬁﬁ%ﬁ&t,ﬁﬁ?ﬁ
B-EORBTIOYSLEET) S

"._"{-.;_accordlng to A contmuous appropnate_
-'ff.:i__'_:of any. stablllty issue (e 9. changes m_'f

"_-_-assocuated with _'t 14

626 After marketmg,_ the stab;hty of the:.- 6.26

" medicinal product. should. be monltored_3
"_'-_";programme that wdl permlt the deiectlon_--

::-Ievels of ;mpurme_s or, d_lssoluhon proflle)f_’ :
:.formu!atlo'

"'.3marketed package :
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EHEOTL) ABhiERMT B D LK
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T ﬁﬁﬁ&p

Eﬁm@fﬁﬁﬁ%_é;;

In the

y over Jts she!f I:fe and to' determme that'f

6 27
he product

6 27 The purpose ‘of . the on- gomg stabmty
programme is to: mon:tor_ﬁ

“the . product remains, and. can be ] -

expected to remaln w1thm spemﬂcatnonsi_}_
“under. the !abelled storage conditions.:

Eﬁﬁﬁwﬁuzbwﬁﬂﬁ%wﬁﬁ;
ﬁfﬁﬁfubf_ﬂfﬂnn{‘% 5 ?6\—
L RUBRREhEREEROTTHS

ﬁﬁ%ﬁL%ié aﬁnum%méﬁ}

6. 28 This. rnalniy applies to the___medicmal_-}

6 28
product in; the packa e i ;.which it |s_;_
sold but conmderahon should also be}

-additlon conmderahon shou!d be glven;--' o
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_rogramme (stablhty chambe'r
_'others) shou!d quatmed-

St main
: "Chapter 3 and-Annex 15,

tained foitowmg the general rutes of_::' .f--f-;

6 30 The: protocoi for. an on- gomg stablhty

programme shoufd extend to the end cf-_
o “the shelf hfe pertod and shoutd include,
S puts not be Iimlted to
. parameters: .

(|) Number of batch(es) per strength and
dlfferent batch s&zes 1f appllcabie

' (ul) Acceptance cnterra

' system(s)

(standardised ICH/ViCH

for: long - term_

“storage”
" conditions:’
_---...__f"_t'_‘?P_f.‘E'.Rﬁ_E‘.S_?.C.’) ..................................
S (viii) - Other: apphcable parameters'_'
L specmc to the ‘medicinal product

the foHOWIngﬁ{fv

test; S

- i) Relevant phys:cat chemlcai _' K
o 'm|crob|ofog|c_ai and bloioglcal
- ‘methods; ' ST

{v) DESCFIptEOﬂ of the contamer cIosure SN

'(vn) Descriptlon of the - condlt:ons of

testing,
consistent with the product labellmg, :

i:t ﬁ%ﬁ?ﬁ@%b‘)ﬁtﬁ!\—?éc_
. S ﬁf:.d?&(&% 1:1'F0) \7)‘-—
")"éar‘b ; Y

'L_

&U(nﬁeﬁ‘
T_é%A>Eeen;aﬁ4x amnj
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CHAVICHORMBR®REH (MR
ﬁﬁtgattemremue:ay

(wn) é—i ?Einnl-ﬁﬁﬂ’]laiﬁﬂéhé‘ftﬂ
TS A —9

6 31.The protocol for the on—gomg stablllty'

"submltted m the Marketmg Authorlsatloni_
'-3_d0s55er prowded that thls is justifled and:
-'-'_documented in the protocot (for example'f
“the' frequency *'of te: B when
"'updating-ﬂ_-' i

___-programme can be dufferent from that of |
. the: initial Iong term stabaltty study as |

631 REME - 9')/7!-{¥6ﬁﬁﬁ*+u§
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i _:;'recommendatlons)
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i _.__shoutd be lncluded

_ 'ﬁ-"f;recovery Operatlon should
_:'cons:dered for snclusmn

also beﬁ_'.

conducted after any s:gmficant change';
or mgmfncant devnatlcn to. the process or."*

_ e;&keme omAE. T
xm@ﬁcexagﬁxmexmewf
;ﬁﬁﬁela |

s ouid be made avallabie
b .--'personneE ‘and, - in partecular
'ﬁ-.iAuthorased Person(s) Where on-going

. other, than the. site of manufacture _fthe N
f.}“bu!k or fmashed produci there should be'?
' ----'-.a wratten agreement between the pariles:_:
concerned Resu}ts of on gomg stablhty:_

""'.'authorlty

t'o" the'f
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:-.stablllty studles are. camed out at a s:te'_: EE ig BHRUNDOERTERI LS BE

”“g mﬁ%ﬁmmeweﬁaéﬁk ®

‘):“7.;_'{ z i~/\——

635 Out of speceflcallo'

should

be

s :-}-market

srgmflcant
mvesttgated

considered ' in |
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: rewewed

V.\tl“t.h current

':'ff._*._:_’shoufd be.
o 3’complrance

'performed and documented to: |dentrfyf';'

__orrgmaE val;datson of the test method(s): ;
fo ensure | -
ICH!VICH v
' requtrements A gap analyszs shoulct be | -

Soany supptementary 5 va!rdatlon thatz-_

. should be performed prror “to |

'-'1':-._:_:___commencmg the _techmcat transfer_ '
‘process.’ - L

faz%ﬁﬁbt ﬁﬁtCH/v_':
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6 38 The transfer of testmg methods from;
o one Iaboratory (transferrmg Iaboratory)
- “'to another ' laboratory (recewmg
; "ta'boratory) should be descrrbed in- a
" detailed protocol.” ' R

sésaa'amate nwuama>ab

ﬂ@ﬂﬁﬁ&(@”%ﬂﬁéﬁﬁﬁﬁf
"«@Jﬁﬁ&@ﬁ“m ﬂt%ﬁﬂﬁ
E!Bﬁ?é & '

6 39 The transfer protocol should mcfude'g_

‘requirements;”
m) 1dent|f|cat!on of._-
' samptes to be tested

"'(v) The acceptance crlterra whlch shoutd--_
'be based upon the current valrdatlon;::
study “of “ the - methodofogy and wrth':
respect to ICH/VICH: requirements

esgﬁﬂwﬁmﬂ %i@ﬁ(tsuro

" but not’'be limited to, “the  foliowing'| -
. parameters: _.;.;;j;.;n;_"_:j._“-.”;;'
(|}' Identification o‘f the testmg to be
performed and the.retevant test

S (n) tdentlflcatron of the adcfatlonal trammgf_

A7%m9%§t &

'nemeeaoem&ueaanea
'jiif)‘ “s's‘"‘s‘as‘t:a%f'z;'e‘;&a;‘;'u ‘%"3-'-"
:9a/¥%&UICH/szH®E*
eaces<aaﬂaaeﬂf- i

6 40 Deviations from the protocol should. be_-.--
'tnvesttgated prlor to_ closure of the:"
"e'chmcal transfer process The technrcal _
transfer report shouid document the'.-'
comparatrve outcome of the process and
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Note: T apter.  deal B _hwgfit_-;ﬂﬁﬁﬁﬁul&tﬁﬂéﬁﬁ']”é'ﬁ%‘_."
reSponsmtlattes 'of manufacturers towards the_:_f THRMUBIIHT 5, WEREOKAEER.
Competent Regulatory Authontles Swith | Y 1‘&')7-."_-%”%%‘&U%ﬁf%‘@:ﬁﬁ%icﬁ?‘ 5
respect ‘to. the grantlng of. marketlng end_" ﬁ?%t-_f%@’&&(iﬂ' ek mﬁ]ﬁﬂb‘tt\'
_manufacturmg authonsat;ons is not: 7:;.1.\ 3'(._1’@&@1&@%@1&‘%&%‘] L‘CL\"%)I) 0
mtended in. any way to affect the respectwe'} : " : :
liability of Contract Acceptors and Coniract |
Givers - to consumers thts is. governed by'f.-

'other provmons of natlcnal iaw : e
GENERAL H R :_ T e ot % ﬂﬁjﬁ SRR i B
7.1 _There should be. a wrltten contract"' 71 %EA%EB%E%‘HE% Eﬁﬁ?‘éﬂnuﬂ it’ﬁ__
R .;_;coverlng the outsourced act:vmes the -39 RU%hl»Eﬁi’iLf&.éhT’ﬁﬁrB}'f
products or operatlons to whlch they are'_: ﬁ_H’m}t&) MAR—=Eh TS ﬂﬁﬁﬁfﬁﬁ]

-imede in. connectlon wsth it :
7.2 f‘.‘_Alt _'-arrangements for.: -the -’outs_ourced__.' -

' appropriate arrangements shouid be in]
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- Activities.-

._.:_.:._.__contract ‘that  the prrncrples_

....... 9.‘519’.‘?-?!!9.f‘?.'!9‘f‘f‘?.€’--.«....,,__._.-.-_--...___.....

7 4 2 The Contract leer should provrde the
= Contract Acceptor “with o alls the:':

carry’ out.

L 'assessmg the Iegalrty, smtabmty and the |
.._....:_-_.'_.5-'.*competence of the Contract Acceptor to_
o _;'carry out: suocessfully the outsourced_'- :
u ‘The- Contract Grver is: atso_'. e
""responsrble for ensurmg by means of the |
= and |
"“3_."'gurdelmes of GNEP as rnterpreted in ‘this '_;:'_:'

: ':nformatlon and knowledge necessary to |
the: contracted operatrons -

Vinforce, and the Marketmg Authorisation .
" for the product concerned The Contract._
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WERSRELEETL, BREL, KA
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* ¢orrectly in accordance with' regulations | HiX,UZARRIEERCEELTY

REO®M. BH. AR, mwﬁﬁﬂl

”mmmamrfﬁﬁcteﬁh%hﬁ&

. Giver should ensure that the Contract .:_'-'__.-"-_"j'_éf‘ﬁ%fﬁﬁhtit %;:’E%?ﬁ*‘!‘ﬁl E‘%‘é’
.- Acceptor is fully aware of any problems .. . 6 | E—i’Eﬁ?‘ 55 & £
. associated with the’ product or the work [ "/ ot
" which might pose a hazard to" hlslher
' préemises; equipment,’ personnet other -
_.materials or othet products; - | T OV A O
7.4.3 The Contract Giver should monrtor and. 7.4.3 % %‘ti 5 %‘U)Ji‘;ﬁ'ﬁﬁj]jfifl’:— -----
ST revrew the performance of the’ Contract:_ %&&ﬁwﬁﬁﬂttﬁ%ﬁﬁ’&:& C\’ L,
 Acceptor and’ the |dent|frcat|on andﬁ_ ?ﬁﬁﬂ“ %; & N
amplementatlon 'o_f-_gi_iar'ry : neededfﬁ'_j-'.-.' i i
improvement, s e e

7 5 The Contract Grver shoutd be responsrble'
CUter re\newmg and assessmg the records

':'.j.;___'_actrvrtres He/she should" also'_ensure

RREN "and the results related to the outsourced

:'A'cceptor s Authorrsed E Person .that'?_ al!-'- i ';"TJD :l'. é 1’L 'C t.\ '5 E "éﬁEfﬁ':?‘ 6._ _

. products “and’ materials . delivered
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arrangements
between _th 3

of the. third party,_are made available in

" ‘Contract Giver and Contract Acceptor:

S _..t.hose from assessments of the sustabn,ty-,

. 'the same way as between "_he"o'rrglnai___

3 43 A4 ;auaa?cr]
Eaaa awmccaﬁ

of the Contract

e actwrtles for the Contract Giver..

7.9 The Contract Acceptor should not. make.
' unauthorised changes, outsmle the terms | =
i which may. adversely"- ;
'-.-_affect the qualrty of - the ou!sourced" ]

'”joxaa arecbau %otﬁf
EEE, ERE LS THABERERD.
ﬁeauaaeaaaaa%maaa= §

7.1_0 The | Contract Acceptor-' .should
understand that outsource :
lncludlng contract analys:s
subject 10 inspection b: '

authontles

.710 B %{3: %Eﬂ% ‘l’ﬁ% ('“""
_ctl\nt:es
“'may; be_'.:_'_'ﬁ
"'the competent_'} :
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ﬁaaceaﬁa;

&

gt)ﬁaacxaae
 BEEEEMTIACL

THE CONTRACT

X __'_'-Manufacturmg

.-';_:acti\rltles

7 _11 A contract should be drawn up etweeni
' the Contract Gwer and the __Contract__'

S0 practice. AII arrangements
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RUBREEIOLAERET B L.
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: cdntrols (mcludmg ins proces
' 'sampling and analysis).

7 13 All records re{ated fo: the outsourced
: -_--'actlwtles e.9: manufacturmg, analyt;cal_.
--";--_.'_':-and dtstrlbutton records and reference
rbe | .
Any' G

i S ples

shoutd ‘be: kept by,
avallable to,:

‘the Contrac’t leer

N _records relevant to assessmg the quai;ty &
- of a product in the event of compla:nts- S

or a suspected defect or to’ mveshgat:ng

in the case" of a suspected falsmed.-
and-' o
"Spemfled in the relevant procedures of SRR

Uprodtct o must® ‘be 'accesssble

. the Contract Giver.

713%%% W%L@ﬁ?é%r@?ﬁﬁ
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_'&U@%ﬂﬂi ;T%ﬁ%%ﬁ?é UUi
1%%%ﬁﬂe7%eeeyhe:aﬁ$
O EXRBRBARDRIERICHETLHM
S OSEFEIHESIREE. AESN
”jﬁbneeeuaWéeumEueee
CARBBE. ERENXTIERTHTL
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7 14 The contract should permlt the Contract
: _':;' Giver to' audit:
. performed by the Contract: Acceptor or

‘outsourced’ activities, |

714ememmeexemzh'euﬂe
m#%ﬁ%ﬁbtﬂ%%%ﬁ%%ﬁﬁ?
BolEl eeekmmeemeaa,

" their mutually agreed subcontractors. R oL
CHAPTER 8 % 8 &
COMPLAINTS AND PRODUCT RECALL EMRUHESE W

(Rix . BATHE. HBEFTALBRREHEKIZ DO
T, YBBAONERRERENEREGEZET D)

PRINCIPLE

IR RY

In order to protect public and animal heaith,
a system and appropriate procedures should
be in place to record, assess, investigate and
review complaints including potential quality
defects, and if necessary, to effectively and
promptly recall medicinal products for human
or veterinary use and investigational
medicinal products from the distribution
network. Quality Risk Management principles
should be applied to the investigation and
assessment of quality defects and to the
decision-making process in relation to

ABRUEYOBBE*RETLI-OH. KREXRK
FRALEBL2EFFEBL. FEL. FAM
ELRBRUBEL. £L8ELHENIE. BBEAR
yhrD—4hob FAEESRIBYBER
QRUERESXDEHNILODAFIZERT S &
3. VAFLRUBUUHEREAE->TWSC
. RBRMBOFERERVEM. XTIZH
SREIR, BEr THEEBETOHROVRVEHR
RBIZHTHAIEEREREIDERIZ, REVR
ARF A FOEAUEERTSEE, THh
LEBICEETAHAF ARG, E1RIZF




product recalls corrective and preventative
actions and other risk-reducing actions.
Guidance in relation to these principles is
provided in Chapter1.
All concerned Competent Authorities should |
be informed in a timely manner in case of a

confirmed quality defect (faulty manufacture,

product deterioration, detection of
falsification, ncn-compliance  with  the
marketing authorisation or product

specification file, or any other serious quality
problems) with a medicinal or investigational
medicinal product which may result in the
recall of the product or an abnormal
restriction in the supply. In situations
where product on the market is found to be
non-compliant with the marketing
authorisation, there may be a requirement to
notify concerned Competent Authorities.
Reference should be made to relevant
legislative requirements.
In case of outsourced activities, a contract
should describe the role and responsibilities
of the manufacturer, the marketing
authorisation holder and/or sponsor and any

other relevant third parties in relation to
assessment, decision-making, and
dissemination of information and
implementation of risk-reducing actions

relating to a defective product. Guidance in
relation to contracts is provided in Chapter 7.
Such contracts should also address how to
contact those responsible at each party for
the management of quality defect and recall
issues.

EESXEERECRENG (UETR. 8
mEL. BEORA . BERBEFLLIRA
REENAET. REHOEBEXRLGHEBHE)
MERBSIh., BFVKOEBRXITZOHBIC
BETLHVXEZELSTHHELSH LB S
F.2TOMERARICEFL ML E L,
fBIiHh 2 URITHRERBOFTETFNAHA L
EFRRTHE. BRLABICEMNTHENEXR
BREADIELH D, BETHZMERSE
HzsRTEI &,

NBEREZEOBES G, FTRERKIZEBTLE
. ERRE. UV RSERBREORES
RUEHROEBICAL T . ZHBICREEE,
MERREFBTRV XNTRBEES L VI
HOBATLE=ZFTORABRVETTRRT
Stk EHBRBATIHAFRI1E. &7
BIiFxd. i H828EICR. REXBRUY
EREREOIFXTCAIORS., EHOERE
E~OEWBEERIRBRMT L L,

PERSONNEL AND ORGANISATION

ARBRUMER

8.1 Appropriately trained and experienced
personnel should be responsible for
managing complaint and quality defect
investigations and for deciding the
measures to be taken to manage any
potential risk(s) presented by those
issues, including recalls. These
persens should be independent of the
sales and marketing organisation,
unless otherwise justified. if these
persons do not include the Authorised
Person involved in the certification for
release of the concerned batch or

8.1 BYIIHEIHEEZRIH. BREHT LA
AN, BEHRUVRERKROERHEELE
BTLIER. BV IZEFhoEBENLELS
THRENLGYURVEBEETLLOBL S
EEBE (ARZ8L) #RETHEHLEZSE
THLE, ThoDEFELZ, EERUT—
T TEMAMALREILTVWSE I &
(ZTOHRYHERMERTOENTE LB
BERC) . FhoDEIC, BHRTH—X
FEROANYFOHBORIICHKEL
F—USAXFR—VYrREaEhTI\A
WoThHhhiE, WHAZERRBLE. L
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batches, the latter should be made L EBLUL, ERXAFHRETYHERA —
formally aware of any investigations, any YSAXAFNR—YviTHo® LI &,
risk-reducing actions and any recall

operations, in a timeiy manner.

8.2 Sufficient trained personnel and |8.2 EFRUVSKEXRMOME . Fii. RE®R
resources should be made available for BERUVBESECICYURIVERBEOER
the handling, assessment, investigation i, HEHIKEEZRFTRLABRUV Y V—
and review of complaints and quality AE+HIZIRTE2IE, SBLEDERK
defects and for implementing any risk- movATALMIZE, BEWNEEZRT
reducing actions. Sufficient trained FPABRUYY—RETHIZRTSC
personnel and resources should also be &
available for the management of
interactions with Competent Authorities.

8.3 The use of inter-disciplinary teams |8.3 BYICHBFWUHEZRZILGH IR DAY
should be  considered, including FCREQABEEL. ARG TF
appropriately trained Quality L E®ETAS L.

Management personnel. (* R EF . FIERRMRVIIESR)

8.4 In situations in which complaint and |84 EFERUSERHOMEAV &EDDOMEE
quality defect handiing is managed RNT—AMICEREILADIRETE. BR
centrally within an organisation, the ENHEETHIRIRVEHEEZXELT S
relative roles and responsibilities of the Tk B, —REHEBETOSEIZEY
concerned parties should be HBEEOREMNERUIRT A A
documented. Central management BhdBRE LT TIRELLG,
should not, however, result in delays in
the investigation and management of the
issue.

PROCEDURES FOR HANDLING AND £ (REXMOTEHZEZEL) ~ORNEER

INVESTIGATING COMPLAINTS INCLUDING
POSSIBLE QUALITY DEFECTS

URBEREOFR

8.5 There should be written procedures |85 EF#RT-BOoBELERELTNLF
describing the actions to be taken upon EEFHE L. ETOEBREXELR
receipt of a complaint. All complaints UHBLT., TholBENLTRIBERK
should be documented and assessed to FOMOBEBERTINESMAHLMNIZT
establish if they represent a potential Lok,
quality defect or other issue.

8.6 Special attention should be given to |86 EWMXRISERMORLABECHET
establishing whether a complaint or AhES3HhBLMCTEELED. BRHAE
suspected quality defect relates to BExHH>Z &,
falsification.

8.7 As not all complaints received by a |87 REIIFELLALEBEOLETHARROR

company may represent actual quality
defects, complaints which do not
indicate a potential quality defect should
be documented appropriately and
communicated to the relevant group or
person responsible for the investigation
and management of complaints of that
nature, such as suspected adverse
events.

BERXMERTLOTHVED., BEMNT
REXRMERARE AL VERIIEYIZX
EEL.(BEEBROBRVLE) £5 L1t
BOERORABNETERUVEBEZHHT D
BUARIN—TXEHEEECEET S
ko
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8.8 There should be procedures in place to
facilitate a request to investigate the
qguality of a batch of a medicinal product
in order to support an investigation into
a reported suspected adverse event.

88 WEThIEAETEROBRLVOFREHES
XETLHEH. BEERONRYFOREE
HETOEREBRICTHOFIENEST
WwWaol &,

8.9 When a quality defect investigation is
initiated, procedures should be in place
to address at least the following:
----- . The des'cr:lpt:on- 6-f-i-h-é"repbr-te-d guality
B
--------- . The determination of the extent of the
quality defect. The checking or testing
of reference and/or retention samples
should be considered as part of this,
and in certain cases, a review of the
batch production record, the batch
certification record and the batch
distribution records ({(especially for
temperature-sensitive preducts)
___________ should be performed.
iii. The nee“d"t-tvanr.e"q-uest a sample, or the
return, of the defective product from

the complainant and, where a sample

is provided, the need for an
appropriate evaluation to be carried
out.

iv. The assessment of the risk(s) posed
by the quality defect, based on the
severity and extent of the quality

..
~v. The dec_i_é-ion-making pro'ces’s'that is
to be used concerning the potential
need for risk-reducing actions to be
taken in the distribution network, such
as batch or product recalls, or other
actions,

"~ Vi. The assessment of the impact that
any recall action may have on the
availability of the medicinal product to
patients/animals in any affected
market, and the need to notify the

.....Jelevant authorities of such impact.

----------- The internal  and external

communications that should be made

in relation to a quality defect and its
investigation.

viii. The identification of the potential

8.9 MERMORRARBEZHMBKT 21T,
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viih. REXBERUZTOREREIZEALT
TI3ICEELEBLIRABHRURANN L
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root cause(s) of the quality defect,
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ix. The need for appropriate Corrective
and Preventive Actions (CAPAs) to be

WEEEIZIDWTHEL., EET S
WG EF - FHBE (CAPA) @

identified and implemented for the HEHS, RUNSECAPANEDHED
issue, and for the assessment of the FHonEH
effectiveness of those CAPAs.

INVESTIGATION AND DECISION-MAKING |FRERERUVEBRRE

8.10 The information reported in relation to

B0 ME T -HEHRNEHERMBOAREMEIC

possible quality defects should be ZHLOTHIBAE. THBOLHE
recorded, including all the original 50, BHTALE., BERERUVE
details. The validity and extent of all LHBBOEAWVWIIHTIIREARZE
reported quality defects should be B, REYRAITRIAD D
documented and assessed in ERICH#->T. #ESh-REXMEET
accordance with Quality Risk Z2oWT. FORERRUVERZXEL
Management principles in order to L. ffiT 52 &,

support decisions regarding the degree

of investigation and action taken.

8.11 If a quality defect is discovered or [8.11 H 2 /8y FITHERMAH B L XI5
suspected in a batch, consideration hhafiolE, MRy FRUEEIZXY
should be given to checking other MBFIIONT., EERAREANMEI AT
batches and in some cases other HEIELEOFz v T 5l &IKE

products, in order to determine whether
they are also affected. In particular,
other batches which may contain
portions of the defective batch or
defective  components should be
investigated.

MaESshdo &, BIZ, REAY FRiZ
R EDE—HEELELSM A TF
. BAETEHI &,

8.12 Quality defect investigations should
include a review of previcus quality
defect reports or any other relevant
information for any indication of specific
or recurring problems requiring attention
and possibly further regulatory action.

812 REXMORAAT T . BEORER
MOBEEORE, XEEERUERIC
FHELIHRNBEZETORENOEM
ELCRTOBEROKBEICHEIMOEE
BHROBEZENHLZ L.

8.13 The decisions that are made during and
following quality defect investigations
should reflect the level of risk that is
presented by the quality defect as well

as the seriousness of any non-
compliance with respect to the
requirements of the marketing

authorisation/product specification file
or GMP. Such decisions should be
timely to ensure that patient and animal
safety is maintained, in a way that is
commensurate with the level of risk that
is presented by those issues.

813 REXMGOFREBRESRVCRERNER
ODERREICR. SZSERMRIZEY D
EBEhDHYRIOLALERBRSE.
£, BRERE - BEABEXEIGMP
OERETH-ELTTFTETFASAE. £
DEXMIEBREIEEZIE, HEFBEEN
L LT YURIDOLANICHELLAE
TEHICRELT. BERUBNORS
REENWLI2BEHERT S &,

8.14 As comprehensive information on the
nature and extent of the quality defect
may not always be available at the early
stages of an investigation, the decision

8.14 FERECYVYPBREB TREIaEIRERNKE
OFERVERICETIEENTHEN
BohGnl Lt HdH, ERRETR

tAEHL. FHrLREAEOROEY
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making processes should still ensure
that .appropriate risk-reducing actions
are taken at an appropriate time-point
during such investigations. All the
decisions and measures taken as a
result of a gquality defect should be
documented.

TRATEMGCUAVBEREENEL S
NLABEZRRT AL, ERMOKRR
ELTHBLOMBETORERBRUKE
BzXELTAHL,

8.15 Quality defects should be reported in a
timely manner by the manufacturer to the
marketing authorisation holder/sponsor
and all concerned Competent Authorities
in cases where the quality defect may
result in the recali of the product orin an
abnormai restriction in the suppiy of the

815 BIGEARXIIHBZBUKOHERBITEET
BWEXEBEEE UL 20U " H5881F.
HEBEEEIL BEERREEE/ AR
KEERULTOBHRASBIZIHYLTES
GCHERRBEBRET DL,

product.
ROOT CAUSE ANALYSIS AND HAFEOHHFRUELE - FTHEE
CORRECTIVE AND PREVENTATIVE
ACTIONS
8.16 An appropriate level of root cause |8.16 SEXROFERE TX. YL L AL

analysis work should be applied during
the investigation of guality defects. In
cases where the frue root cause(s) of the
guality defect cannot be determined,
consideration ‘should be given to
identifying the most likely root cause(s)
and to addressing those,

-

PREAFEOSHOEXZTSC L. &
BEXRMBOEORAEARANEETE LS
B, RARBOFAESELFELE VL O
ERELTHRT S LEICREMA LS H
5l ¢,

8.17 Where human error is suspected or
identified as the cause of a quality
defect, this should be formally justified
and care should be exercised so as to
ensure that process, procedural or
system-based errors or problems are not
overlooked, if present.

817 RERMOERE: LTASNLBERMN
BhhXEIBEBESh-HAE. TOFEY
MEERAGCFRESITRT L., . I
B. FRXEDRATFLICESCBBRRIE
MEN (REFETDHIELTE) REL
ShATLELEZERTHALIICHEL
ERENRETENRDBC &,

8.18 Appropriate CAPAs should be identified

A8 REXMIcH LT .BUOLCAP AL

and taken in response to a -quality EL. BT H52¢. i HBEBEOED
defect. The effectiveness of such HxzE=24—L, BT 5.
actions should be monitored and
assessed.
8.19 Quality defect records should be [8.19 REXMOEHBRLIBEL. .32 %

reviewed and trend analyses should be
performed regularly for any indication of
specific or recurring problems requiring
attention.

ETOREORBERTLIBEOCLD.
ERomEERANCEET S &,

PRODUCT RECALLS AND OTHER
POTENTIAL RISK-REDUCING ACTIONS

BRABRREUEABIGLOYVAVERIER

8.20 There should be established written

820 BIMBFEBRMZREL . X[ZHhDY XV ER

procedures, regularly reviewed and WEFXFEET L0, FIRBZED. ¥
updated when necessary, in order to BOIcEREL., PEIZCHELTEHT S
undertake any recall activity or &,
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implement other risk-reducing

actions.

any

8.21 After a product has been placed on the

market, any retrieval of it from the
distribution network as a result of a
quality defect should be regarded and
managed as a recall. (This provision
does not apply to the retrieval (or return)
of samples of the product from the
distribution network to facilitate an
investigation into a quality defect
issue/freport.)

821 HhHAERAELEHLERBII.RERBOE

RBELLTEREFYII—INLEZERYT
sEklE, BREABULTEET S &,
(COHOEEIZ. REXROBE - |WEIC
SWTHEEAEZEL LI -OBEERY b
T—ah ROV TLEREFERET
(RIFBERTDH)ZEICFE.EALAEWL,)

8.22 Recall operations should be capable of

being initiated promptly and at any time.
In certain cases recall operations may
need to be initiated to protect public or
animal health prior to establishing the
root cause(s) and full extent of the
quality defect

8.22 EUR/E#k, AEIZ, WO T4 s B

THHZ L, ARTBMOBREZRET
Bz, BRARERVRAEXRMROZER
FPRESELEIC. AMFEEEHBT S
CENBERBERELHYFT S,

8.23 The batch/product distribution records

should be readily available to the
persons responsible for recalls, and
should contain sufficient information on
wholesalers and directly supplied
customers (with addresses, phone
and/or fax numbers inside and outside
working hours, batches and amcunts
delivered), including those for exported
products and medical samples,

823 NwF-SHBORETHEEZT. BNOE

AENBRBICHATRTHIE.E.
BHLENSRUVERRARSOREXZ
6. BEEBEICE. (FEN, HERS
BMARUSHAOEE - FAXES. E
ERAVFRUHEEMFLT) BZEXEER
VEBERLLEBEECHETITRER
MA>TWB I &,

8.24 In the case of investigational medicinal

products, all trial sites should be
identified and the countries  of
destination should be indicated. In the
case of an investigational medicinal
product for  which a marketing
authorisation has been issued, the
manufacturer of the investigational
medicinal product should, in cooperation
with the sponsor, inform the marketing

authorisation holder of any quality
defect that could be related to the
authorised medicinal product. The

sponsor should implement a procedure
for the rapid unblinding of blinded
products, where this is necessary for a
prompt recall. The sponsor should
ensure that the procedure discloses the
jdentity of the blinded product only in so
far as is necessary.

8.24 AREOBEX. ETOARERAERZ

BET &, £, BHAEBRZFRT
E, BRERBRESZSHTLOIHBEOERE
OBEIE. ARAREOCREEHI. B
BEKEELRALT, HZRETERRIC
BMETL2TREOCHIBERME. B
RERRBEEEICHNLEL L. BRIK
EEF ARLEROLOBEGEG .
ERLEIA-RBREECPHMCFERLET
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EFTEREZNEEAROXEZALHNIC
THREEHMRTHOL,
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8.25 Consideration should be given following
consultation with the concerned
Competent Authorities, as to how far into
the distribution network a recall action
should extend, taking into account the
potential risk to public or animal health
and any impact that the proposed recatl
action may have. The Competent
Authorities should also be informed in
situations in which no recall action is
being proposed for a defective batch
because the batch has expired (such as
with short shelf-life products.)

825 EEXr Y FT7 -0 QY QOHEE THEI

EEXLTFLINIZIO2VT., ARZEBHD
BELATEOIBEVRIRUEBEESLE
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NERBEBYA tR->-TWEIE%EH
ICHEEXRAY FlIooWTEREE S 12
ELAGVWRATH-TE., BREBIZA
LELI &,

8.26 All concerned Competent Authorities
should be informed in advance in cases
where products are intended to be
recalled. For very serious issues (i.e,
those with the potential to seriously
impact upon patient or animal health),
rapid riskreducing actions (such as a
product recali) may have to be taken in
advance of notifying the Competent
Authorities. Wherever possible,
attempts should be made to agree these
in advance of their execution with the
concerned Competent Authorities

8.26 MEEIN%E=THE S LT HBEX. Bz

ETOMEIRBICHLEDI &, FEIC
BEALGEBEE M, BEX IO
BMICEXLGALNRI 25X DA RSN
HAH5FE) L2V Tk, BEEBIZES
THRIC, EPHLBUXTEBERBE (@
A, HERR) 2BLAatthiEh ok
WIENHYRD, THELBAIZ. B
CHRABLEETIhLEBOERZSET
dEAaMNTENRZ L,

8.27 It should also be considered whether the
proposed recall action may affect
different markets in different ways, and
if this is the case, appropriate market
specific risk-reducing actions should be
developed and discussed with the
concerned Competent Authorities.
Taking account of its therapeutic use the
risk of shortage of a medicinal product
which has no authorised alternative
should be considered before deciding on
a risk-reducing action such as a recall,
Any decisions not to execute a risk-
reducing action which would otherwise
be required should be agreed with the
Competent Authority in advance.

827 RESI-EREENRLITBIZE

ExEETETANBIIE I, B4
WAERTRETEIE, R RTHIBET
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8.28 Recalled products shouild be identified
and stored separately in a secure area
while awaiting a decision on their fate. A
formal disposition of all recalled batches
should be made and documented. The
rationale for any decision to rework
recalled products should be documented

8.28 EIMEThEREEZ . BILT. Thoo

ERICETAREZH M. BROG W
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and discussed with the relevant
Competent Authority. The extent of
shelf-life remaining for any reworked

batches that are being considered for
placement onto the market should also
be considered.

LNy F2HBABSIEHLERE
TA2OTHhhid, EHHEHOBEOREE
LBETBHE &,

8.29 The progress of the recall process
should be recorded until closure and a
final report issued, including a
reconciliation between the delivered and
recovered quantities of the concerned

829 AR TRUVERRESEORTETH
R7ow2A0#EBEERTSE (AR
THRHMB A -ANYvFOEZHELERKE
ODRBREERL),

products/batches. :
8 30 The effectiveness of the arrangements [8.30 BN OB I -HAHHNBERTH Y.
in place for recalls should be AEIZBMLTWDEEREBET SN, &
periodically evaluated to confirm that SMROOENEFTEHMCHBT S
they remain robust and fit for use. L. SEEEE. REBRBAORRLE

Such evaluations should extend to both
within office-hour situations as well as
out-of-office hour situations and, when
performing such evaluations,
consideration should be given as to
whether mock-recall actions should be
performed. This evaluation should be
documented and justified.

BHEMAORREOBBHICEF ST &, Bin
PEBmERMT AT, HEEARKEEE
ERTHMESMCTONTRING SR
Bob, D3LEHBEEXELL. 2O
REEERT L.

8.31 In addition to recalls, there are other
potential risk-reducing actions that may
be considered in order to manage the
risks presented by quality defects.
Such actions may include the issuance
of cautionary communications to
healthcare professionals in relation to
their use of a batch that is potentially

831 ERITMAT . KRERMBMALLLT IR
VEEBTAEHDEREEINRBTL. OFH
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BEIZE. RIBOWREENH LAY FO
GERIBETIERUREE~DIEBRE
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defective. These should be considered
on a case-by-case basis and discussed
with the concerned Competent
Authorities,
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