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Legal basis for publishing the detailed guideli Article 47 of Directive 2001/83/EC on
the Commumity code relating to medicinal products for human use and Asticle 51 of Directive
2001/82/EC on the Comnmmnity code relating to veterinary medicinal products. This document
provides guidance for the interpretation of the principles and guidelines of good
manufacturing practice (GMP) for medicinal products as laid down in Directive 2003/94/EC
for medicinal products for human use and Directive 91/412/EEC for veterinary use.

Status of the document: Revision®.

Reasons for changes: Changes have been made to sections 17 to 21, including adding a new
section, to improve the guidance on prevention of cross-contamination and fo refer to
toxicological assessment Changes were also infroduced in sections 27 to 30, including adding
a new section, on the qualification of suppliers in order to reflect the legal obligation of
manufacturing authorisation holders to ensure that active substances are produced in
accordance with GMP. The changes include supply chain traceability. Sections 35 and 36 are
inserted to clarify and harmonise expectations of manufacturers regarding the testing of
starting materials while section 71 introduces guidance on notification of restrictions in
supply.

Deadline for coming into operation: 1 March 2015. However. the toxicological evaluation
mentioned in section 20 has to be carried out:

*In Janmary 2013 the deadline for coming into operation was adapted with regard to the toxicological evaluation
o alizm with the coming effect of the EMA guideline on setting health based exposure limits for wse inrick
in the of d dicinal products in shared facilities. Furthermore, correction of

the reference in footnote 2 tock place.
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Legal basis for publishing the detailed guidelines: Article 47 of Directive 2001/83/EC on the
Community code relating to medicinal products for human use and Article 51 of Directive
2001/82/EC on the Community code relating to veterinary medicinal products. This document
provides guidance for the interpretation of the principles and guidelines of good manufacturing
practice (GMP) for medicinal products as laid down in Directive 2003/94/EC for medicinal
products for human use and Directive 91/412/EEC for veterinary use.

COFMITA T4 AR LUT-IERIREL

« Directive 2001/83/EC on the Community code relating to medicinal products for human use @ Article 47

« Directive 2001/82/EC on the Community code relating to veterinary medicinal products.?® Article 51

Z OXEE, Directive 2003/94/EC for medicinal products for human use 3 J OF Directive 91/412/EEC for
veterinary use.(ZiR < 54TV 5 =35 O good manufacturing practice (GMP)DJFRAI & T A K F A » Dfi
BICPAL CoOHA X Ax B2 TnD,

Status of the document: Revisiona'

XEORR : ©WE

a In January 2015 the deadline for coming into operation was adapted with regard to the
toxicological evaluation to align with the coming effect of the EMA guideline on setting health
based exposure limits for use in risk identification in the manufacture of different medicinal
products in shared facilities. Furthermore, correction of the reference in footnote 2 took place.

201541 AZRIHE LT=DIX, EMA DA KT 42 (%) ORIHE ERADT-OTH-T=, &
W2, HE 2 O SCEROIEEEZ 1T > 7=,

(%) EMA guideline on setting health based exposure limits for use in risk identification in the manufacture of different

medicinal products in shared facilities

Reasons for changes: Changes have been made to sections 17 to 21, including adding a new
section, to improve the guidance on prevention of cross-contamination and to refer to
toxicological assessment. Changes were also introduced in sections 27 to 30, including adding a
new section, on the qualification of suppliers in order to reflect the legal obligation of
manufacturing authorisation holders to ensure that active substances are produced in accordance
with GMP. The changes include supply chain traceability. Sections 35 and 36 are inserted to
clarify and harmonise expectations of manufacturers regarding the testing of starting materials
while section 71 introduces guidance on notification of restrictions in supply.
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EEOHEM : section 17 3 KL section 21 IZHBWTEE 21T o7z, F72, #Hi/o72 section Mz 722 &
bEFEND, THUL, RXBEYOBGILIZEA L TOH A ¥ v A%t LT, mEFRHMmIc =R 2 ms
L ThD, £lo, BEIT—2DH7 72 section Z Nz 72 Z £ 1TE 8, section 27 ~ section 30 (2D
WTHITHoTWD, TOEHEIL, JFE (active substances) 7% GMP [ZHE» CHLUESI LD Z & 2 {RiET 57
DI, BUEKGRLRFFE (manufacturing authorisation holders) D YEM (T (legal obligation) % Mt X5 7-912, fit
¥ (suppliers) OBEMEMEMERICBEA L TOLOTH S, SRIOEF L, T IF7A4 F=A D L —HE
U ¢ (supply chain traceability) &7 F 415, section 35 & section 36 X, section 71 23, V7T A (H:#4
(CRITDEHNBE L THA XL A2 EA LI HED 5T, HEWEORBRIZE L ToRIEER I
TOHOIRFAIREIC L, HESELILDITHASINIZLDOTHD,

Deadline for coming into operation: 1 March 2015. However, the toxicological evaluation
mentioned in section 20 has to be carried out:
FENA 2015423 1 A, LA L, section20 (f@EHE : ZDOXED520H) ZERENTWHEN
FHFHEIL, ITOLIIATHIRETH D,

« from 1 June 2015 onwards for any medicinal product newly introduced into shared
manufacturing facilities;

(ERESCEOIEMELEWRIZAN 12005 426 A 1 B2 l1E ARG~ L Fi-ICEAT L ERMICEAT 51 L0 BHEN?)

+ before 1 December 2015 for medicinal products already produced in a shared manufacturing
facility producing only medicinal products for human use or producing both medicinal
products for human use and veterinary medicinal products on 31 May 2015;
(LERESCEOEMARTEWIIARY] : 201545 H 31 BiCk NAOERGOLEZ, HDHVEE N LT AEER O G % fJik L
Tz, SSGER CRIET 2 EEMITF L TIE, 2005412 H LHALEMT 2.1 &V E®RA?)

+ before 1 June 2016 for veterinary medicinal products already produced in a shared
manufacturing facility producing only veterinary medicinal products on 31 May 2015.
(ERESCE O EMEZR BRI AT 12016 48 5 7 31 I IR0 T M E K 0 4 3 LT 7= By E SRR ISk LTI,
2016 6 A 1 ABEM T 5.1 &V BN ?)
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5.3 (AFIEMELOZ ATUBEDOEELE | LB L OFIR) e, 8
5.4 (FRMEFDOIMIERETR ETHED) oottt 8
5.5 (AT FEA B & BB DBBEEIRTT) oottt 9
5.6 (A L7ZHRIELE « 2L 7 BUEL OS2 ABEDEIIUD) oot 9
5.7 (EMEFS LOHEL DR OMRAE) oot 9
5.8 (BT = v 7 EETBIBA) oottt 10
5.9 ([Al—2 TR O FIFFELE LBt S DEEIE) e 10
5.10 (ETOMLEMETO, B LU0 OTEENS DOLRFE) o 10
5.11 (Wl U7 5ok « BB EEDREEDFEA LB IE) s 10
5.12 (Fut A OFEHEZRR L OUFAEHE EDFRBIZEIR) e 11
5.13  (IREEFTR T UL D) oottt 11
5.14 (BGBED -0 DB L BEBRDBERIT DT 2 7)o 12
5.15  GRBLDOFEAEINIE EFEAFEDTIIR) oottt 12
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Organisational Measures —GHARTIZRTTTE) oot 18
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5.24 (FElOFED HHE DI IAZIZIT DHFATHETR) oo 20
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5.63  (FAMBLT DT E TOMRE) oo 36
5.64 (Bl DARGED 728 O AT AT AT ORI ooovcc 36
5.65 (HTPHIEMR DBRABLT DIRE) oo 36
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ASLEDIRFRIZ I 7= - T, PIC/ISGMP Part 1 DEAFEE O (k) & OxtLa#E L,

% 0 JEHE D AR D BT O@ENT, TEAIBE ERE AR RS - RS L D S, Ek 2 543
H2 8 AMEHER IP1C/ASOGMP A RIA4 L EEATIEDE ZHITHONWT) O—HRIEICSWT’, Th
b, 2L, ZOHMOBMOBMLICIE, ZOFESEIEENTELT, WESNEFEL4EOLORHTH D, F
5 HEDOIMAIL, BANIE SNTZRFEA~DOSRPLETH D, DR TO PIC/S GMP Part 1 3 #% 513 PE009-11
(201443 H 1 H) ThH2d, ek, ZDPE09-11 D 5 FHPWOUIE SNIZMIAHATH D,

fmaE : @ “starting material”i%, JEATEE O EREIRSCTIE THREE) & LTWAH7d, ZORLICHEET,

@ HE . TO PIC/IS GMP & D&V L, YRR/ 5 HE GLARMICEES3), U 27 IZEb 5 FHIE,
BIO GDPITBRLZFENBIMEIN, ZIUHEWEDIOEB b —oNMEESNTZZ L TH D,
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Principle (J& HI)

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

BOEIERT, BIREICHUE SN FIRICIED R T UTR B2V, 5 TAD @ik - e (TR A K720
& (requisite quality) & FF OB 245572010, & L CRIE T 5 fliEds L OWKFEAKFE (relevant manufacturing and
marketing authorisations) DEIEIZHE 9 7212, GMPOJFEANZE A L CWRITHIUZ R 720,
A LE : PICIS GMPDE 5 D ML 4y DR T H DR IE, ROEY Th B,
BUBEEIIIREICHE SN2 FIEF 2855 L TITh 20U 60 20130 BR M E 2 F 5 i & iEd
LI GMP OFRNCHEE L, £ 7Bl 2 RS ol R OMRTREBICE B L TV e B 7w,

General (—fiXAYEIR)
WRAETE : PIC/ISGMPOH 5 FED MLy bl 95 & WRICH 2V OMEN R bR D, EIREE, ImWEEsk, 2 Zici#ishcn

DNFICERMTOND LIESND, BENEPRENDT, FHIZOWTOI AL MIFMLRWEERH D,

51 (EERREEDRFENFETHDHIL)
Production should be performed and supervised by competent people.

(EIES D) APEIX. AREZR AM (competent people) 12 XK > TIThiL, MOEBEIND Z L,

M ERLOARE RIEZ E) oEThHHOT, AL ) SESBRXTRY) OREEEN
TR (qualified) SNHTWAHZ EERODTVWD, =, ZOHEDOHIFPIC/S GMPOIET D43 ICIT R &7

Uy,

52 (2TOBHEVIIFIEED 5 WVITHERCESIL L)
All handling of materials and products, such as receipt and quarantine, sampling, storage,
labelling, dispensing, processing, packaging and distribution should be done in accordance with
written procedures or instructions and, where necessary, recorded.

MBS T O ORTORI (k) 1%, FMAE (written procedures) F 72 1ZFE/R (instructions) (ZHEVY, &
LT, %ERGEITEERET D2 L,

% : S20H & FRBBE (receiptand quarantine) . Y2 U 27 (sampling) . PRE (storage) . F™ (labelling) | /Ny S
(dispensing) « JNL. (processing) . T4 (packaging) 33 & UNECLE (distribution) 73 &

AR ERMOAPEICE DS 2 TITENT, GMPTED BN FIEESS, GMPLOf/R GEARMICRIERKE) [2X->T, 4
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Ul

D TUTADZ L HIBA_THDTHD, PICISGMPTIE, LLFDFR E 725> TW5, SRICOFEHAFIEITZRAR D2, FL

WETH D,
52. ZANKUWREE, 7V RE, TVVRR, AL, TR, 2R Ok D & 9 2 TORE R T
RO i, CEL SN FIREUIFERFINE > TUThh, LERGEICITRISND 2 L,

53 (AFIEMEIOZANIEDOEH &, HE LR L UER)
All incoming materials should be checked to ensure that the consignment corresponds to the
order. Containers should be cleaned where necessary and labelled with the prescribed data.

ETDOAMFEHZ SNV T, Bk SN ESCEE Y ThDH 2 L 2 RAET D 12 OfERs L2 uidia
B2V, BAEIIMBERGAIIER L, EEDT —F 2R TTDHI &,

REFTAL D ZOHE, PIC/SGMP D53 LR L TH D78, Lidid, BB BMOFCETH# LI,
BEDT V= AbE, —BIEANED 7 U —MbTh D, HRICE 27 U — b5k, IEEEORRIERE VA
AFEHSERLS HE VA S TORY, —RIICEIAF 27 ARY ) —F— KBIRD /) ZV) 3%\, JEZ2THLE
AP LT BRI 2 R & FRIE TR AEPEME D R s, FRVVRIRIC & 0 34 L2 BB 2 U 5 7o O OPER Y AT L8

WEIZ D,

54 (EMEOSERER L AR
Damage to containers and any other problem which might adversely affect the quality of a
material should be investigated, recorded and reported to the Quality Control Department.

BHZ25EBoNAMMOMED ZnEfAEL, fisklL, £
IHETHZ L,

i

BanORG, L ONEM B S E I EE

L ChEE RS  (Quality Control Department)

-

mEE ; ZOHEIE, PIC/ISGMP OLLFIZFL# L7-54HEFR L XTH D,
54. FIA~OHEE R OVEEO SIS HEE R L FIFT /RO H 5 W 2O RBE LA S, ik SN E o mE g
HICHE SIS Z &,

Z Z T “Quality Control Department” %, EU GMP Part 1, Chapter 107tk 2> S92 & BATV S [EEEM) (QA
+QC) THY ., KETVWH “Quality Control Unit” THBEEZHND,

MFEME O 7Y o 7 L AR, PR (QC) ¥R (M) W TH D, L, Mokl

> BRFEIT 8 D WM T Z OERICAGRIFEABHIAMEE 5 OB BR[OV HEITIE, RIS SRR
(QCHBM) DA EO¥WI 2+ 25 Z Li%, FEFICHHETH D, AMMITELZTANLTE LT, RN L
THEAHZRWNRL TH D, 20 &5 70355 13Site QAR 2RI MRS L T, ATl & ¥z T3 5FnLun, b
LA, QCHMNRY 7Y v RGO E ~OEEENMER S NS FHERE R IN T, BN ED

HIWTIEQAEEM & 72 %,
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55 (ATREMEL L B R OFRBERE)
Incoming materials and finished products should be physically or administratively quarantined
immediately after receipt or processing, until they have been released for use or distribution.

T JERA B & BB T 2 B & D WDITIN T B B ICELIZ 8 D WIS B [EBE L (quarantined)
52 L, TORBEREX, chuntin (HE) H2O2WIEAESNDIETRESNDZ &,

WAETE ; ZOIEIE, PIC/S GMPOXIGT 2L, R ULB5HTH Y, ZFOFHEHITKRD@EY L 72> T 5D,
55.  AfrEENE ORI AN UIREDE#IT, TS A[H 5 WX AT iPHE S s £ TN
NIXEHE ERREEEL Tl Z &,

COHE, AREAERS K ORI, TNOEXS L, BBIE R L, BEREZ RO TV LR TH D, R
BICKREES ) ST OREE (BE) 2ROERBALHRIN D, ZORE THRNPREIC /e 201, T
LML R -OREE (BE) ICEVTRWAE WD ETH DS, SCEDHITHIEAS R, HiskUZIEM £
B LA B IIX T RETH D, LaL, Ty BERETIEa sy Ea— 2SN gETE, BRED
“administratively quarantined” CEFHELf CRREESLZ) L5 Z ERFYUTIHOTIERVNE Bbh 5,

56 (BEA LR - L7 8UE 02 ARBRORER)
Intermediate and bulk products purchased as such should be handled on receipt as though they
were starting materials.

WA L7z B X OVSL 7 o Z BRI, IO TR ML, EIUH3 R (starting materials) C
HHELTHRYVED

WA COEOBEIE, THLOMEHcllg Lz boThibiuE, Tl cd s ) LA Ly ThHH L H
FIFEEE AR AFREEZT D] LI BDTHD,
PIC/S GMP D YFZIHD LI EFRIE, IRDBEY ThH %,
5.6. TG ROV 7RG E UTIEA L2BEIT, Z AN OB R L THD bR T e 5720,

57 (FAEHR L OB ORE DIRER)
All materials and products should be stored under the appropriate conditions established by the
manufacturer and in an orderly fashion to permit batch segregation and stock rotation.

T AT OJE R O T RIEE T KV BN SN U 72 56 T T 28 F O 4351 K OESE O [H]#5E 7S 7]
REL 72D X OIWTERERET D L,

WAETE ; ZOHEIE, PICISGMPOREM LRI L TH D7, LS. THDEFER L & L,
FEMEHS L OB OREIRIEZR IR_T- b DT, WinE NNy TEOR Yy EREERZLOTH D, ZhHOXKIETD
ARG U (first-in, first-out) 23472 % L 9 225 OEWRZEF OMER b BEETH 5,
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58 (HEREF=v 7 LBEERE)
Checks on yields, and reconciliation of quantities, should be carried out as necessary to ensure
that there are no discrepancies outside acceptable limits.

LRI BT 2R, KOS E DI B A TR RE 240N 5 28N N 2 & ZRFET 5 72 D LI
CEMT 5 &,

METE ; 2 OMEE, PIC/IS GMPORH L R U CTh D720, JEITE R LD Y %5.81H % sl L 7=,
“reconciliation” ®GMPTOHFI & L Tid, BEEARGRORRT VO EMR ENS 5, HiET FRf0) & T—3y
DOEEPARKTH 523, GMPOERFITIX THERE ] 50T THERE ) CHRTL2HFRERE LTI 0 5

Uy,

59 (F—=ETonRERLT ORRRTE L EEREpstlk)
Operations on different products should not be carried out simultaneously or consecutively in the
same room unless there is no risk of mix-up or cross-contamination.

R 58I HOWTOEET, BEXIIRZXTEYD U 27 NWEETH L GA RV T, R—0%ZET
[AIF I ST L CFEE L CIER H720),

fRE 1 ZOHIX, PIC/SGMPORH LA L CTh D, JEIETILO M9 ATLH LT,
ZOETREL 25D, “room” OLETH S D, EWH DI Ochapter 51, SEAIDIRAITEHE TR & DI EEME
EREORBIOH2 5P EHICEANCS L CHMA SN S5 TH D, “unless” LAREOBISMARE X, Ml 2a B4 %
FFIE, TA Y L= H DIEFAIFTTEE ORI % FA—DOFRICE S FHNFT N, 2720, #HH DN
TTRIC Lo TRHBNc b i b b v | EER Y 27 5N LEENRD,

510 (2TOMIEETH, HH LUWRDIELE? L ORE)

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

FLEDA BB T, B R OVEM BHI A R O OB bIRES D Z &,
f i Z O, PIC/SGMPORHE LA U Ch D7, JEITE RO Y4510 & Fld LTz,
511 (R U7cJset « SRR OB DORAE L k)
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 active
or sensitising materials.
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LR LT D B O S DWW THESE T D I, BEIR D384 K OB & B IR D A5 B 72 1B 3 dh b
DTl TAUTRHSETES SUIEE O E OB Y T E 5,

R Hi%, PICISGMPOFLH LRI L TH D7, EHHRIXDOYHEIHEZ LI LIz, ok, ZEE TITHIOMR
XafHd s,
Hof U7 J50RE (materials) 36 KX OM G A B D 5 1EETix, BBEOFA & % (dissemination) % B <72 ®iZ
FERZRER AL S T & ZAUIFRTEEITIEMEZFF DR (highly active materials) & % & B 2Rl E I 2 FF
SJEEL (highly sensitising materials) (2% L CliH &5,

ZOEIT, HUADEM L HEET5 0T, EERLETH D,

512 (FuieXh0EEESRR L OEMEL L ORIz R)
At all times during processing, all materials, bulk containers, major items of equipment and
where appropriate rooms used 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.

HEORTOWERIZBWT, &£To, FMEL 27 RJés, Ao s FE 3 E KOG 228555
BT, T 2520 5805 SOTECE %@ﬁﬁ(&é?é%ﬁ)&wﬂ/%f/ﬂ—%rﬁﬁr%f5

CHDIWVIIOFIETHRESND Z L, U TH5EI21E,. ZOFRRFEEDEEICOWT HEIR
THI L,

fRETE © 2O, PIC/S GMP OFREMEF L TH D0, EHERIOYUL 512 HARH Lz, ok, B3F L TITHIOR
XaT 5, ;
Frv AP OETORET, £TOFEME (materials) , 23127 %5%% (bulk containers) . =ZEFEPS (major items of
equipment) I} LN AT LGB IIEHT LRI, LNOFEHEZRR, HDOWIIMOFETHINET D 2 &
s L LT A8 E 7 TR RO KR

S

CHRE AT 558 GRIE : Bl IEF TS T, 100m g & 250mg & - 72358, T OHRE)
FUF BHAIE. T OFRIITEEOBME GRIE : G, BE. TR SO TRA) 25k,
513 (RRERTR 7NV 0ER)
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).

Fr EEXIIEWICEA SN TUUT, AT, P CTEEAENEBELEERThHD DL, T

o}

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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AV EOFEANCINZ, REEZRTEE (B2, BEER. S8, REK. 5. - - ) EEHT5
ZEIEFLIEUITERATH S,

fRETE : 2O, PICISGMP O &L F L Th D7z, JEI7TEFRLO Y% 5.13 HA T L7z,
B, BEETIIHORLET 5. ;
o, BEER D 2 WX EICE 5 R (labels) 1, ~> U (clear) & L TWT, BEBET72 < (unambiguous) .
POTOEETEESNEZT7+—~y b THDHZ L, LIZLIE, REE (B x1E, FEEERAE (quarantined) | &R
WA (accepted) . RS (rejected) . IEIRIRAEE (clean) ) ZaRd 720D EZMMP LT, XFEFHEZM
ADZENEHTHS,

514 (#EGEBEO-ODEE LBSROERTOTF = 7)
Checks should be carried out to ensure that pipelines and other pieces of equipment used for the
transportation of products from one area to another are connected in a correct manner.

B2 1D O DD B L ~HiE T2 7 DI W D BLE K UM OSSR, EE LW HETHER S TW
52 aRAET DT OMEGET 5 2 L,

MR TE . ZOEIX, PICISGMPOFH LR L TH D720, EFERILD Y4513 & ZL# L7,

515 C&BLOFEAEMIE L RAERFDIINR)
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.

FEREXIIFNEED DOV DL ATREZR RV BET 5 2 &, GBS E 25513, @R EAI
I EE BN L, MREZ AT 280, EEICTRRT L &,

fRETE : 2O, PIC/SGMP O &L F L Th D7z, JEI7THRLO Y% 5.13 HA T L7z,
B, BEETITHORLEZ®IT 5, ;
F8X (instructions) F721XFNE (procedures) 75 DANfal7e i (deviation) &, FIREZRFRVBEFHZ &, B L
B FEA LT 72 H1E, sl 2 8 A 1 XA EERFY - (Quality Control department) OB 5-0 F ¢, #BRZ A4

%% (acompetent person) 2K DA 1T > T, KBEITI T &,

516 (BUEMERR~DILAKIFR)
Access to production premises should be restricted to authorised personnel.

WEZATO-D~DT 7 A1F, FF SNIZEHEDOZITHIR L2 TR 720,

MR TE . ZOHEIX, PICISGMPOFEH LR L TH D720, EFERILD Y4513 & ZL#k L7z,

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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Prevention of cross-contamination in production  (ZEFEIZF 1T 2 AR XIEY DA IE)

MRAiE . Z O, HEROPICIS GMPOFEEHIZ K E 2 EBEEZ R LN SN TV 5, PIC/S GMPDESEFRICITHIIGT 5 Ll
BHDHLEE, HELETZEONEEa A R LT,

517 (Bl - BREX - YO ERLBEXIE CORE DEIL)
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.

HE . FEEEFES (non-medicinal products) DAEPEIT, FEIEMBEH Ok L OMER Tl 5 2 &, L
L. ZDOIENMHERH 555G (where justified) . LA T IZRX 53 TUWT, 73D Chapter 3 IZR X HH TS
[ DOAEXYEYLhIE ] 25132 FiEamdEA L Th LW, FZHBRA] (pesticides)  ((H L., EE Lo
EIZHEHT 255 %R<) B BREA (herbicides) D 2 9 72 T 3ERIFEY) (technical poisons) D3 35 &2
O/ X%, REIE, ERLOBLE RO/ UL REICHERT AKIBICBW T, FFR IR,

WAL« ZOHEIE, HEROPICIS GMPORLHII K E AR TEE R LA EN T D, PICIS GMPDIEFHEFRIL D% % 5k
FRDOEY ThH D, Ak, PICISHYTE SNT=5HE1E, MISICEBRRLETH D,
5.17. Normally, the production of non-medicinal products should be avoided in areas and with the equipment destined
for the production of medicinal products.
WA, EELGEROXKENICEWT, EERERENOEE 2 W CIFERMZRET 5 2 & 138
FHZ &,

518 (& THORRR X OFRER EN%IT 51540 Y R 7 7HE)
Contamination of a starting material or of a product by another material or product should be
prevented. This risk of accidental cross-contamination resulting from the uncontrolled release of
dust, gases, vapours, aerosols, genetic material or organisms from active substances, other
starting materials, 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.
Products 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 products poses a risk to

RXICFBI RN BB AATIZRDBHBYETS  RXFEROBRIEEF R A BT BXICE DV THEETHZELTTEL,
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patient safety dependent on the nature and extent of contamination.

5L B D UVILFE (starting material) 23D JFUERCILIZ L W iBEYT 5 Z &Ik, #ITHZ &,
uT®;9&%@#5&@5%%%&@2@%@9x&%%ﬁ#é:&o;

- BBYR, WA KK (vapours) , T Y —/L JIHE (active substances) . LD JFUE} (starting materials) | I

TH OB S O X I T2 (uncontrolled release)

- 2R DFRATY) (residues on equipment)

- VEZEH DFEAK (operators’ clothing)
ZDOY A7 DEKVME Gignificance) 1%, 154 OMEE (nature) &, (YR IN58GEOME (nature) D
FIZEoTENMT D, KXGREPERBEETHLH LB LN/, ERICK Y EH o8
BRIl s TG SNLAH-ETH D, L Lens, 2 TCORBICEL T, /HRIFEFITH LT
VAV ZHGTHHDOTHY, 2OV AT7IE, 77597%@‘@T£E$%§53E7Eéﬁ150

Mt ZOHIE, HERDPICIS GMPOLH DO KE 3 DINEZ 5 SN TV DA, HMIDLFELSME, b 7aZe i
MENTV D, PICIS GMPDEFHEFRILO%HGET 2 FLHIFIRDEY Th D, 4. PICISHBIE SN
Bl MHRTEERLETH D,

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

5.18. DRI SUTEGIT K 2 A FURN UL S D5 G R ENEE S 2 T iE e H RV, Z OBRBRIAE TG
Gep ) 227 0%, BIET OB ST 6 Ol STV VBRI, A 78K A7 L— XUk
Mokt HiE EORBY, ROMEERDERNOAET D, DU 27 OERMEL, GRWE KX ONE
BeSNH2BEOMBIC LD B2 D, T THIROAERGRME I TEBIEROWE, EHEEHT 54
WAl HAREORLE Y, Mg, KOMMOREEOME Th 5, HFRPIRBERTHL EEX
S L REITERA, SRRV LEHIH&E G SN L2/WHTH D,

519 (RXIBELOBGIEICE U COREFRE L OISR ORE - tiig /) OER)
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.

RXIGYIL, Chapter 3IZR X B TND L 9IZ LT, Mk LOMEEROREEHIERE ZH 9 Z Lt k-

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,



EU GMP Part 1, Chapter 5 Production, 20154 1 A31H X b %%) Page 15 of 39 pages Life Scientia

T, Pilkd 52 &, Zhud, BET 5 H 605 HINHE LU GIEICE L To 7 ot 2 DkEts
FOHEEITIEREZTA D 2 LI i T BT D2 L, ZOEMIOPICEXIFRD ) 2 7 2l 5
2. AR OBFBMES LWHF T r AL EEND,

A TE : ZOEIX, SERDOPICIS GMPOREEHIZ T2 < . HIf T MA BN TWHIHTH D,

520 (QRM T X 2GR R 7 OFHE D FEiif)
A Quality Risk Management process, which includes a potency and toxicological evaluation,
should be used to assess and control the cross-contamination risks presented by the products
manufactured. Factors including; facility/equipment design and use, personnel and material flow,
microbiological controls, physico-chemical characteristics of the active substance, process
characteristics, cleaning processes and analytical capabilities relative to the relevant limits
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,
self-contained production area within a multiproduct facility, where justified.

RET OB L > TURSNDRXIGEYY X7 7l (assess) L. M OEHET L7212, @E U A
7 <XV AL M (Quality Risk Management ; RQM) D7 v X% T A2 &, O DR (factors) & L
T ROBDOEZET D L, ZHITIE. AHME (otency) F6 K OFIEFR G T A S D,

- fiE IS K OEER DRRER &

- T & Wit OB

- PREW R

« JFUHE (active substance) D W)ERAL M (physico-chemical characteristics)

« 7' AOFHE (process characteristics)

- BT R

- WS ORI 2> S HESL S U7z B D FREEEIS DUV T O3 T RE
B Y A7 v XY A NOFER (outcome) 1, FDOMEMER LN, Mikhiadds L OBERR . FrE O RLG
H D UWFHLELEE (product family) (2% L CEH & T2 MBMEEZRET H2DD, HDHWE E@ﬁig@iﬁﬁﬁ
b3 o0zl 2 EToREME T2 L, TRITIE. &2 8 LM 2 M2 FHET 50,
&b DWW ILE iR SR E TS 75)03@?){‘%7&\ aENns,
H L, TOEYHENILIETE LD THIVUR, (& flxdamstos niao) ZH GEH) Mk
D, WREE S 2o CiAw %zhtifﬁliﬂz CHOEEREN ZHIIR 5 Z LiE, FRSNLDBDTHAS D U

3 : It may be acceptable to confine manufacturing activities to a segregated, self-contained production area within a multiproduct facility.) .

METE . ZOENIKRBICERENSN TS, BEDEDIT, PIC/S GMPDS.19IEDJE5E R % LI FIZie#i+ 5,
5.19. ZXIBYIIBIZATLL T O X 9 el Ol 2 E A SO TR EOFEIC LV EiiEShb Z &

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,



EU GMP Part 1, Chapter 5 Production, 20154 1 A31H X b %%) Page 16 of 39 pages Life Scientia

Q) RSNz cofliE (= U AV 7 F . AEMAIKR O DEOMO LR O X S
RBBITRD BN D) | UETF v o= ARE (RIS D08 & 2T &V TIThiL 5

Y7t

b) W=7 1 v 7 ROHER O

C) R IAR+ITUI SN 2 ROTER ITHMAIC L VBRI S D1GY Y 27 OfvME

d) RXIEY DRI Y A S Z S S AN TALER S 5 KN COMRERDEH

) AR TRRVEEB OB 2 XIB YD — I 225 IR C b 2 0 T A RWED BRI O BE K O 15 Y FIIE
DOfEA

) BB RT LT BV

9) EEAEONRLULEE~OY KRR R O

521 (RXIBLRPFLEDTZDDHEY R 7 v RV A N DEHE)
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:

BE D AT ~R A O T at ADOFER (outcome of the Quality Risk Management process) % A8 X{HYLD 1) A
7w BT 5 T2 DI F R X ORI IR ORRE ZRET D00/ E T2 L, b
IZITRD b OBEENDD, ZHIUCIREZ D SO TIEARW,

REE - ZOHEIE, EROPICIS GMPOGLHICIT /e < | Flcf T M b TWHIETH S, PIC/S GMPIZxHRT 5
HEHZ L, EFROEHO a3 A2 MBI 725190 L UB200ATH D, T D5.20HOFLRIF, L Fo@bh ¢
b5,

520. ZX{HEREIET DFEROZN O DOAMZED b FIHICIEWESIWNICHER T 5 2 &
Technical Measures  (FAfTROF 1)
I. Dedicated manufacturing facility (premises and equipment);
MRS RR (il L0
ii. Self-contained production 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;

BB DO BILERERS (separate processing equipment) & fE B DOHVAC (heating, ventilation and air-conditioning) > A 7
L HFFOE CIAYD (self-contained) DRI X, F7=. F Ot XK H 2 &k & 1358 5
ZEBWEFE LW,

>

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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Vi.

Vil.

viii.

Design of manufacturing process, premises and equipment to minimize opportunities for
cross-contamination during processing, maintenance and cleaning;

I (processing . AT F U AP BIOWI V—= 0 JH ORGS0 T S T i/ &
THEORET o A HiEX (premises) S K OBERR DEXET

Use of “closed systems” for processing and material/product transfer between equipment;

INL (processing) 33 O8N, fasf DB B oD 7= @ “closed systems” fifi

Use of physical barrier systems, including isolators, as containment measures;

E CIAD DI (containmentmeasures) & LTCD, T4 Y L —F b adbi=, MBI T « R
T LOfEH

Controlled removal of dust close to source of the contaminant e.g. through localised
extraction;

G L COBROGIE S nzbrE, flXRFExR E

Dedication of equipment, dedication of product contact parts or dedication of selected
parts which are harder to clean (e.g. filters), dedication of maintenance tools;

MR OB L, BRSO F L, B D WITTEE L REERE S - (Bl X
4 VE) OFERE, ArTFrAHOY—v (TEXH) oML

Use of single use disposable technologies;

HEEHOT ¢ AR—F T A O

Use of equipment designed for ease of cleaning;

THHENER S L0 KO ICRGt S ciss (B R) Ot

Appropriate use of air-locks and pressure cascade to confine potential airborne
contaminant within a specified area;

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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FRIE S T2 X3RN O RIREME & 2 Z2 Vg TiE ) & HIFR (confine) T 572D, =7 2 v 7B IO
E[WZEIE (pressure cascade) DI E 72 fH

Xi. Minimising the risk of contamination caused by recirculation or re-entry of untreated or
insufficiently treated air;

RALERD | & 2 WIFBAR 53 D 22RO BRI A DGR & 72 5759 U 2 7 Dix/ME
xii.  Use of automatic clean in place systems of validated effectiveness;

NYF— b ST A M E RO BB E BB (cleaninplace) 3 AT LD ;
xiii. For common general wash areas, separation of equipment washing, drying and storage areas.

HFH D — RO 72 YEE X3 (common general wash areas) (2% L Cld, Peid. Bzl L OMREE Xk D X 5y

(separation)
Organisational Measures ~ (RE#RH 72 J515)

i. Dedicating the whole manufacturing facility or a self contained production area on a campaign
basis (dedicated by separation in time) followed by a cleaning process of validated
effectiveness;

BEHEX 2K (whole manufacturing facility) 2 BLH{LT D00, HDHWIEF v o N—0 X—X (ZDKFRT
IXEE L STV | dedicated by separation intime) "C D% 1 3A 8 B3 [X 5 (self contained production area)

ET% (%)
* 0 ZOHE, FX IR URTERIS, AOENANY F— SR n e A 2179,

ii. Keeping specific protective clothing inside areas where products with high risk of
cross-contamination are processed,;

EXAFGDENY A7 e FgORFN 2N L 2 XN T, FFEDHREREZ AT S

Cleaning verification after each product campaign should be considered as a detectability tool
to support effectiveness of the Quality Risk Management approach for products deemed to
present higher risk;

BX v R U AEFEBROVWEDORY T 4 = a E, BV R BIFEET S L b 5 B-AID

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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B AT <RI A NOBFEEZ BT D720 O ARENE 2 FF-D Y — /L (detectability tool) & L T
BRZDHRETHD,

iv. Depending on the contamination risk, verification of cleaning of non-product contact surfaces
and monitoring of air within the manufacturing area and/or adjoining areas in order to

demonstrate effectiveness of control measures against airborne contamination or
contamination by mechanical transfer;

B DY A7\ 26 UC, B IERE Al OYeid O MRS & | BEXIK (manufacturing area) 33 X TN (F7213)
BAE X (adjoining areas) PNDZERDE=H U v 7, ZHUE, ¥ TWEIC K H15%. 5 L O
HI72 %1% (mechanical transfer) |2 X DG T D GEDOHIMEZFEAT 572D D D TH D,

v. Specific measures for waste handling, contaminated rinsing water and soiled gowning;
PEARDOTHRN, HY LT ) o AKIB K OVEILIZE LK (soiled gowning) 2DV NT DRFE 7R 515

v. Recording of spills, accidental events or deviations from procedures;

ZIELT (spills) | FHRBH T2, HDVITFIEN BRI D - 7= 2 & DFtEk

vi. Design of cleaning processes for premises and equipment such that the cleaning processes in
themselves do not present a cross-contamination risk;

Ve 515 (cleaning processes) AU EARIZAZ XIBYL U A 7 ISMFAE L7\ K 9 7, ek s K OESs D i
7'ut 2DEE

vii. Design of detailed records for cleaning processes to assure completion of cleaning in
accordance with approved procedures and use of cleaning status labels on equipment and

manufacturing areas;

AR ENT=TFNEIHE - T2IFEAL DO 5E T ZARFET D 72D OIEEA L FNEDOFE M 72 it 8 07 A
(BLEH) &, BSOS I~ DO PEIEIRBEFR /R 7 UL (cleaning status labels) D F ;

viii. Use of common general wash areas on a campaign basis;
Xy N U N — AL LTl R — R 2 et XA O A
iX. Supervision of working behaviour to ensure training effectiveness and compliance with the

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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relevant procedural controls.

YEZEATHEN (supervision of working behaviour) DB, ZAUX, b L—=27DOFxhM L, BT 25 FIE L
DEBIH ST Z EERFET D720 TH D,

522 (I5RBH1LITiE L BERMEDEHH 2L E2—)
Measures to prevent cross-contamination and their effectiveness should be reviewed periodically
according to set procedures.

RXGEG 2B S HEE TOHEMEEZ . BRE SN TECE > TEHNICL 2 —2 7252 &,

Validation (XRNUF— 3 )

523 (NYF—va VRAEOHE, BRB I UORKHROLR)
Validation studies should reinforce Good Manufacturing Practice and be conducted in accordance
with defined procedures. Results and conclusions should be recorded.

N F— g VIGMPEIEILT AL DO TH Y HE SN FIEEITEVERT 5 2 &, R A O
ITREERT D Z &,

MR TE : ZOEIX, PICISGMPOFH LR L TH D720, EFERILD Y4521 H & ZL#l L7,

524 (FHROFED HE~DOEBY IARIZEIT 5 BHIHER)
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 yield a product consistently of the required quality.

HRLOBLEL T UL IEZ TR T 28813, 2 A E ORGE TIRICET 2 2 L 2 FiET 57200
Bz iite 2 L, BUE SIVIJFR R O E 2 W 2 R E O LRI, BOR S5 SE OB 2 1HH 11
WET o2 LavRshd 2 &,

MR © T OHIE, PIC/S GMPORH LA U CTh D7z, JEIE R D Y4522 4 7L L7,
525 (BERBREE~DONY F— a D E)
Significant amendments to the manufacturing process, including any change in equipment or

materials, which may affect product quality and/or the reproducibility of the process, should be
validated.

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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TEESUIFEHI BT 2V 58 H &6, B EE KO/ U TREOFHM IR %2 T T Al aerk
N DHEETRA~OEKRBREFTIZOWNTUINY T—r g 2 FEh LRl 5780

MR TE : ZOHEIX, PICISGMPOFH LR L TH D720, JEIHERIL D Y545.23H & 5L#k L7,

526 (RMaRHo7eBEIT, TNERAMTED LI RBNY T —¥ a v DFEHE)
Processes and procedures should undergo periodic critical re-validation to ensure that they remain
capable of achieving the intended results.

TEEOFIEZIZNS DO 2R T D EHEFFL TWD Z & ZRIAET 5720, EHIICY
UT 4 iy (RGBS T25BICENNRATEDL LI AT —va a2zl bl b,

MRETE : ZOHEIX, PICISGMPORH LR L TH D72, EFERILD Y5454 & Z0# LT,

Starting materials  (H3&J5UE}

527 (V774 Y —EHLIEEOREREE D DEEEAN)

The selection, qualification, 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 a
current 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
material.

HBIFEEIO T 7T A ¥ —DBE, WASTEHE, AFBB I ONZED A T 1X, 2D (purchase) #6 &
O 1 AZL (acceptance) & =2, BEHGFE O A7 L (pharmaceutical quality system) D—uk & L CXEALT 5
Zé, BHOLVE, ZORENETHVAZICHBI LT b DL THI L, VAT EEET HFEH
ELTE ROEIRBDONRH D, ;

« AFSE (source)

- BIYE 7 & A (manufacturing process)

T TATF A L DEHES (supply chain complexity)

« EOYE B EIMIAE T DB O B A& IR (final use to which the material is put in the medicinal product)
TV T TA Y=/ OEKRERIT DT DR ERFFT 5 2 & ZOBIHFTLAL v 7%, &
TIALY—, YT TAF oA BROENI DD U AT DEFOMEEFSZ &, AIRETHIL

RXICITBI RN BB P TIZAHYET . RXFEROBRICBEE A BT REXITE DV THIETEIZL TS,
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. HFEREHT, £ OHERBOMERE N OEBRIEAT S Z &,

BT« ZOIEF, PIC/S GMPDPart 1D HHIZ I R 7= 5720,

528 (WMEBESE/HEOIER)
The quality requirements established by the manufacturer for the starting materials should be
discussed and 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.

HFE JRURE D 3 335 A3 He ST LT;[%%%*% (quality requirements) Z et L., V77 A4 ¥ —¢LABETH I
Lo BV (handling) . RN (labelling) 3 K OVRE AR D B3R (packaging and distribution requirements) &y
15 (complaints) . [FII (recalls) 35 42 U%ﬁﬁ/ﬁ (rejection procedures) % 758, Milih BRI L OVEELOEY) 72
PEIR (appropriate aspects) 1%, ERZRMEAEE (MEHEE) HDOWITHKOBETILELT L L

BT« ZOIEF, PIC/S GMPDPart 1D HHIZ I R 72 5720,

529 (REBIOWMFIOVTIFTA4 ¥ —DE&BLEALVT)
For the approval and maintenance of suppliers of active substances and excipients, the following
IS required:

JRZEE (active substances) 35 X ONRINA (excipients) DY 7T A ¥ —0DHEKGRE A T 1X, LTOFIEDRLE L
o,

TECREn HIL, PIC/S GMPDPart 1o HZIT B 7- 572\, GDPER B ERE EH T\ D,
Active substances’ ()

1: Specific requirements apply to the importation of active substances to be used in the manufacture of medicinal products for
human use in article 46b of Directive 2001/83/EC.
Bk CooERIX, Directive 2001/83/EC Darticle 46biZ & % “the manufacture of medicinal products for human use” 2
BT, RSN FEEOBAISEREND,

Supply chain traceability should be established and the associated risks, from active substance
starting materials to the finished medicinal 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.
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Y TIAF oA DML —Y VT 4 2fELTDHI L, T U TREDOHRBFEE S AR F Tl
HT LY o7&, EXCEHI L, D oEMMICHEREZITHY) 2 L, FEOFE~DY A7 KT 57
I, mURHEEE S L,

The supply chain and traceability records for each active substance (including active substance
starting materials) should be available and be retained by the EEA based manufacturer or
importer of the medicinal product.

YT ITAF oA EEFIRICKTH P L—H YT ¢ Otk FEEROHRFEEGETe) 1L, (T
ZHATRE & L T, [EIK S OEEAIN O RLESEH (EEA based manufacturer) 3> 2 WMIAEE BMRE T 52 &,

Audits should be carried out 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 himself or through an entity acting on his behalf under a contract. For veterinary medicinal
products, audits should be conducted based on risk.

JRSEDRIENEE I L OVEE¥EE (distibutors) |ZEEA A EHE T2 2 &, ZHUL, ELbO¥EREN, BES
HGMP B LUGCDPOELRIZHE S TN D Z & 2B 2720 TH D, BUETKGBOLREFA (holder of the
manufacturing authorisation) (%, PREFE H & 7>, & D UWIEFEFEEHER (entity acting) 2 Z7E L 72ARERF I LV (through
an entity acting on his behalf under a contract)  + (DESFEHERT A Z &, EBAHERLICEA L TX, BEITY X
JR—=ATEINRHIT L,

Audits should be of an appropriate duration and scope to ensure that a full 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 clearly identified. Any required corrective and preventive actions should be
implemented.

BT, GMPO 437 SBIRE 2R3N R STV D 2 & 2 RIETE 5 K 9 72, MU RE0H & #HIRICH
EoTHBIMS Dk, BET ARSI, TORETT COMOWE (materials) 725 DI YD ol
BEMETH D, TOWMEFITIT, TOEETMEZITV, L0 L5 RIS E SNrz, +47
SRS D b, MBS SRAATARDRE - PHHES. JhEFETT 5,

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.
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FHE (standards) OHEFRF &, AREDOY 7T A4 F oA L OF| EFi EHEZRIET D721, WWEU A7
TRUAL PO T R R LS THESNTZMRET, s Er2iTH> 2 &

Excipients  (#I0% ; BFEA)

Excipients and excipient suppliers should be controlled appropriately based on the results of a
formalised quality risk assessment in accordance with the European Commission “Guidelines on
the formalised risk assessment for ascertaining the appropriate Good Manufacturing Practice for
excipients of medicinal products for human use’.

WA LOWINFIOY 7 Z A v —I1%, BRINZEESS (European Commission) @ ‘Guidelines on the formalised
risk assessment for ascertaining the appropriate Good Manufacturing Practice for excipients of medicinal
products for human use’ |ZfE> T, 74—~ hTED LILTZE U A 7 Gl (formalised quality risk assessment)
DFERITHANT, WEICEHZITO 2 &

530 (FEREICRIIEZF =y 7 HIH)
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.

HIFE B DA BLIE (each delivery) D702, FR/ammaTF =y 7352 &8, a7 ett BET 56
L. tamper evident seal ; A~1EBHE B IE /~/I/7§fa?{f) BL OB EZEE (deliverynote) . 11 3LE (purchase
order), 7T A ¥ —DT L EKBINTEEE | BLOEEBEERED R L VLT T4
Y= HRET v 7 T5Z L, FRHETOZITEY F = v 7 (receiving checks) 1X. ZALELENT D
z&,

531 (FIEFARTEE N Y F~DHS)
If one material delivery is made up of different batches, each batch must be considered as
separate for sampling, testing and release.

b, HDL—2DWLDELIEN, BIRSTN Yy FNOHRINTNDLDTHIURX, £DHF Ny F 4,
RN, o7V 7L, RBRL, £ UTHE (elease) 75 2 L 2B 22T HIER 7220,

532 (RRERIRICTIIT 5 HBIEDOFTR)

Starting materials in the storage area should be appropriately labelled (see section 13). Labels
should bear at least the following information:
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PR XKk 1 2 MR FENT, WIEIC#ERE2T 5 (section 13 &) Z &, 7-ULiE, D7a< THUL
ToFREZZH T &,

I. The designated name of the product and the internal code reference where applicable;
B O E ST AR (designated name) 33 X ON 344 T 256 13N O = — KB (internal code reference) ;
ii. A batch number given at receipt;

ZHEEFON y F K G

iii. Where appropriate, the status of the contents (e.g. in quarantine, on test, released, rejected);
FZUTHGEEIE. NEMORIE (T72bb, [REER., 3B, HER, FEILE)

iv. Where appropriate, an expiry date or a date beyond which retesting is necessary.

T HGAE. AR B (expirydate) . & D W T BRSNS EL & 72 HHIBR O H A (a date beyond which
retesting) 2SN ETH D,

When fully computerised storage systems are used, all the above information need not necessarily
be in a legible form on the label.

FONC AL E 2= LS RE Y AT DR SN TS HEIT, B2 TofRiE, 71k
CHFE TR TR & T D MBI,

MR - ERLO TR OFLEIE, BONOHGEMNBM SN TN S A, PIC/SGMPORK L IZIER L Th D, 55
DI=DOIT, JEIFEFRICLE D 2 7%5.30H D JFL & FRL 2 7Ll L7,
When fully computerised storage are used, all the above information should not necessarily be in a legible form
on the label.
RENFERICT L Ea— 2L EN TV EHE, ERROATOERERET L H 70 EItRRSnA
STHRY,

533 (BEZDOHNEYDREL . Vv I NIRERY BEDRFIE)
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).
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B OB B ONEY DO E— M2 RFET 2R FIRE I IEFENH D Z &, T 7RIS
NIV RERIIRESND 2 L (G 6 =5 M),

MR TE : ZOEIX, PICISGMPOFH LR L TH D72, EIHERIL D YG545.300H % 50k L7z,

5.34 (fERIWTREZR SRS DS&M)
Only starting materials which have been released by the Quality Control department and which
are within their retest period should be used.

A B EE PN L R S HE S TR Y . ORI RO RNMER SND Z &,

MRAETE © ZOIEE, PICISGMPOREMEFR L TH D2, EHERLDY4531H A L# LT,
S5 FE TOMORILE L, FITRT,
Quality Control FBM2MHEE L, 7>2 U 7 2 NARANICH 5 HFIEEI O A28, EH SRS Z &,

535 (HBEFREIORBROBEFEL . EERHEEDOFIH)
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.

AL ORESEE T, RS KGR R IRATEEL (marketing authorisation dossier) (238X 5 21 C U5 AT D HFE R
B2 ORBRICHIEA AT 5 2 &, ZORBRTIL, AR O HIRIFBHLEREE > b ORBREE RO H
HVIETEFMT S Z EAHEK DA, Annex 8 1216~ T, D7 Th, &3y FOMeRRR * %217
&

Iy
[

2 : Asimilar approach should apply to packaging materials as stated in section 5.45.

section 5.45 IZIERXHNTWAD L RIED T 7'r—F 2 EERICHAT S Z &,
3 Identity testing of starting materials should be performed according to the methods and the specifications of the relevant
marketing authorisation dossier.
8RB DO fERERER  (identity testing) 1. BIFRT 2 KGR R FEIRATEARL (relevant marketing authorisation dossier)

DFREHDTTE L BN O ITWE->TUT D T &,

WAETE - Z ML, PIC/S GMP O #HIZ /W, FH-RETH D,
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536 (SMREFET DHEE DORIESRM)

The rationale for the outsourcing of this testing should be justified and documented and the
following requirements should be fulfilled:

DOFBR 2 AL FET D PEFRAIRIL (rationale) 1%, & DIEYSMEZ IR T (bejustified) LEAL L, LLFOE

REHDOETEWIZTZ &

iv.

e . 2 OXX, PIC/S GMP ORIz, Hil-RETH 5,

Special attention should be paid to the 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 delivered material;

ViR B (distribution controls) (B35 (transport) . HIFE V) (wholesaling) . FR4E (storage) 33 X OVBLIE (delivery) )
W2, BRI EE AL D b, ZauE, HEIEEO SE R AR U SREBRES RSB AR O MY
O ELEAFRETHL LT DD TH S,

. 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 Good Manufacturing Practice and
with the specifications and testing methods described in the marketing authorisation dossier;

IR ORI L, MEEEAH T, HOVITEHE FICLY, EYARMET, BEhairo 2 &
%@%@@\m%ﬁﬂ®ﬁﬁ(#yf9y7%€@)%ﬁﬁ#%%(%ﬁitifﬁ)?@)x
JIZHEDSWTAT ), ZHUE, GMP Z 5T & | KB HFEIMTEEHTR ~ 5 40T 2 1k & 3R 1A
ST LTWDZ EERGET 572D ThH D,

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

BRI DRUEIEF 7T A ¥ —IZ Ko THRAES I 2 3B S (certificate of analysis) 1%, 54 &
TVT-FE B (designated person) DEL DD Z &, Z OB XY 7o ws M u¥{ﬂﬁ7apf§ . D OfkER & Ff
DL, TOELAIL, ZORED A ITRES AT S D TRVWRY |, A E IR HE (agreed
product specification) DIESFDF = v 7 NIFLTND Z & ZRFET 5 b @VC“}?) 5o

The medicinal product manufacturer should have appropriate experience in dealing with the
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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,

P BLE ST X, RO RLEREF T L L7 b ek (774 v —%2E L TORERDL
BEND) BFFOZ L, TOMBRITIT, LHNCZE LSy FoORHlils LU, BFERBREZ ST
AIORBRN G EN 5, fiE 7 m 2B KO T vt 2072 5 BE K722 H (any significant change)
b, ENEFHRTEZRDLT L,

v. The medicinal product manufacturer should also perform (or via a separately approved
contract laboratory) a full analysis at appropriate intervals based on risk and compare the
results with the material manufacturer or supplier’s certificate of analysis in order to check
the reliability of the latter. Should 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.

3K ORGSR 1L, #EY2RRTO 7 L ORER Gulanalysis) 2179 2 &, Y72 E) &
URAZIZHESLZ L, 2070 BRIE, EEMOMEEFR OREEE B M Th I, BloKk
B DEFET RNITO 2 ETH IV, TDOREIORLIEEE H D5 WITY 77 A4 v — OBk S & |
I L SR DT o T T OFRER A I L CL 20 (REIOREEE H D2 WIT 7T 1 ¥ —0)
FHEMEETF =y 73528, ZOMBRZITV, W72 2525 (anydiscrepancy) &FFE L. A ZAT
WV EEIRIE AR LD Z L, ZOWENT T T HE T, HREEEORIEREEH D WVIIY T T
A X =5 ORBRAEE (certificates of analysis) D3z A% W45 Z &,

5.37  (BD/INGy I VERE DEH)
Starting materials should only be dispensed by designated persons, following a written procedure,
to ensure that the correct materials are accurately weighed or measured into clean and properly
labelled containers.

HFEFEHT, ELWEESER TN T SNV FR SN BE I IEHEICHE XIFHEEIND 2 & 2 1%
FET D70, MESNEEFEORZ LY XEL SN ZFIECEN AN EN D Z L,

PR : ZOMHEIX, PIC/ISGMPORLHE & [R—Th b, Lo T, LFLOFRSUIIEITE DFRILD%Y
T A5REOFHETEA LT,

538 (M BRELEFREOZEF v 7)
Each dispensed material and its weight or volume should be independently checked and the check
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recorded.

AN SNTZBFEHT, £ OEEXIFEL SO TR L TR S L. £t ORI ND 2
ko

PR : 20X, PIC/ISGMPORLHE & [R—Th b, L > T, LFLOFRIUIIEFTE DFRILDF%Y
+ A5.33HEDOFHETEA LT,

539 (IaEDREID)
Materials dispensed for each batch should be kept together and conspicuously labelled as such.

K8y F DT DI SN FEHT RS S, £722 0 ERHIOL S 10T~ AR SR
5ok,

PR : ZOMHEIX, PIC/ISGMPORL#E & [R—Th b, Lici> T, LFLOFRIUIIEITE DFRILD%Y
T A534EOFHETEA LT,

Processing operations: intermediate and bulk products  (mTfE% : FRlEB L0V UL 2 oflg)
540 (BUE{EERIDZ VT T v ARER)
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.

W7 % TAREZE BB D ANC, (BRI OSEEITIEE T, £BEDIERICHLED W, HIFE
Sk B, B OIREY UILE LRV EARIET D AT v IRRbND 2 &,

MR : ZOHEIX, PIC/SGMPORL# & [R—TCTh D, Lien->T, Lito

g]\j“

SUFEFTE DRI DY
3 A5.35HEOFHEFEA LTz,

541 (FRIELER L0V Vs BEORE)
Intermediate and bulk products should be kept under appropriate conditions.

RS L OV 7 BE T O) e SRR T CIRE S ND 2k,
PR : ZOMHEIE, PIC/ISGMPORLHE & [R—Th b, Lo T, LFLOFRIUIIEITE DFRILD%Y

J AH5.36HEDOFHEFEA LTz,
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542 (HEEIRIXTHINY T—a rDEf)
Critical processes should be validated (see "Validation™ in this Chapter).

HETRIZOWTANY T =g U EFEE LTS 720, (RED “RNYF—v 32" B,

PR : 20X, PIC/ISGMPORLHE & [R—Th b, L > T, LFLOFRIUIIEFTE DFRILDF%Y
T A537THOFHETEA LT,

543 (RELIEBNEHELREETHEOEK)
Any necessary in-process controls and environmental controls should be carried out and
recorded.

WEI2N I 2 TRAEHKL OCBRBEE B b i Sh £tk d 2 &,

PR : ZOMHEIX, PIC/ISGMPORL#E & [R—Th b, Lici> T, LFLOFRIUIIEITE DFRILD%Y
+ A5.38HEDOFHEFEA LTz,

544 (HIRRINERD D OERREBORE & L)
Any significant deviation from the expected yield should be recorded and investigated.

BTN D DOV RLERER S . ik ShEfiEsnD 2 &,

PR : ZOMHEIX, PIC/ISGMPORLHE & [A—Th b, Lo T, LFLOFRIUIIEITE DFRILD%Y
JAH530HEDOFHEH A TA LT,

Packaging materials ~ (144)
545 (BMOYTIFA ¥ —DRERLE)
The selection, qualification, approval and maintenance of suppliers of primary and printed

packaging materials shall be accorded attention similar to that given to starting materials.

—RAVER BN X ORI AEM RO Y 7T (v — D E . MR, &R, BIOA LTI, B
FIFEIOEIZH 2 5N TWAD L [EIREIZITH 2 &,

BN . Z DT, BIITOPICIS GMPOEHIZ /20,
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546 (RHEIDZELT)
Particular attention should be paid to printed materials. They should be stored in adequately
secure conditions such as to exclude unauthorised 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.

RAMEHIR LRRINOIEE AL D 2 &, ZENORAMENT, BRI CoT 722872 X 5 7.
HYNCRRETHLRETCRETHZ &, By F T VLR OMOBER Lo W FEorprehix, 1R %[5
BT D7D SN THEONIERSET CREROIE SN D Z &, (EMEIOHR W LIL, Eh S
NTEANBDORIZEY | ARSI NFE T CEL SN FINEEICE DM TOND Z &,

M TE © ZOIEIX, PIC/S GMPOFREH L [F—TH D72, HITOEITE O YLETH H541HDFRIL

IR LT,

547 (HIRIH DM b 5 W IE—REAM DFIH L TORBIER)
Each delivery or batch of printed or primary packaging material should be given a specific
reference number or identification mark.

FORMESUT R OIEMEHE, Bk 2 &SIy F T LI, BENRSRE S IR 52 5 S
nsz e,

MR TE : ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITDEITE O YFEIE TH 55425 DRI

IR LT,

548 (REL 2ol —ROIEM B UIFTIE OREER)
Outdated or obsolete primary packaging material or printed packaging material should be
destroyed and this disposal recorded.

KA LTz, AXIBIR & 72 o To — IR GV ESUIFR S BHIEE S, £ 20 TRiER S D Z &,

MR TE © ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITDEITE O YLE TH H543HDFRIL

RN LTz,
Packaging operations  (F13E{/E3)

549 (BEEEE TORMERE DRELEE)
When setting up a programme for the packaging operations, particular attention should be given
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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.

TIN5 7 0 7T MEBET 5013, ZXG%, RESUIES MDY OV X7 2R/ e
D2 DR OEZE D ADIND 2 & IR RIREEN 2 WIRY | B DR 28 L Ta# L2
&o

MR TE : ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITOEITE O YLETH H5.44HDFRIL
AN LT,

550 (BEEERDOTALI7VTITUR)
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 previously used, if these are not required for the current operation. The
line-clearance should be performed according to an appropriate check-list.

AR Z IR AN, FEXIR, 12T 1 | IR QMO ZEE I EECTH Y . LR S
NI 2805 JFESUISES . b s L, BUEDOEEICKE L SILRWEEITERFEL T
RN EERGETHAAT v IR ONDLZ L, TA 7 VT 7 ALY T = v 7 U A MIEWE
ITEahsZ &,

MRAETE © ZOHEX, PIC/SGMPOTEHE & [FA—TH 578, BUTOEIE D YFLIETH 55.45HDFRIC
AN LT,

551 (EEFTCORBPNRESL « Ny FEEDRR)
The name and batch number of the product being handled should be displayed at each packaging
station or line.

BN TR DL ROy FF o N —INBALEEER T LT A I REN5 2 &,

MRATE © ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITDEITE O LF4E TH H5.46HDFRIL
AN LT,

552 (Rdni J OVEEERE DB RER: DB ERERR)
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.

A S 2§~ TORE L O BHI RIS S ey, Boi, F—MEROudEEXEL O
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—HIZOWTHER S ND Z &,

MRAETE © ZOHEX, PIC/SGMPOTEHE & [FA—TH 578, BUTOEIE DOYFLIETH H54THDFRIC

A LT,

553 (GEEMAA#HDHEFHEER)
Containers for filling should be clean before filling. Attention should be given to avoid and
remove any contaminants such as glass fragments and metal particles.

R TAHBERIHETARNIERTHD Z &, T AR KORBRLT O X 5 207032 D15 5HE b (Rl
L. ¥FBRETLIEERLDND Z L,

MRATE © 2 OHEX, PIC/ISGMPOFEHE & [A—TH 5728, BUTOEIE D YFLIETH 55.48THDFRIC

IR LT,

554 (FRHEE L UHEBERDERLH R T ~IVERR)
Normally, filling and sealing should be followed as quickly as possible by labelling. If it is not
the case, appropriate procedures should be applied to ensure that no mix-ups or mislabelling can
occur.

W, FETAKROERIZG ERHENT T NV FTRDTE TN IATONDLZ L, b LE D TR
Brald, RFEITERS T2 T ~VFIRDPE I VB0 2 & 2 RiET DR FIEAEH S D 2 &,

{11
<

MRAE © ZOHEX, PIC/ISGMPOFEHE & [Al—TH B 728, BUTOEIE DYFLIETH H549HDR

R LT,

5.55 (ENRITEZE DTG L —EFMR TOHRER)
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.

BB AT EEED —BR TIT DI D W DHIRIEREW 21, 22— R ooN— HRHIR) e 72 F
MR S, £ ENnNs 2 &, FEEIC I AHRICIZEEN L Db —EDMRE CHMER I NS
L,

MRATE © ZOHEX, PIC/ISGMPOTEHE & [FA—TH 578, BATOEIE D YFLIETH 5550 DFRIC

A LT,
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556 (W RI_NVERIVIABEF T FA4 TITOREDOEER)
Special care should be taken when using cut-labels and when over-printing is carried out off-line.
Roll-feed labels are normally preferable to cut-labels, in helping to avoid mix-ups.

By b TN EROWLHEERD (v y bEG, AOHIRED) BVIABNET 74 TINS5 E
IR 2R LD D 2 &, v— WG T~ VTIRFEIOEREZ BT Uy TV XD EEE L

AN

MRETE . ZOHEIX, PICISGMPOFH L [F—Th D72, BATOEE DO YHIETH H551HD

=
<

A LT,

5.57  (FIRIEE D e D 1EBY DFERE)
Checks should be made to ensure that any electronic code readers, label counters or similar
devices are operating correctly.

WD A — R =& — TN 2 — IR T A A IELF#I L TWbH 2 & %
AL D720, HERMTOND Z &y

MR TE . ZOIEIX, PIC/S GMPOFEH L [F—ThH D7, HITOEITE O LG4 TH 55525 DRI

IR LT,

5.58 (WM B LOHIRISUIERR Y S - fF#R~DEREH)
Printed and embossed information on packaging materials should be distinct and resistant to
fading or erasing.

CEA B EOFEIRISUIIER O S AEHRIIBAER CRESOUITHE IS LRI TH 5 Z L,

WA TE © ZOIEIX, PIC/S GMPOFEH L [F—ThH D7, HITOEITE O YF4E TH H553HDFR L

IR LT,

559 (BEFICRITZIHHOF L T4 L EHOHEREE)
On-line control of the product during packaging should include at least checking the following:

aEERICRBT RO T A ERIE, DR E BT ARRTH L
WA TE © ZOIEIX, PIC/S GMPOFEEH L [F—ThH D7, HITOEITE O L4 TH H554HDFRIL

A LT,
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I. General appearance of the packages;
DR 725181

ii. Whether the packages are complete;
TIENTEETH 50

iii. Whether the correct products and packaging materials are used;
ELWRE R OVEMBMER ST s h

v. Whether any over-printing is correct;
DT 2 D GAZRFIRI S IE L2

vi. Correct functioning of line monitors.
TA =K — D T ERE

Samples taken away from the packaging line should not be returned.
WETA PR bLELNTE T T IRES N &,

560 CGEEWHBERIHEIBEDT A R LOHIIR)
Products which have been involved in an unusual event should only be reintroduced into the
process after special inspection, investigation and approval by authorised personnel. Detailed
record should be kept of this operation.

FEEFRERICEE LT, 8 maE., IEB L OSRES N ABIZ X 2B ™M T -5
DATIRIZERT ZENTE D, ZOEEICOW TN RE SN D Z &,

MRATE © ZOHEX, PIC/SGMPOTEHE & [F—TH 578, BUTOEIE D YFLIETH 5555HDFRIT
AN LT,

5.61 (BEMHBRORESOHE)
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 release.

IEREHICERD bz, N7 BE R OERMEIOFEZR b NE S22y MMLE oW
B ENKZ IFEEFH 72 BOEN S A S, Bl SHERN IS RREAR D Z &,

MRAETE © ZOHEX, PIC/ISGMPOTEHE & [F—TH 578, BUTOEIE D YFLIETH 5556THDFRIT
AN LT,
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5.62 (FIRIBRTIEH DEER)
Upon completion of a packaging operation, any unused batch-coded packaging materials should
be destroyed and the destruction recorded. A documented procedure should be followed if
un-coded printed materials are returned to stock.

RN T TIRE, Ny F 20— FREIRIS IR ST d o 7o d 7z 288 bk S v, 65’2@0).16
AT 2 &, 23— FHIBIS N TWRWERRM B 2RI R HaE, SCE LS FIRCHE S 2

MRAETE © ZOHEX, PIC/SGMPOTEHE & [FAl—TH B 78, BUTOEIE DYFLIETH H55THDFRIC

A LT,

Finished products  (F5c &84 i)

5.63 (HH&BLG DA £ TORE)
Finished products should be held in quarantine until their final release under conditions
established by the manufacturer.

AR B XTI & DR AT rIAHIE & CHRUESER DSHESL L2 R E RIS TR R E Sh o 2 &,

MRAETE © ZOHEX, PIC/SGMPOTEHE & [FA—TH 5728, BUTOEIE D YFLIETH 5558HDFRIT

IR LT,

5.64 (B BLE D RRFE D 7= 8 o 7 A &R O FF)
The evaluation of finished products and documentation which is necessary before release of
product for sale is described in Chapter 6 (Quality Control).

RIS DHRFE D 72 80 O A AT HE DRI, B & S 3D fofé dih & OSCETLEIT OV T ORI
HeE(IWEEH) A STV

mATE © 2 OHEX, PIC/ISGMPOFEH & [Al—TH B 78, BATOEIE O S5%IE TH 55.59HD

=
<

AN LT,
5.65 (HFFEIER DEKRRE DS

After release, finished products should be stored as usable stock under conditions established by
the manufacturer.
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A AT OHRIERIE, FRARL I3 rTREZRRE DR & U CRUSESEH 2SHESL LI/ FCRE SN D

-
—

MRAETE © ZOHEX, PIC/SGMPOTEHE & [FA—TH 578, BUTOEIE D YFLIETH 55.60HDFRIC
AN LT,

Rejected, recovered and returned materials  (BEZE, (AU L ONK S S L 7=8h)

5.66 ([EX - &f - BEET 2 RGORMRE L. £ b DOFEEk)
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.

REREDFR L OB X, 0 X 9 ICAMERZ R Thiv, HIR S - KIRICBIEICRE S nbd 2 &,
FNHITHGBHEICREINS ), TEYARSSIIIEN T XIIBE SN 2000 TFNNTHHZ &,
BonsEEINVTATHN, RS- ABICL ARSI E-idmEns Z &,

MRAETE © Z DX, PIC/SGMPOTEHE & [F—TH B 728, BUTOEIE DYFLIETH 55.61HDFRIC
AN LT,

5.67 (BEFERLZOEMIEAM: & Rk OLREF)
The reprocessing of rejected products should be exceptional. It is only permitted if the quality of
the final product is not affected, if the specifications are met and if it is done in accordance with a
defined and authorised procedure after evaluation of the risks involved. Record should be kept of
the reprocessing.

RERSOF M TIIBIANENCDOIRITH Z &, ZIUTERKREOMEICEEL RIS, FRICES
L. F7WIET DU A7 23l L7212, HE S, AR I FIEICEWV E i S D 58 12D HFF
REND, BINLOREIIRTFET D &,

RATE © ZOHEX, PIC/ISGMPOEH & [A—TH B 78, BATOEIE O L5LIETH 55.62HD

{11
<

iR

AL, 2B, 35 ETICHORIL S FLlcBifi,

AR (rejected products) D FFANT. (reprocessing) IXBIAMOHEE L T52 L, ZOR

WAMBOFINTIX, KO GREE : R COBRAITHAET D) BAEORIHRTH L,

-O FAE R O MEITEE L

-@ ENBPHBICEELTWD L

-@ LD VAT OFHliZAT > 7RI, BIHEICHUE ST, 0GR O TR
WoTENEATH Z L
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-@ TOHMIOREREFRET S Z

568 (NyFO—EbHIWIEHEZBEIALZ LI & 5 EIERDTE)
The recovery of all or part of earlier batches which conform to the required quality by
incorporation into a batch of the same product at a defined stage of manufacture should be
authorised beforehand. This recovery should be carried out in accordance with a defined
procedure after evaluation of the risks involved, including any possible effect on shelf life. The
recovery should be recorded.

E?ﬁi:ﬁ':’féf ZiEE L TWDURTD Ny FOREAT—# 2 [Fl—85 0/~ FORTE O RGEBRSIZIE

Ate Z LI K DEIERIZH 5 ORI ND Z &, ZOBRUEREIL, ARHIBRIZHT 50072
LD ARENE S B O THEET 2 U A7 el L7212, BIESNEFIHICEWERS D Z L, [
WERZ RS T D Z Ly

MRATE : ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITDEITE O YFLE TH H5.63HDFRIL

R LT,

5.69 (BANLE7Z L DEIERERD HEM DKW
The need for additional testing of any finished product which has been reprocessed, or into which
a recovered product has been incorporated, should be considered by the Quality Control
Department.

PN L S U7 i & B BV M BIURURE 2 5 o b SRS 0D 3B INERIER D a4 BV 2 S B BEER P I B L
RIFIEZR BN,

fRETE : O, PIC/ISGMPOREH L A —Th D72, BUTOIEIE OYHIATH 55.64HDFRKL
ERA LT, 2B, 28 F TICHIORILEZLL IR LT,
AT (reprocessed) L 7-fcf&fldh, & BV MEMEIY L 72 B 246 A L 72 el iz o
BIMORBRAVETH DML, SEESM  (Quality Control Department) 23|l T4 2 &,

570 (BUX, 7 & %320} - B 0 BE3E)

Products returned from the market and which have left the control of the manufacturer should be
destroyed unless without doubt their quality is satisfactory; they may be considered for re-sale,
re-labelling or recovery 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 it
was issued should all be taken into account in this assessment. Where any doubt arises over the
quality of the product, it should not be considered suitable for re-issue or re-use, although basic
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chemical reprocessing to recover active ingredient may be possible. Any action taken should be
appropriately recorded.

REEFR OFHAHEN T L E o2 b S8, 2 b OMENHE TE 5 2 & IT5ERH
DERHDBIRNGE DSMNIIET 5 2 &0 2 HITCE b S 72 FIRISIE S E P 2308k L < FFEAT
L7ZtRicDF, 2D OFRGE, BT SV ERXUILBED Ny F~D Y D A—1E¥(E2EE L TRV,
Z ORI, SRR OME, NI LT ORRRRE SR T OREBLAOBERE, 25 TICEARH
T SN TUUBEORGEREMOT_RCEEZEICAND Z &, WEOME IR LERAE L 28561, FhE
R4y Z [N 5 AR AL TIX A RE CTh A 5 23, BHA SUIFE#AICET 5 L 13Z 2 e
Lo MBINTZW 72 D HE S EUNICRERT 5 2 &,

MR TE © ZOIEIX, PIC/S GMPOFEH L [F—TH D7, HITDEITE O LG4 TH H5.65HDFRIL
FHALZ, 2B, 2EETICHORLEZLLFIOR L,

Product shortage due to manufacturing constraints (3% _EOHKIIZ X 2 B D KAL)

571 (R v v a—T—VORREMEE R OBHOEL)R#ME)
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 reporting of the restriction in supply by the MAH, to the
relevant competent authorities, in accordance with its legal obligations®

BUOEIEEIL, F O supply) (238 H & B 72 2 IR (abnormal restriction) & A5 U 2 Db FNIL 2 WG ESE E o
QA 72 B4R (constraints) SHIEIZ DT, EAAGRIRFEFA (marketing authorisation holder ; MAH) (2%t L T &
THZ L, TR, AA LY —RGETITI 2 L, TOEMIL, BRI 2ERHSRICH LT, 20
HiIE D 1L (legal obligations) * 127 > T MAH (marketing authorisation holder) 12 & % 43 D HIBE (% : drug
shortage I24% 5 = 2 v 2) OREEZRHIZTH-DTH D,

4 : Articles 23a and 81 of Directive 2001/83/EC

EOF (2015 4E 04 H 09 H #aR)
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