(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(e) the trial subject identification number/treatment
number and where relevant, the visit number.

30. If the immediate container takes the form of blister
packs or small units such as ampoules on which the
particulars required in Paragraph 26 cannot be displayed,
outer packaging should be provided bearing a label with
those particulars. The immediate container should
nevertheless contain the following:

30. HLEESEANTRS—aE (AARTILEREPTPE
) B UNT26TH TESREFEARRTEGLTUTILOLD
WNSWRERHLLLEE. TREOEICIEHEMEEER
BLESNLRFETORTAIEELAN, ZOHED.
—RBEITEP T OEHEERFUZT RS0,

(a) name of sponsor, contract research organisation or
investigator;

(o) ARKEE . EXERMIRESZRBEXTE
EOAR

(b) route of administration (may be excluded for oral solid
dose forms) and in the case of open label trials, the
name/identifier and strength/potency;

BROBAICITAREO LT MAEH. 88/ 1H1if

(c) batch and/or code number to identify the contents and
packaging operation;

o) NELEETEERECEL/ WFRNLI-FES |

(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(e) the trial subject identification number/treatment
number and where relevant, the visit number;

31. Symbols or pictograms may be included to clarify
certain information mentioned above. Additional
information, warnings and/or handling instructions may be
displayed.

3. LROBHL—EDEREARICTHR. LS. HEL
BXFEHFETHEALTEL, BEETVLLRELEOZER
ELVOTBMERERRLTHED.

32. For clinical trials with the characteristics the following
particulars should be added to the original container but
should not obscure the original labelling:

12, TOINILFRFETRABRICUGLAET, Bl
E e e YA AN

i) name of sponsor, contract research organisation or
investigator;

ii) trial reference code allowing identification of the trial
site, investigator and trial subject.

)
BBRBAT—F.,

33. If it becomes necessary to change the use—by date, an
additional label should be affixed to the investigational
medicinal product. This additional label should state the
new use~by date and repeat the batch and repeat the
batch number. It may be superimposed on the old use—by
date, but for quality control reasons, not on the original
batch number. This operation should be performed at an
appropriately authorised manufacturing site. However,
when justified, it may be performed at the investigational
site by or under the supervision of the clinical trial site
pharmacist, or other health care professional in
accordance with national regulations. Where this is not
possible, it may be performed by the clinical trial monitor(s)
who should be appropriately trained. The operation should
be performed in accordance with GMP principles, specific
and standard operating procedures and under contract, if
applicable, and should be checked by a second person.
This additional labelling should be properly documented in
both the trial documentation and in the batch records.

33 ERYREEE I DR BEAELBRICE, BNOF
AVEBBIEISRELEITA ERSE0, COBMTL
IZEHLNERBRERRL VFBESERYBLERL
HHREELEN, REEELOBEHEMNS, RON\VFE
S0 LTH BERBBO LItELbohd, COEEF
RESAIEERTRELATRIERLEN. LALESR
HEEAHHBEICIE, ABRER TARERERREO
FRWELIMOEREMRICLY. RITEDEED
T EOHERFEEFLEREL THEL, ChATARRGE
=, BECHESN I ARE= SR FIT LS TRMEL
THEL, COERIIGMPIRAL, FE R UHREESOPIZHE>
T ERZPOT (ZETHHR) ML, TLTHEFLL
SO NIAF oy I LEITFRIEESEN . COBMTNILE
REEITRBRXE L Ny FREDOE A ICERICRELE
FhIFEBEL,

QUALITY GONTROL

34. As processes may not be standardised or fully
validated, testing tasks on more importance in ensuring
that each batch meets its specification.

34 RREICRDITAERIIBELIATEST . BEIC

NYTF—2ar REBENTORNIEND, LD/ T

ggf&;:géb‘c WAILERIT 5 ETHEBBREMNLY
1%,

35. Quality control should be performed in accordance with
the Product Specification File and in accordance with the
required information. Verification of the effectiveness of
blinding should be performed and recorded.

TRETHD, ERPTFoNENTHo-E DHREREM
LESLBMHTHIERLEL,

36. Samples of each batch of investigational medicinal
product, including blinded product should be retained for
the required periods.

37. Consideration should be given to retaining samples
from each packaging run/trial period until the clinical
report has been prepared to enable confirmation of
product identity in the event of, and as part of an
investigation into inconsistent trial results.

BRI B0. ABRRIEREENMERT T I SETOM. &
AETEEEE/ ARPMEOTLILERELTELC
EEEBLETNIZESEL,

RELEASE OF BATCHS

IRy FY1 X

10/17

38. Release of investigational medicinal products (see
paragraph43) should not occur until after the Authorised
Person has certified that the relevant requirements have
been met (see paragraph 39). The Authorised Person
should take into account the elements listed in paragraph
40 as appropriate.

SR P BEET BIRIE A TEA U QORSR) o%
SEAYT AETIEITONGENC & A —YSA AR =ik

iﬁ:iﬁwmﬁl:@)ééhéﬁ[ﬁ%ﬁtﬂI:%J:&Ltth“wif;%
ZAAN

39, —

39. |ELHL

40. Assessment of each batch for certification prior to
release may include as appropriate:

20, B R ISR ISR/ F OFMIEHEITECT
DBEESL:

11
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batch records, including control reports, in—process test
reports and release reports demonstrating compliance with
the product specification file, the order, protocol and
randomisation code. These records should include all
deviations or planned changes, and any consequent
additional checks or tests, and should be completed and
endorsed by the staff authorised to do so according to the
quality system;

ARBRERE. TENSRES. RURRSREE, 3
B ABRGHERLE {EBIEa—FISERLEIEETR
THERTHEHSESC/ TR, ChbDRRIc
ZE&TORMB. VFHBERLERE, RUZOHROEMN
Fry) RITHBBREESHETEELHL. ThibDi
BFREYAT LI THFAIEHEDEBETICL
ERECOIENTERL, ZRELEFNIEELE, ;

production conditions;

g

the validation status of facilities, processes and methods;

HiE. TRRUFED/SYT—as ki

42. Where, permitted in accordance with local regulations,
packaging or labelling is carried out at the investigator site
by, or under the supervision of a clinical trials pharmacist,
or other health care professional as allowed in those
regulations, the Authorised Person is not required to
certify the activity in question. The sponsor is
nevertheless responsible for ensuring that the activity is
adequately documented and carried out in accordance with
the principles of GMP and should seek the advice of the
Authorised Person in this regard.

42 B OERG I CHFIShTWAES, BEER
RIEFGAILFREEINARIBLERORR CRRERE
FBBEOERMICLEINIETOEETIZ. HLALER
HTHFTENTOWAHBERNCBONTHOEREREICL>
TEBINDEE A —YSAXRIR—YU RN ERS
EBERIET S LIEERINAL LU, ARIKES
&, ShoOEFFERAEY I E LS GMPR B
BLTWAILEHBTHBRENHY . COKITHT o4~
USAXRIR—Y kBT EIRA RERDEIT LD
Ly,

SHIPPING

Bix

examination of finished packs;

where relevant, the results of any analyses or tests
performed after importation;

~*é?’%i%A BARICRET 5N RIARREOHE

43. Shipping of investigational products should be
conducted according to instructions given by or on behalf
of the sponsor in the shipping order.

3 ARENEZEES, BIBICEVTRARIKRBEEXZT
O;%@Al:‘kofﬁﬂﬁiﬁéhf:#&I:ﬁto’cﬁb’&tﬁhlifi
BN,

stability reports;

REEHREE;

the source and verification of conditions of storage and
shipment;

RERUEGEFH ORILEARIE

audit reports concerning the quality system of the
manufacturer;

44, Investigational medicinal products should remain under
the control of the Sponsor until after completion of a two—
step release procedure: certification by the Authorised
Person; and release following fulfillment of the relevant
requirements. The sponsor should ensure that these are
consistent with the details actually considered by the
Authorised Person. Both releases should be recorded and
retained in the relevant trial files held by or on behalf of
the sponsor.

BRI OB B HEOFIENET 5%
’Cd)%ﬂﬁsi ARIKIEEOBETICRELTEMITAIE
B, DA —Y 51 AR IR—Y U2 & BB R UQRE:E
EHOFEREOHFETEHE, ARKES L, Shoh
FV A XRIR—Y U CHARBICHEEEZTNSEM
BHEEE—BTHEEFRBLAITAEGRSIN, 280
HEIZDWTIE, ARIKIEE ISR BAIZKYEET S
ABI7AILRIZEEL. RELETAIEESRL,

Documents certifying that the manufacturer is authorised
to manufacture investigational medicinal products or
comparators for export by the appropriate authorities in
the country of export;

EE : FRRESLE
gﬁfﬂwEw@t’]fal’ﬁ‘“"é%h\?ﬁuﬁbt‘_&’&aﬁﬂﬁ’éi

45. De~coding arrangements should be available to the
appropriate responsible personnel before investigational
medicinal products are shipped to the investigator site.

45, I—FRROMYRD 1%, AR ABEEE RIS
~EESN ARSI RINEREFNRIATELLIIZL
B EELEL,

where relevant, regulatory requirements for marketing
authorisation, GMP standards applicable and any official
verification of GMP compliance;

ZETHEE REHTO-OOFTREORREE, B
AShAGMPEER UGMPE S DA STEAE,

all other factors of which the QP is aware that are relevant|
to the quality of the batch.

F—ISAXER—YURBHLTVSN U FOREIZHRS
HBOLTOER

The relevance of the above elements is affected by the
country of origin of the product, the manufacturer, and the
marketed status of the product (with or without a
marketing authorisation, in the EU or in a third country)
and its phase of development.

LRU-ERBEOREELARESEQREEE, 3E

£EF WAOHRKR (RFEHFTEOHE. EURMRIE
FEZEM) LT DBARRIEICL>THRERITS.

46. A detailed inventory of the shipments made by the
manufacturer or importer should be maintained. It should
particularly mention the addressees’ identification.

46. THERE X TMAEEMERLELEED HEO
ERELGTNIESAL, FIZRBRAOEEIZONTE
BLETHIFELEN,

The sponsor should ensure that the elements taken into
account by the Authorised Person when certifying the
batch are consistent with the required information. See
section 44.

ARKEE L, Ny FERIT ABICA —USA R /—Y
UHREBLTVREEN, DELSNBZEHEFEH AL
C&E, REBLETRIERLHN, 4ES R,

47. Transfers of investigational medicinal products from
one trial site to another should remain the exception. Such
transfers should be covered by standard operating
procedures. The product history while outside of the
control of the manufacturer, through for example, trial
monitoring reports and records of storage conditions at thel’;
original trial site should be reviewed as part of the
assessment of the product’s suitability for transfer and the
advice of the Authorised Person should be sought. The
product should be returned to the manufacturer, or
another authorised manufacturer for re~labelling, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceability ensured.

47. HHRBIER D DD IR~ ARELBIT S
BN BIEB LU AIEES N, COBBIXFIREIC
B TERLE NS EN, ARENILEREOEE
S HIEDBEE. IR ISERTE=S—REOCTOARBR
REEFBETORESEMRBICHOE. BHICHTS
ABREOEAETFMO—BELTRRBLAT W IELSA

W FtAd—YSA XRIS—I U2 &kBTRINA RERDAIT
PILIESIN ABRE L, BLEEE RSt ORBIESh- 8
EEFITEINNO HBRHESNGTHIEESEN, BE
RS A—YSAXRIR—y Iz kBRI SNGThIE
;‘:m?uo EREREL. el REERELST AL
EBIELN,

COMPLAINTS

L

41. Where investigational medicinal products are
manufactured and packaged at different sites under the
supervision of different Authorised Persons,
recommendations should be followed as applicable.

T RBEARL BT A ORET A=
DERTFCHE, AEThELE. BNT HBAICEHE
DT RIEESEL,

12/17

13/17




48. The conclusions of any investigation carried out in
relation to a complaint which could arise from the quality
of the product should be discussed between the
manufacturer or importer and the sponsor (if different).
This should involve the Authorised Person and those
responsible for the relevant clinical trial in order to assess
any potential impact on the trial, product development and
on subjects.

48 SEBREDRHICEHETAEFOATOHREIL, M
EEXIFMAEE RUCARKES (BT 358 M
THELAITNEESEN, COHBIZE, AR, HREH
FRERUHERECHT SBEMUREETEYT 5. 47—V
5;(75!3/ SV ESBAROEEENSMURT ML
BN,

55. When destruction of investigational medicinal products
takes place a dated certificate of, or receipt for
destruction, should be provided to the sponsor. These
documents should clearly identify, or allow traceability to,
the batches and/or patient numbers involved and the
actual quantities destroyed.

ZZ D EREEEABRKEF CESZTTNIEESAL, Th
LOXESZETH/ UF RV RTHRER. RUE
FROBBHELAEICHEL. RNEETRL~DIL—F
EUTAERRLETRIEELAN,

RECALLS AND RETURNS

B &R A

TABLE 1. SUMMARY OF LABELLING DETAILS (§ 26 to
30)

SRVRFOFWTTREREED (52 3226~30)

Recalls

R

49. Procedures for retrieving investigational medicinal
products and documenting this retrieval should be agreed
by the sponsor, in collaboration with the manufacturer or
importer where different. The investigator and monitor
need to understand their obligations under the retrieval
procedure

IEE L, BEEE R EHARE (RU->TWBIHA) R
ALT, RBREREEAIRYROUTNIEELEN, JRERE
HEMEE-S—ELAFEERERTICET5TAEL
DEBEERTILENHD,

50. The Sponsor should ensure that the supplier of any
comparator or other medication to be used in a clinical
trial has a system for communicating to the Sponsor the
need to recall any product supplied.

B0 B4 IS IR O B I T ABRER A |-
BTCEDZVATLERE > TWAIEERELLThIZASY

(AN

a) name, address and telephone number of the sponsor,
contract research organisation or investigator (the main
contact for information on the product, clinical trial and
emergency unblinding);

(VERIKET . EELARAREIARENITARE
EEMORH, 7. BEES CAREARRURER
OEBRRROEERSE)

b) pharmaceutical dosage form, route of administration,
quantity of dosage units, and in the case of open trials, the
name/identifier and strength/potency;

IZABREORT WAEH. NE

¢) the batch and/or code number to identify the contents
and packaging operation;

g)ﬁ NELAEEEET OO\ VF RV XiFa—F
2

d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(WBBROBANEATREET B AFRI—F ABISAT. BRE |

Returns

W

51. Investigational medicinal products should be returned
on agreed conditions defined by the sponsor, specified in
approved written procedures.

RBEMNREL, ARSNEFEOT. BREAShETAEE
YA RN

52. Returned investigational medicinal products should be
clearly identified and stored in an appropriately controlied,
dedicated area. Inventory records of the returned
medicinal products should be kept.

52 EHISh AR IBECEAISh  EICEEIA
TLAERAREREBHCRELEHTMIZAE, RiH
BREOEEEFERELGTAELSGL,

e) the trial subject identification number / treatment
number and where relevant, the visit number;

) the name of the investigator (if not included in (a) or (d);

g) directions for use (reference may be made to a leaflet
or other explanatory document intended for the trial
subject or person administering the product

(2935 83T b
FIMBF ORI DRBARESETED)

h) “for clinical trial use only” or similar wording;

(WARERICES I EBLOTERE

DESTRUCTION

BesE

53. The Sponsor is responsible for the destruction of
unused and/or returned investigational medicinal products.
Investigational medicinal products should therefore not be
destroyed without prior written authorisation by the
Sponsor.

53 ARIREE L. REARG/XUSHEAABRED RS
BEEET 5, TOIHRBRIKEENIE>TRALEX
BRUITABREERELTIIELEL,

54. The delivered, used and recovered quantities of
product should be recorded, reconciled and verified by or
on behalf of the sponsor for each trial site and each trial
period. Destruction of unused investigational medicinal
products should be carried out for a given trial site or a
given trial period only after any discrepancies have been
investigated and satisfactorily explained and the
reconciliation has been accepted. Recording of destruction
operations should be carried out in such a manner that all
operations may be accounted for. The records should be
kept by the Sponsor.

54, Bk, A, BURSHICABREER 1T, &4 DRERSE
EFES, L CRARIMNEC, AREEE XL
DREAABHELBRSURLZ TN IR, KE
FUABRIEDBIRM A 1, B —HEBHELHEOLERE
HHY . BESERSNRICECOTHRHARERER
BBV TRIEHFARRMRICEShENETH
B, BIEANMERORBRITOVNTIE, ETOEEERBT
f%é;ti(:ﬁhk ZORKILABKBENRELSTNIL
FHTEL,

i) the storage conditions;

ORERME

li) period of use (use~by date, expiry date or retest date as
applicable), in month/year format and in a manner that
avoids any ambiguity.

OEADRERDR, R EUEICSCTERR
B). B/ R RUVBSESZERTIRAT

k) “keep out of reach of children” except when the
product is for use in trials where the product is not taken
home by subjects.

BERELNEEITHLROENBEIIRG
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GENERAL CASE
For both the ouler packaging
and immediate contairer
5261
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IMMEDIATE CONTAINER
Where immediate container
and outer packaging remain
together throughout (§29)°

ablcde

BEFRAOSILER
BEEFELAENRCAETIRG (2ova 00

tsde
|

_

IMMEDIATE CONTAINER
Blisters or small packaging
units (§30)°

a‘b*cde

1 The address and telephone number of the main contact
for information on the product,

clinical trial and for emergency unblinding need not appear
on the label where the

subject has been given a leaflet or card which provides
these details and has been

instructed to keep this in their possession at all times ( §
27).

BETE O UERT
TURE-BER@PBELI R (EIY L 305

a2b3dcde

1 ARELARER. RURSHOERBMEOOOE
SEEEDIEFTOERE S L. HRE A MR O /NMF
PA—FORBEZHTNS, RIS hEEEREF T
?;5K%Eéhthé®f~E&witiiiéﬁ§ﬁ
Z3AN

2 The address and telephone number of the main contact
for information on the product,

clinical trial and for emergency unblinding need not be
included.

Fth DT £ O ET L EEB R AR TT AREL
Ly,

3 Route of administration may be excluded for oral solid
dose forms.

3 BERRIEEOAEREAIS VTR,

4 The pharmaceutical dosage form and quantity o?"dyosage
units may be omitted.

4 Al LR BRI,

5 When the outer packaging carries the particulars listed in
Article 26.

i NEENRETL A BICHESA TS

o
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Al (13) PIC/S GMP HAKIAY FHRvHIX14

R

MANUFACTURE OF PRODUCTS DERIVED FROM HUMAN
BLOOD OR HUMAN PLASMA

ERUERCErREREEZOME

PRINCIPLE

=AY

For biological medicinal products derived from human blood
or plasma, starting materials include the source materials
such as cells or fluids including blood or plasma. Medicinal
products derived from human blood or plasma have certain
special features arising from the biological nature of the
source material. For example, disease—transmitting agents,
especially viruses, may contaminate the source material.
The safety of these products relies therefore on the
control of source materials and their origin as well as on
the subsequent manufacturing procedures, including virus
removal and inactivation.

ErIE R e MR EEQ £ YEHERERKICONT, H
FFEREFMBOMBEE DR, XITHREEEES,
Ehm AR UEMUIEREQEERIE, FHHOEYEH
HEMECERROHEERS SO E TV FIRIE,
TANAD S IEEFREBEFRRMHEERLTOST
BN H D, o T EYBEERROREEIT, JL
AOBRERURELEZOZOROBESHITMA T, R
HHEVZOHRGEOEENERETHD.

particular “Note for guidance on plasma—derived medicinal
products (CPMP/BWP/269/95rev.2)”, “Virus validation
studies: the design, contribution and interpretation of
studies validating the inactivation and removal of viruses”
published in Volume 3A of the series “The rules governing
medicinal products in the European Community” may be
helpful.

BI|Z. CPMPIC&BH MRS, ¥ Note for guidance
on plasma—derived medicinal products
(CPMP/BWP/269/95rev.2) 14, [The rules governing
medicinal products in the European Community IO 3AS 2
I EN TS Virus validation studies: the design,
contribution and interpretation of studies validating the
inactivation and removal of viruses /2 ELEH A TH 5.

These documents are regularly revised and reference
should be made to the latest revisions for current
guidance.

(BAdb g (M e e OV AN

The general chapters of the guide to GMP apply to
medicinal products derived from human blood or plasma,
unless otherwise stated. Some of the Annexes may also
apply, e.g. manufacture of sterile medicinal products, use of]
ionising radiation in the manufacture of medicinal products,
manufacture of biological medicinal products and
computerised systems.

GMPF A F#ER &, FFIZRBIMAZVRY , EMIE R UER
MigEREEELICDERSND, £, FIALEEERER
DHECEESOEE~OERBITEOER, £WFEN
BEOBE, RUAE 2—FV T LEE DM D
Annext RHRIEREND,

The provisions of this annex apply to medicinal products
derived from human blood and plasma. They do not cover
blood components used in transfusion medicine. However
many of these provisions may be applicable to such
components and competent authorities may require
compliance with them.

AXEOHREG, EMLERCMEEEERZRISERS
hBM, BmAmER S ED AL TN LAL, Ch
SRENSIIMBERSILERATES S, FEOEEY
BIFCHLISHEATHLERDDIEENHD.

GLOSSARY

B

Since the quality of the final products is affected by all the
steps in their manufacture, including the collection of blood
or plasma, all operations should therefore be done in
accordance with an appropriate system of Quality
Assurance and current Good Manufacturing Practice.

MEPMEORERE, EERICSITE2TORETOE
AL BRASGORAICEEESZIHOT, ETOFER
BEYERE RIS R T LRUEH OCMPREIIZHE-T<E
DTHRITAIERESILY,

Necessary measures should be taken to prevent the
transmission of infectious diseases and the requirements
and standards of the European (or other relevant)
Pharmacopoeia monographs regarding plasma for
fractionation and medicinal products derived from human
blood or plasma should be applicable. These measures
should also comprise other relevant guidelines such as the
Council Recommendation of 29 June 1998 “On the
suitability of blood and plasma donors and the screening of
donated blood in the European Community1 (98/463/EC),
the recommendations of the Council of Europe (see
“Guide to the preparation, use and quality assurance of
blood components”, Council of Europe Press) and the
World Health Organisation (see report by the WHO Expert
Committee on Biological Standardisation, WHO Technical
Report Series 840, 1994),

BEFEOEBEHCODBENVETHY ., B B
AREEEOERFITEHSA TNSE IR P
REREER, RUSENREOREFOERBHELVRE
ISEELEITRIERDIEN, ChEoDHEREIL., 199846 H29
BIZERICKYHERIN T On the suitability of blood and
plasma donors and the screening of donated blood in the
European Community1 (98/463/EC)0, BRM SRS iE
2218 (Guide to the preparation, use and quality assurance
of blood components) . & Ui SRR BEHEHE (WHO) (the
WHO Expert Committee on Biological Standardisation,
WHO Technical Report Series 840, 1994) 4 &4 Z Dt
BRI EHARSAoO—BEHRT 50 TLHS.

Biood: Whole blood collected from a single donor and
processed either for transfusion or further manufacturing

Blood components: Therapeutic components of blood (red
cells, white cells, plasma, platelets), that can be prepared
by centrifugation, filtration and freezing using conventional
blood bank methodology

Medicinal product derived from blood or plasma: Medicinal
products based on blood constituents which are prepared
industrially by public or private establishments

mik: BArSEMENEnO LT, BnAXIEEL
AHERITMTENS,

MBS HEEDQMBELF—TOFEEBLRDLS
Bt 2B, RUERICLY/BON A RA MK S (il
B, BB, W3, /0 HR)

MmEREMBREERESR: AHBEIEREERIC
SO TTHEMICHESh MBS EREICLEER

QUALITY MANAGEMENT

SECF—TATR

1. Quality Assurance should cover all stages leading to the
finished product, from collection (including donor selection,
blood bags, anticoagulant solutions and test kits) to
storage, transport, processing, quality control and delivery
of the finished product, all in accordance with the texts
referred to under Principle at the beginning of this Annex.

BEICELZETOLTOIRE, DEYERM(FF—0RE.
Mg vy FEEER, RUT AR A RE,
Wik, MITE, REEE RURRUAORELETES
FELETRIEESEL,

2. Blood or plasma used as a source material for the
manufacture of medicinal products should be collected by
establishments and be tested in laboratories which are
subject to inspection and approved by a competent
authority.

HLABOEBRARCTHY EDRBESNEHRCTRAORY
HEShAFhEELEN,

1

/1

3. Procedures to determine the suitability of individuals to
donate blood and plasma, used as a source material for
the manufacture of medicinal products, and the results of
the testing of their donations should be documented by the
collection establishment and should be available to the
manufacturer of the medicinal product.

3 ERAOERMPELTEATIMBENTMEZRT S
BADEIEEEEHHFIRC. TORBHERE. ZBE
BRTXELL. ERESMELENFATESLSIZLTE
METRIEESAELY,
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4. Monitoring of the quality of medicinal products derived
from human blood or plasma should be carried out in such
a way that any deviations from the quality specifications
can be detected.

4 EMUERUEFUEEEERROGHL, LAHEDEA
B LOBBRELRHTELHEISTEZRY LT SNz
NIFEBI,

5. Medicinal products derived from human blood or plasma
which have been returned unused should normally not be
re~issued; (see also point 5.65 of the main GMP guide).

BOBESBHFLTIALAL . (GMPH A FD5.6588)

PREMISES AND EQUIPMENT BT
6. The premises used for the collection of blood or plasma |6. MI;& X [ % BT BRI, a0 N

should be of suitable size, construction and location to
facilitate their proper operation, cleaning and maintenance.
Collection, processing and testing of blood and plasma
should not be performed in the same area. There should be
suitable donor interview facilities so that these interviews
are carried out in private.

UHERA TES LS, BEARIE. #ER U TRith
FEBEN, MR CmEORER, MITRURRIZ, BC
BRI TIT>TIIRDIGEY, R —E BRI [CEHETED LS.

WYGRF—FEERYERSBETSHD,

7. Manufacturing, collection and testing equipment should
be designed, qualified and maintained to suit its intended
purpose and should not present any hazard. Regular
maintenance and calibration should be carried out and
documented according to established procedures.

(R,
WIEEREL, ThARBSRET LIRSS, s
RERLIIZRIL TSR EMMERT ARLRIE
fe&;ﬁsntﬂ@%l:m\imu XEICEELAITRIE
BB

8. In the preparation of plasma~derived medicinal products,
viral inactivation or removal procedures are used and steps
should be taken to prevent cross contamination of treated
with untreated products; dedicated and distinct premises
and equipment should be used for treated products.

IZBRETRNFASH, RBFERDEBRNRZFRL
BNBDRT Y TEBEEG T IEESEN, MEFERICD
7&\([;1‘;}%0)?%5'] TEHHRRUBBEEALGNIEES
CAAN

BLOOD AND PLASMA COLLECTION

TR U i IR O EFIER

9. A standard contract is required between the
manufacturer of the medicinal product derived from human
blood or plasma and the blood/plasma collection
establishment or organisation responsible for collection.

£ BB R OISO RE £ T 5168 X LR
S DRI IL, BEROHBETHSD,

10. Each donor must be positively identified at reception
and again before venepuncture.

10 BHRF—IX, BABEEARICRREICEANEESh
HIFRIERDAEL,

11. The method used to disinfect the skin of the donor
should be clearly defined and shown to be effective.
Adherence to that method should then be maintained.

1. FF—OEEOESFERIARICRES L., HEDH
PTHIZLARENATNIEESED, TLT, BFFE
OB AERENZITASES AL,

12. Donation number labels must be re-checked
independently to ensure that those on blood packs, sample
tubes and donation records are identical.

LERIET 5%, BMOESSALE. ERICBRERLAT
NFESEN,

13. Blood bag and apheresis systems should be inspected
for damage or contamination before being used to collect
blood or plasma. In order to ensure traceability, the batch
number of blood bags and apheresis systems should be
recorded.

DOMEBOWIRCRECERERELZTNIETSE
W, MR ATEEEERERICT 5, MK/ Sy LB S5
BEBO\YFESERRLIThIZELEN,
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TRACEABILITY AND POST COLLECTION MEASURES

FL—HEUTERMEDOREE

14. While fully respecting confidentiality, there must be a
system in place which enables the path taken by each
donation to be traced, both forward from the donor and
back from the finished medicinal product, including the
customer (hospital or health care professional). It is
normally the responsibility of this customer to identify the
recipient.

14 EAEROMERTENREL, IS T-{E5 miE
12D, RF—hoREE (FRISEREEE) €8 H
T ERERICESETORRE, 500K AMSHIE
EBTELVRATLERBLEMTNIZELIL, 53N BHE
AEHET SO BEBEOHELEHTHS,

15. Post—collection measures: A standard operating
procedure describing the mutual information system
between the blood/plasma collection establishment and
the manufacturing/fractionation facility should be set up
so that they can inform each other if, following donation:

15. BROWEE: UTORLAHI-HES, MERY
M SEIRERSEER & BUE/ D EHERM CHBILANTEDES
12 HEOHBEE L AT LN RSN AZEEREFIR
EERET I L

+it is found that the donor did not meet the relevant donor
health criteria;

R —ORERES T F—BECRBETHIEAD |

MotiHE

*a subsequent donation from a donor previously found
negative for viral markers is found positive for any of the
viral markers;

R OB IE AL AT—A—BREABETH-T-
R —h RO MBI X BHEERLSS

«it is discovered that testing for viral markers has not
been carried out according to agreed procedures;

HYROENEFIETIAINAT—I—RBRAEREE N
TWENZEAHIBEL I5E

-the donor has developed an infectious disease caused by
an agent potentially transmissible by plasma—derived
products (HBV, HCV, HAV and other non-A, non—B, non-C
hepatitis viruses, HIV 1 and 2 and other agents in the light
of current knowledge);

Fr—A\ mFERERICLHRBOFREELSHEIET
(HBV, HOV, HAV, Z DT %77 1JL A HIV-1/2, RU%E
OO REFRETHRADOEF) (L DBRIEERELGE

-the donor develops Creutzfeldt—Jakob disease (CJD or
vCJD);

“HOA YL IR (CIDRIEVCDI) #RELIHE

“the recipient of blood or a blood component develops
posttransfusion/infusion infection which implicates or can
be traced back to the donor.

MR FMRR S EREShEER, FF—LlEA S
BPRFPRENDMMEBREERIELIBE
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The procedures to be followed in the event of any of the
above should be documented in the standard operating
procedure. Look~back should consist of tracing back of
previous donations for at least six months prior to the last
negative donation. In the event of any of the above, a re—
assessment of the batch documentation should always be
carried out. The need for withdrawal of the given batch
should be carefully considered, taking into account criteria
such as the transmissible agent involved, the size of the
pool, the time period between donation and
seroconversion, the nature of the product and its
manufacturing method. Where there are indications that a
donation contributing to a plasma pool was infected with
HIV or hepatitis A, B or C, the case should be referred to
the relevant competent authority(ies) responsible for the
authorisation of the medicinal product and the company’s
view regarding continued manufacture from the implicated
pool or of the possibility of withdrawal of the product(s)
should be given.

LROBERSECLEEOMEEREL-FIREEER
LA RIERLin, @R &E, EREOBMmEOEEES
MoDEELer ARTETCOMAEHZELEES, LD
WINDA B 5E ., NyFREOFEEZ LT OYES
RITRIFELEN, BHT 5/ S FORROBEMZDL
TlE. ZETHEBUERFOT—NH (X, BilA SEE
ERTFISHTIRANEESNDLSITHDETOLME.
HREOFHE, RUEBESZEERICAK, WBICREL
B IEES g0, :ﬁéﬁ‘émﬁj’—»iﬁrﬁ?%m&r
HIVAHBV, HCV R [EHAVD B D BN R b=
BEEMORBEEETHIEREFISERL. s%#rb%é
T—LERVTHEEZHRTIONRREEZRYTIFEOM,
U O RBERALGIT NSRS,

19. Only batches derived from plasma pools tested and
found non-reactive for HGV RNA by nucleic acid
amplification technology (NAT), using a validated test
method of suitable sensitivity and specificity, should be
released.

19 B RERUVEEREE LN TF— a2 ERE
DR EIZLY | ZEEBIEIRE & (NATITTHCV RNA
E?ﬁﬁu@ﬁvﬁ;o#m T~ OHERTETHET ST

20. Testing requirements for viruses, or other infectious
agents, should be considered in the light of knowledge
emerging as to infectious agents and the availability of
appropriate test methods.

;i ,U%Ti.¥l~ﬁﬁ?é§*ﬁ®ﬂrfﬂ'ﬁr‘:ﬁ@]&;ﬁﬁ
TEOF AR R E B BICANTTIEELAEN,

16. Before any blood and plasma donations, or any product
derived therefrom are released for issue and/or
fractionation, they should be tested, using a validated test
method of suitable sensitivity and specificity, for the
following markers of specific disease-transmitting agents:

U/Rli E?’%T’&J@Hﬁﬁ#ﬂi’éﬁjﬁul- ﬁi(l)ﬁ*
EREEFI—A—COVWTEYEBRERVSRIESE
THN\) TS asFEORBHEEAVT. HRERBL
BHFNIEESIED,

<HBsAg;

‘HBsHLR

21. The labels on single units of plasma stored for pooling
and fractionation must comply with the provisions of the
European (or other relevant) Pharmacopoeia monograph
“Human plasma for fractionation” and bear at least the
identification number of the donation, the name and
address of the collection establishment or the references
of the blood transfusion service responsible for
preparation, the batch number of the container, the
storage temperature, the total volume or weight of plasma,
the type of anticoagulant used and the date of collection
and/or separation.

2. T LERUSBRAOEMNLEOGSLE, FiEE
BAXEEEOERAOEEISEREMIE ITEEL
RIFNIEGES T SOKELBRLOERNEHNES . ik
ROBHRERRMNIR M RO BIESR. 5RO
NyFES RERE. MEOLERXIERES AL
TWARMAEREEOEE, 2L RO EHEL-BE
MEREShTOEFRIERSEN,

»Antibodies to HIV 1 and HIV 2;

HIV-1/28 4K

+Antibodies to HCV.

~HCVHL iR

If a repeat-reactive result is found in any of these tests,
the donation is not acceptable.

o055 RYELEHER
fiﬁiﬁﬁbﬂinbﬁh\

(Additional tests may form part of national requirements).

22. In order to minimise the microbiological contamination
of plasma for fractionation or the introduction of foreign
material, the thawing and pooling should be performed at
least in a grade D clean area, wearing the appropriate
clothing and in addition face masks and gloves should be
worn. Methods used for opening bags, pooling and thawing
should be regularly monitored, e.g. by testing for bioburden.
The cleanroom requirements for all other open
manipulations should conform to the requirements of
Annex 1 of the PIC/S guide to GMP.

EICAVSMEORAEDEORER I EEYE
”“%ﬁ'l‘ﬂﬁ[-?’é% BELT— LB ARERELTR
IRUVFHEFALT, PKERTL—RDIU7IZTITS
Z&, /\‘J7®Fﬂﬁ§f‘@7"'}/’7 RUBMBOF I, 734
FN—FURBETIFICLY EHMICE=4—LAITh
[EE5730, Z i —T BB TSI TDEREIZON
TOII—N—ALIZEY ERBIEIL, PIC/S GMPH
AFDAnnex 1OEREBIE(CHS,

17. The specified storage temperatures of blood, plasma
and intermediate products when stored and during
transportation from collection establishments to
manufacturers, or between different manufacturing sites,
should be checked and validated. The same applies to
ery of these products.

17 BmERASMETHFET, NI HERSEEH AT |
HLEQMB LM, RUTHMREOBEORERE
[ERERLNAYT—La  ZEFEOLO TRITA IESH
Vo BESHIRR ORI OVTER#HTH D,

23. Methods for clearly distinguishing between products or
intermediates which have undergone a process of virus
removal or inactivation, from those which have not, should
be in place.

3. WG LML AREX IR EEIRICES S
F“igszun CEPREICE AT DA RERALLIT LR
LY,

. The first homogeneous plasma pool (e.g. after
separation of the cryoprecipitate) should be tested using a
validated test method, of suitable sensitivity and
specificity, and found non reactive for the following
markers of specific diseasetransmitting agents:

18. RO H—HMEET— L BIE7)ATL I ET—F
OB IE U T OREQERBERAOT—H—IT D0
TEUGBERVREEEEL, N F—~avEOR
ETHBEL, Shb[ZDWTRIBHERSENIEERAL
RIFNIRESAL,

24. Validation of methods used for virus removal or virus
inactivation should not be conducted in the production
facilities in order not to put the routine manufacture at any
risk of contamination with the viruses used for validation.

24 77 A W RABRERIERE OAFEN)T—ar
&, R F=2avCANDI AL RANEEDREISEA
THURIEEDLERNAICEEOEESAUTIRT-T
134570,

RETENTION OF SAMPLES

25. Where possible, samples of individual donations should
be stored to facilitate any necessary look—back procedure.
This would normally be the responsibility of the collection
establishment. Samples of each pool of plasma should be
stored under suitable conditions for at least one year after
the expiry date of the finished product with the longest
shelf-life.

25 AR THNIE, EAmET TSR AEETS
[CHATHERISRELTEMIThIEESR0, Sh
I;t BEROEROREHETHD, §T—ILnEOYH
Az onT, %%ﬁj—wEnﬁﬁfﬁméhkﬁﬁ@ﬂ%w
SHETRLEVADMMES DU OEMHMR T &L
AEBIERIZRE LB RS0,

“HBsAg -HBsHR
+ Antibodies to HIV 1 and HIV 2; -HIV-1/251fk
- Antibodies to HCV. ~HCOVHLIR

Confirmed positive pools must be rejected.

DISPOSAL OF REJECTED BLOOD, PLASMA OR
INTERMEDIATES

M. MR P e R OmE
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26. There should be a standard operating procedure for the
safe and effective disposal of blood, plasma or
intermediates.

26. M. MIFXEPHEGOREIONTEELZEDE
HREEFIELSOPICTHRELGRTIEREA,

BIER(14) PIC/S GMP (K342 FHRuVR156
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Qualification and validation

EEEEGRCAF—ay

Principle

RE

1. This Annex describes the principles of qualification and
validation which are applicable to the manufacture of
medicinal products. It is a requirement of GMP that
manufacturers identify what validation work is needed to
prove control of the critical aspects of their particular
operations. Significant changes to the facilities, the
equipment and the processes, which may affect the quality
of the product, should be validated. A risk assessment
approach should be used to determine the scope and
extent of validation.

1. AXBEEEZORECHTSEREEDETNY
F—2avORONTRRT S, EXROMIERSE
P EOBIAEBOEEVAENERSNhTNSILE
FEBAY 4. ED&SEAYT—2av EENRETHIN
BRTLILE. GMPOERTHD, WROREIZES
LA OH DI, RMBR UV TEITTT HERGER
EOBRENYT—2av e RBLATRIEEEEN, 3y
%-%{zzzzdgﬁ@&wzﬁ%ﬁ@?étw_ 1) R EHE
A wlo

PLANNING FOR VALIDATION

NJF—astE

2. All validation activities should be planned. The key
elements of a validation programme should be clearly
defined and documented in a validation master plan (VMP)
or equivalent documents.

2. BTONJF—avEBEHLNCHHBLTENE
FhEEsiin, NTF—2avIadSLOTELES
1. 3 F—2 a7 RE—~TSU(VMP)R ML, FhIZHE
LY LUHRICHBITHEL. BRUETAIZESEN,

3. The VMP should be a summary document which is brief,
concise and clear.

3. NJF =L R8—T5UE . . R R UBEL
EHRIETHE,

4. The VMP should contain data on at least the following:

4. N JF—2307 B~
BT —sEREHLATRIEESRLY,

(a) validation policy;

() IRYF =23 s—;

(b) organisational structure of validation activities;

(b) 1\ F—Sa  EFOBBOMEE,

(c) summary of facilities, systems, equipment and
processes to be validated;

(c) /\'}-r—-yaJ’&%B’ﬁ’éhE&, LRFLRRRUT
BomE

(d) documentation format: the format to be used for
protocols and reports;

=;

(e) planning and scheduling; () =R UEHE
() change control; HEREHE;
(g) reference to existing documents. o) BEOXEDSE

5. In case of large projects, it may be necessary to create
separate validation master plans.

5. KEBEOTIODIIMDEE, TORHOEF DY
g—va/vx'}z—j’?/i{’ﬁﬁﬁ?%_tﬁfbﬁai%‘“ﬁfd‘é

DOCUMENTATION

6. A written protocol should be established that specifies
how qualification and validation will be conducted. The
protocol should be reviewed and approved. The protocol
should specify critical steps and acceptance criteria.

BRI E N T—2a g2 E QST ERT HH
HEULBEIZ L5 IO UL AR LA EREAL,
TaraLIEBE ., RESVETAIERESEN, Tk
[CIFEEIRRURAREFRELE T NI,
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7. A report that cross-references the qualification and/or
validation protocol should be prepared, summarising the
results obtained, commenting on any deviations observed,
and drawing the necessary conclusions, including
recommending changes necessary to correct deficiencies.
Any changes to the plan as defined in the protocol should
be documented with appropriate justification.

7. EREEFELEL LAY F =30 TORLICHIET
|EFEERLUDTNIERESEN, REBRIEL, SUTF—a
UEREFELD. BBRLUEZETORBICHTEIAUMER
WL, REOREICHELGEEOREEEL . LELHKR
EREREIETRIELESAN, TOPLITEELLEEIC
EEEMZ BB, EYERUEOHREE DT, XEIZ
BELAThIEELERN,

8. After completion of a satisfactory qualification, a formal
release for the next step in qualification and validation
should be made as a written authorisation.

8. IR MEFHEASE Y5 T LRI, B Em AU/
YF—2aviBIF B RAT YT ADBITITOEERLT
FHENESh, EEILSHFTNTHOhBIL,

qualification should allow the finalisation of calibration,
operating and cleaning procedures, operator training and
preventative maintenance requirements. It should permit a
formal “release” of the facilities, systems and equipment.

SSET LR, ARIE. 1B4E,
RERFIR RSNV THHRTEEZMERET
BoENTED, ThISLYMER. VATFLRUEBOE
KUFERATEHEETREET DI,

Performance qualification

Bt ER RS

16. Performance qua!iﬁcaﬁbn (PQ) should follow successful
completion of Installation qualification and Operational
qualification.

REMREERERER (PQ) 2RELATREELEL,

QUALIFICATION TR HEET
Design qualification e B R T

9. The first element of the validation of new facilities,
systems or equipment could be design qualification (DQ).

17. PQ should include, but not be limited to the following:

17. BEERERERERL. UTEETCEETAA. o
NBICRESHAEOTIEHLY,

10. The compliance of the design with GMP should be
demonstrated and documented.

Installation qualification

11. Installation qualification (IQ) should be performed on
new or modified facilities, systems and equipment.

11 EAREREER (Q) £, FRXEERS I
B VAT LRUEEISHURBLETAERSEL,

(a) tests, using production materials, qualified substitutes
or simulated product, that have been developed from
knowledge of the process and the facilities, systems or
equipment;

(a) BLEHFEH BTSRRI A& X ITERELR
RS, IOV RUMEH, AT LRIZEEICETS
AR

(b) tests to include a condition or set of conditions
encompassing upper and lower operating limits.

HEEHTRET RS

12. 1Q should include, but not be fimited to the following:

12, BAREERERER Q). LTEa80IEET B
INBIZIREShAHOTIHAL,

(a) installation of equipment, piping, services and
instrumentation checked to current engineering drawings
and specifications;

@BRFOIL =7 RERCHRRICHLTREESh
R, BE. b—ERRUSHEDRM

(b) collection and collation of supplier operating and

18. Although PQ is described as a separate activity, it may
in some cases be appropriate to perform it in conjunction
with OQ.

18 BEEEERERRERILER L CRdED
B, HHBEIF T EBIEEEH I RB LI TRIE
TRLELBEITHD,

Qualification of established (in-use) facilities, systems and
equipment

19. Evidence should be available to support and verify the
operating parameters and limits for the critical variables of
the operating equipment. Additionally, the calibration,
cleaning, preventative maintenance, operating procedures
and operator training procedures and records should be
documented.

IREBERMS T, TORYUEEARAT DAMALTEA
BIEV, BIS R, %%, FPHMASTEER. BEFIER
U]j’F%%EJHﬁ?)IE&Uﬁaﬁﬁiﬁlzﬁﬂﬁéhmfﬂ!iﬁ
B,

PROCESS VALIDATION

ToeRAYF—ay

General

=

working instructions and maintenance requirements; [CRTFEHEFONERVES
(c) calibration requirements; (c) RIEEH

(d) verification of materials of construction. (d) HEOBEE

Operational qualification BB TR

13. Operational qualification (OQ) should follow Installation
qualification.

13 BHHERERRO K. ERFEEEER 0 &
ELAT LR,

14. OQ should include, but not be limited to the following:

14, B ERERERIE. LTESTIEET A, Sh

(a) tests that have been developed from knowledge of
processes, systems and equipment;

(a) TAER, YRTLARURBOMBEIICHRELHR

20. The requirements and principles outlined in this chapter|
are applicable to the manufacture of pharmaceutical
dosage forms. They cover the initial validation of new
processes, subsequent validation of modified processes
and revalidation.

20, COETH
ISEASND, IR TEOWENYT—ay, ZOHT
bhd. EESN IRV TONYF—2av RUE
RYF—L a2 oWTRET 5,

(b) tests to include a condition or a set of conditions
encompassing upper and lower operating limits, sometimes
referred to as “worst case” conditions.

(0) “T—Rr—AEH"EMSN DB ELH S, BEOL
E%ﬁ;ﬁﬁ’&@ﬁbré&ibf:s"é#~ BOE—EOEHES

21. Process validation should normally be completed prior
to the distribution and sale of the medicinal product
(prospective validation). In exceptional circumstances,
where this is not possible, it may be necessary to validate
processes during routine production (concurrent
validation). Processes in use for some time should also be
validated (retrospective validation).

FORIIFE TL TV NIEZSENE /Y F—3
V) CHAEHETIRUVMASMERIRICE W TIE, BE O
HER(CTOERNYF—2avERET S EARETH
(RN F—ay), X, BRICHHHEERELTNS
IRICONTH, A F—2avERBLIZIT IS
(ERERI/ Y F—Tar),
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22. Facilities, systems and equipment to be used should
have been qualified and analytical testing methods should
be validated. Staff taking part in the validation work should
have been appropriately trained.

22 ERT AR, AT LRVEEICOVNTGEEMERR
FEBL. SRR FRITOVTAYF—avERBLR
HhiEsiany, NYF—alFBEITBMT Ry
WEYNIEE Z T CWVERTRIERSAE0,
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23. Facilities, systems, equipment and processes should be
periodically evaluated to verify that they are still operating
in a valid manner.

23. JER. VAT L, KERVIRIL, ZhomFRIcHE
?ﬂ“é::‘:é’?ﬁ%ﬁ‘%t&)ﬁ%ﬂ"}l:ﬁﬁéﬂtl'h"bli'@%
£ON

Concurrent validation

RIBEY /N T—ay

PROSPECTIVE VALIDATION

Tl ) T3y

28. In exceptional circumstances it may be acceptable not
to complete a validation programme before routine
production starts.

28. BIS AR T Clk. BE O EEDORIEHIZ/NY
F—2avIngSLERT LENZEAHFTSN S,

24. Prospective validation should include, but not be limited
to the following:

24, FRMA)F—a CEUTFEELTEET AR C
NLITREShHHD TIEAELY,

(a) short description of the process;

(b) summary of the critical processing steps to be
investigated;

o) HET EFERLIREROWE

(c) list of the equipment/facilities to be used (including
measuring/monitoring/recording equipment) together with
its calibration status

(o) T 2EE JRF GAE /25— 28
EBEEY) WRIAREDRR

(d) finished product specifications for release;

(d) AT BHEDHOREREHDORE

29. The decision to carry out concurrent validation must
be justified, documented and approved by authorised
personnel.

HETRL, ELTAH—YFA AR R—Vrc kY RBSh AT
RIFEBIL,

30. Documentation requirements for concurrent validation
are the same as specified for prospective validation.

AT —LavIitHURESh 3O ER—THS,

Eo;t}‘ospective validation

ElRRRY/ S F—Sas

31. Retrospective validation is only acceptable for well-
established processes and will be inappropriate where
there have been recent changes in the composition of the
product, operating procedures or equipment.

TOAEREND, BROHS . AFEFIEX ST E
EAREEBIN T AB ST ES THDS,

(e) list of analytical methods, as appropriate;

O BETHEE . A AEOIRE

(f) proposed in—process controls with acceptance criteria;

0 EEHEEEEASRESN-THERE

(g) additional testing to be carried out, with acceptance @) BEHESR EWT ~AEEMAR, ROBE
criteria and analytical validation, as appropriate; HIBE ., ) F—iay
(h) sampling plan; OFPrAPZ

32. Validation of such processes should be based on
historical data. The steps involved require the preparation
of a specific protocol and the reporting of the results of
the data review, leading to a conclusion and a
recommendation.

DVTEELE N EAESAEN, SO/ F—as(SinE
BFIEIE. BEOTOrIL O, HEROHERREA~L
EBLIUT—HNDBEOHREOREFEEL L,

() methods for recording and evaluating results

(i) functions and responsibilities;

0 BHRUER

(k) proposed timetable.

(0 BESh-EREH OV CoiER

25. Using this defined process (including specified
components) a series of batches of the final product may
be produced under routine conditions. In theory the
number of process runs carried out and observations made
should be sufficient to allow the normal extent of variation
and trends to be established and to provide sufficient data
for evaluation. It is generally considered acceptable that
three consecutive batches/runs within the finally agreed
parameters, would constitute a validation of the process.

HEO—EON\VFABEOFETTRESND., Bif
MIZlE, TROBYELEAR R UVBRSRNBEICERY,
BEOEHOEERVERS MY, E-FFHED LD+
BT —aMREEIh AT AIEESE0, RRMIZEEL
12185 A— RN TOERI/ AvF  REN, ToeX)
F—LavERISELILTDONTIE, —RIZZ T AN
B TV5,

26. Batches made for process validation should be the
same size as the intended industrial scale batches.

26, TOEANJT—2asOidHETZA \vFE. B
THEEERE N VFER—H A X THRITRIERSEL,

33. The source of data for this validation should include,
but not be limited to batch processing and packaging
records, process control charts, maintenance log books,
records of personnel changes, process capability studies,
finished product data, including trend cards and storage
stability results.

33, CO/NTF—2avERBTEENDT—RELT, /Ny
FNIRUGERE. IREEFv—, BTEBLH.
ABEHERF, TRENRE. BRAI—FRURERE
HEREORBRURTFT—HOZTOMAEITENS,

34. Batches selected for retrospective validation should be
representative of all batches made during the review
period, including any batches that failed to meet
specifications, and should be sufficient in number to
demonstrate process consistency. Additional testing of
retained samples may be needed to obtain the necessary
amount or type of data to retrospectively validate the
process.

34. EIREM/UT—2abOih@RENFAVFIE H
BIHSLEVWEDLEE S, LEa—HiRpIc@EShi-
FTRTONYFERERL. FTOEAO—-AHRERT
HTHEHTHAICE, BBITDREAMMITIRET 2
EODBELEXISEBEOT—5%68/D5E. FEYVIILIZ
DNTEMBRBRADEITLDLLH .

35. For retrospective validation, generally data from ten to
thirty consecutive batches should be examined to assess

process consistency, but fewer batches may be examined
if justified.

LI10~30/ 3y F O F 4% TRt A0 —BHE T 5
F=HITRELAIThIEELEN, LML, EHLBRAHD
BEITIEEYDPRO Ay FTHEL,

27. If it is intended that validation batches be sold or
supplied, the conditions under which they are produced
should comply fully with the requirements of Good
Manufacturing Practice, including the satisfactory outcome
of the validation exercise, and (where applicable) the
marketing authorisation.

21, "y TF—2avn\yFERE. BT 581,
Th o OEBERKE/ Y F—2 3 o ORHOEMHR
ISOWTHSTHHRTHLHCLEEDH, MPOEHI
YIS BZATHHEIE) RREDEHICRLICES L
RFRIER B AL,

CLEANING VALIDATION

EFANUT—ar

36. Cleaning validation should be performed in order to
confirm the effectiveness of a cleaning procedure. The
rationale for selecting limits of carry over of product
residues, cleaning agents and microbial contamination
should be logically based on the materials involved. The
limits should be achievable and verifiable.

T=HIZEBLETIEESEL. BROBBMOFv—
F——, EEFIRCBEMF RIS OWTOREBOZR
SEIE. BT DR BN B MIBRARIE ST
WAL, IREEIGER ATEETHY | FARAL
AR TR MRS,
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37. Validated analytical methods having sensitivity to
detect residues or contaminants should be used. The
detection limit for each analytical method should be
sufficiently sensitive to detect the established acceptable
level of the residue or contaminant.

37, BEYRITERMEERETELREER T H/\Y

F—avREFR QS AEERVETITESRN, &
DA EHTDOVTOBREBRE, BEUShIFELAL
DEBYUTEZMAEEREET DHIT+HRETR
NFRBEEL,

38. Normally only cleaning procedures for product contact
surfaces of the equipment need to be validated.
Consideration should be given to non—contact parts. The
intervals between use and cleaning as well as cleaning and
reuse should be validated. Cleaning intervals and methods
should be determined.

38 GEHEITEBOUREMREIH T HERFIBOA/N
YTF—aVEERTIRENH L. EEMESIZHL
TEERLUETRIEALAEL, EANLEEETOLM.

BRI FEEILBFEAOECOHMOMBREMRIELLT

HIFEERL, REFBERRUFFEEZREUIIThIE L
L,

45, Facilities, systems, equipment and processes, including
cleaning, should be periodically evaluated to confirm that
they remain valid. Where no significant changes have been
made to the validated status, a review with evidence that
facilities, systems, equipment and processes meet the
prescribed requirements fulfils the need for revalidation.

45. EEERD. R, VAT L EBRVUIRE. £
hoNEHTHE_LERRT DA, EMMICEHET ST
Eo INUTF—2av FORBICHLERBERENTHNT
WS EITIE, MR, S AT L EBRUIEAFRED
BHISEESTHEVIRAEESLE A —EEETHIE

T, BT —=Savkaiad,

GLOSSARY
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39. For cleaning procedures for products and processes
which are similar, it is considered acceptable to select a
representative range of similar products and processes. A
single validation study utilising a “worst case” approach
can be carried out which takes account of the critical
issues.

39. BT HURRUIRISHTHRBFIRISONT,
BUMREUIRERORRYCHELZRRT HIEAHS
NBEZEZ LN TND, BEAGRBEEEZ LI "T—24
=R BIZDOWNT BRO/NYTF—L a2 EiETHT
ERTED,

40. Typically three consecutive applications of the cleaning
procedure should be performed and shown to be
successful in order to prove that the method is validated.

40] BERETEANF—La B E ChHHEE]
BT 55, BERSTFIES3EEHE CEMBL, BHBLEIE
ERSRTREREDLRN,

Definitions of terms relating to qualification and validation
which are not given in the glossary of the current PIC/S
Guide to GMP, but which are used in this Annex, are given
below.

AXETHEALTUIA, BITOPIC/SGMPA AR DO FIGE
HCFRFSN TOBWLERSHEHER U/ F—2avi
BETHHEOREEFUTIZRY,

Change Control

A formal system by which qualified representatives of
appropriate disciplines

review proposed or actual changes that might affect the
validated status of

facilities, systems, equipment or processes. The intent is
to determine the need for action that would ensure and
document that the system is maintained in a validated
state.

’&“E%‘IE

FESNIERARREDL, R, AT L EERIET
E@#ﬁnﬁé#’w" RRISEBERIZTAREMAHE, BE
RIGEITENFEBICONTHERTBERGL AT Lo
DA, PRTFLOSREESh RIS FShTW AT
LERIL. BHRTIEROLBRERETHIETHD,

41.”Test until clean” is not considered an appropriate
alternative to cleaning validation.

42. Products which simulate the physicochemical
properties of the substances to be removed may
exceptionally be used instead of the substances
themselves, where such substances are either toxic or
hazardous.

AL, %x‘ltiiﬁft%s’lﬁﬁb‘?ﬁw’é’%&un%éﬁ
MEBEROROYIZERTHIEMNTES,

Cleaning Validation

Cleaning validation is documented evidence that an
approved cleaning procedure will provide equipment which
is suitable for processing medicinal products.

HFIN)T—ar
ABSNRSGFIREETTHILT, EBHNEEROR
EITEVIEG ST LERIET A BTSN

Concurrent Validation
Validation carried out during routine production of
products intended for sale.

AR/ F—a0
HERARSOEREEDIZERTH\YF—ay

CHANGE CONTROL

EREE

43, Written procedures should be in place to describe the
actions to be taken if a change is proposed to a starting
material, product component, process equipment, process
environment (or site), method of production or testing or
any other change that may affect product quality or
reproducibility of the process. Change control procedures
should ensure that sufficient supporting data are generated
to demonstrate that the revised process will result in a
product of the desired quality, consistent with the
approved specifications.

BLER. B BREICHL, DS RERETE
DEBREICEEFRETHREOHIEFENRRSAL
&, ANEHBICOVTRLEFIEREHX TEAMRT
IS0, EEEBFIEFRNETHLET, ERED
TRIZIH>T BBICEETIRENRELBDILETR
3)51‘3’%’)3§ﬁt;ﬁ-’—@bfir&éhé:&{'{%%&bm#mi‘t%
EXAN

43 HERE. NSERER. TEEE. TERRE |

Design qualification (DQ)
The documented verification that the proposed design of

HEEE. /ZTA&U%EG)&EéhT— KETASETHA ) H #

and equipment, as
installed or modified, comply with the approved design and
the manufacturer’ s recommendations.

the facilities, systems and equipment is suitable for the RS et S AW o 1113

intended purpose.

Installation Qualification (IQ) o T BB SHER(Q)

The documented verification that the facilities, systems  |FEER, ¥ XF LR U EE AR XL ERIZ, KEBSh

S R UGS OBRIEET b X BRI

44, All changes that may affect product quality or

reproducibility of the process should be formally requested,

documented and accepted. The likely impact of the change
of facilities, systems and equipment on the product should
be evaluated, including risk analysis. The need for, and the
extent of, requalification and re-validation should be
determined.

44, WERENFIROBRECHETITREDHSD
ZTOEEE, ERXITREL, XBLLTRHRL. RKBTS
C& MR VAT LRUVEBOREARBICHLTRIE
FTEEL, YRS HEEOTEET L, BERMET

ERCE/NYT—avicwt T d0ESE. BbICZ 05

BEFRETHIE,

Operational Qualification (OQ)

The documented verification that the facilities, systems
and equipment, as

installed or modified, perform as intended throughout the
anticipated operating ranges.

SEERE B TR E(0Q)
WEE. S ATLREEARAREHREFIC, FESH
B HE CERUBYICEE T 5L XBELER
5

REVALIDATION

BARAYF—ar

Performance Qualification (PQ)

The documented verification that the facilities, systems
and equipment, as connected together, can perform
effectively and reproducibly, based on the approved
process method and product specification.

RSB EEEE(PQ) i
BERR, PATLRUEEE —HISERLR, REShz
IRERVERBSCE SO THRNICEREDTHIL
XL LIREE

6/8

7/8




Process Validation

The documented evidence that the process, operated
within established

parameters, can perform effectively and reproducibly to
produce a medicinal product meeting its predetermined
specifications and quality attributes.

TRERNF—Tar

WL LI/ 35 A—8NTBERT DTN, BRIZEDHLA
ERBERUREHECEET AERREMET 5703
ENICBREDHTHILE B LR
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PARAMETRIC RELEASE

ATV FTI—X

Vﬁ}sspective Validation
Validation carried out before routine production of
products intended for sale.

FRAJF -3
W AR SO EHBERNTS5 YT —ar

Retrospective Validation
Validation of a process for a product which has been
marketed based upon accumulated manufacturing, testing
and control batch data.

Re-Validation
A repeat of the process validation to provide an assurance
that changes in the process/equipment introduced in
accordance with change control procedures do not
adversely affect process characteristics and product
quality.

Risk analysis
Method to assess and characterise the critical parameters
in the functionality of an equipment or process.

RGBT

EIREAA)T—S3s
RIEFOUBO IRz DONTHTS, BElch-E, &
B, RUEBON\YFF—HB IO TF—a0

1. PRINCIPLE

1 RA]

1.1 The definition of Parametric Release used in this Annex

is based on that proposed by the European Organization
for Quality:”A system of release that gives the assurance
that the product is of the intended quality based on
information collected during the manufacturing process and
on the compliance with specific GMP requirements related
to Parametric Release.”

1.1 AXBTCHERSNS/NTAN VI~ RADEBIL R
MEREARORRICEICTRETRICBLTRES
MBS RV S AN 95— ICEHHCGMPO ERE
BICE&THLEY, WRORBRENBREENLOT
HAHZLERINT D HFTEHEDNLZT L)

B\ T—ay

EEEEFIFM->TEASh, TR RHIHTD
ZEHN, TROBERUVREOREICERENTNIL
ZRITDH0. IO\ F—LavOBYEL

1.2 Parametric release should comply with the basic
requirements of GMP,with applicable annexes and the
following guidelines.

12 1SS ARy — &R T B, 25 BPIC/s
AnnexERLTFDHARSA42 RU, GMPOEARHERSEE
(72 ot p p (e ey >y A

2. PARAMETRIC RELEASE

A IININ DR S

L8 T TIEDBEMEICE T D ERE/ TA—2E ALY
Bt 55E

2.1 It is recognised that a comprehensive set of in-process
tests and controls may provide greater assurance of the
finished product meeting specification than finished
product testing.

2B IRENHROEEERE Y 50T, Bkl
RORBEEMT DLLLIC, BEMSARRISEELT
WATERRITENALOLRBMEN TS,

Simulated Product

A material that closely approximates the physical and,
where practical, the chemical characteristics (e.g.
viscosity, particle size, pH etc.) of the product under
validation. In many cases, these characteristics may be
satisfied by a placebo product batch.

BigML

A T=La TORGITHER, RURAETR, £
BRI Z I HEEE L HIE . pH EMMIERISERT B
B, 2{DBE. ChoDFHEREBOTS AR/ vFIZ
KYiEzEhd.

2.2 Parametric release may be authorised for certain
specific parameters as an alternative to routine testing of
finished products. Authorisation for parametric release
should be given, refused or withdrawn jointly by those
responsible for assessing products together with the GMP
inspectors.

2235AN Y —R (&, BEOHRSABRORE

T RBEDQNGA—G—FFBTHLELTERBEND,
IXTAN ) —RORE,H T BVHELIL, BROE
BELGMPERENARTIISINETH S,

System
A group of equipment with a common purpose.

VAT L
HEOBMERTH—HOKE,

3. PARAMETRIC RELEASE FOR STERILE PRODUCTS

3 EREFIOSANyHYT—X

Worst Case

A condition or set of conditions encompassing upper and
lower processing

limits and circumstances, within standard operating
procedures, which pose the greatest chance of product or
process failure when compared to ideal conditions. Such
conditions do not necessarily induce product or process
failure.

J— X r—2R
BAENGEGLIEBLLIBEIC, HERX I TEATERE
RATRMERKET S, FEMERFIRRNIZETS, T
BRUKROLRETREREL-—DDEHT—E
D&M, ChoOFFEBTLLRKRITTEOKEE
BIERITHOTHIBLERIL,

3.1 This section is only concerned with that part of
Parametric Release which deals with the routine release of
finished products without carrying out a sterility test.
Elimination of the sterility test is only valid on the basis of
successful demonstration that predetermined, validated
sterilising conditions have been achieved.

JCOER, BERREERE T ICRBRUZOHBFTAE
HEEBEMICTINTAN) IV —OEHIZELT
BT, FEABOERKIE, HohLHEDHLN, /Y
F—arEOBEFEIERINIENTHTES
BIZDBEHTHD.
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3.2 A sterility test only provides an opportunity to detect a
major failure of the sterility assurance system due to
statistical limitations of the method.

32 ABREOHEHMLRRICEY . FEERIL, BEED
RIS ATLICERGRIMAHHEERETIHEER
HIBDHTHD,

3.3 Parametric release can be authorised if the data
demonstrating correct processing of the batch provides
sufficient assurance, on its own., that the process designed
and validated to ensure the sterility of the product has
been delivered.

33 NTAMIYY =R NUFHRELLEEENCE

EHATHT 2T DLON, BROJBEEORE D0
[ZEEteh, NUF—Lavsh TR/ Ay FHRESh
lEEHSRIETESHAIC, SN D,

3.4 At present Parametric release can only be approved
for products terminally sterilized in their final container.

BB AT NTAN YT JU—RE.
RENTONARGOAIEEENS,
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3.5 Sterilization methods according to European(or other
relevant)Pharmacopoeia requirements using steam, dry
heat and ionising radiation may be considered for
parametric release.

35 MBS T OBET BHFOERICHE =, &
R, ERL AT AEBMEHREED, 1 5AN) YT —R 0
HETHD,

3.6 It is unlikely that a completely new product would be
considered as suitable for Parametric Release because a
period of satisfactory sterility test results will form part of
the acceptance criteria .There may be cases when a new
product is only a minor variation, from the sterility
assurance point of view, and existing sterility test data
from other products could be considered as relevant.

36 —EHMITh= A REARBRBEE OREA/ZAN V)
YY—REZIFANDELED—E LS5, TRTHE
GITHLTIRSAN) w1 — Z’éﬁﬁﬁj‘é:c‘:li‘ #FELL
BUEEZLND, HEBENBEEERIEOBANL, BF
ORBITHUTERAERLT>1-00OTHY, TO L%
BRI ONWTORFEORERRO T~ ERAShDHE
EZLbNhB5ALHYED.

3.7 A risk analysis of the sterility assurance system
focused on an evaluation of releasing non—sterilised
products should be performed.

3T MBLERTOENER IO N THA T OHEET>
TUESTHEMICEREF ST EEERIEVATFLDOUR
TEHEETHRETRIEESEL,

« Al instrumentation was in calibration.

“The sterilizer had a current validation for the product load|*
processed.

T—*/azéh'a\%;...to

3.8 The manufacturer should have a hlstory of good
compliance with GMP.

38 WEEET. GMPESFIZ OV TR REBEEE UL
hIEELEL,

3.9 The history of non sterility of products and of resuits
of sterility tests carried out on the product in question
together with products processed through the same or a
similar sterility assurance system should be taken into
consideration when evaluating GMP compliance.

3.9 GMPESEIHET DRI, LRAROBRERRS

EOBRERVEEABOBEROBELELIC, ALK
EHROBEREMERIEDOD AT LTHESN BB &IZDL

THONBOBEEEEBLZITRIEELEN,

3.10 A qualified experienced sterility assurance engineer
and a qualified microbiologist should normally be present
on the site of production and sterilization.

310 T, BREA T SR BRI B8 R UGB
EPIESELNWER VBB ETSBRICESFELE
N,

3.17 Once parametric release has been granted, decisions
for release or rejection of a batch should be based on the
approved specifications.Non—compliance with the
specification for parametric release cannot be overruled by
a pass of a sterility test,

3T 1ENTGAN )Y —R R B Sho, HRETAIED
I LRFESRRICESEOTRIFNIEES,
INSANJ DY) —ZADBFRICESLENEDOE  BERR
BEDIERIZE>TELTTALEL,

4. GLOSSARY

4 FIEE

etric release

INGAN YY) —Z

A system of release that gives the assurance that the
product is of the intended quality based on information
collected during the manufacturing process and on the
compliance with specific GMP requirements related to
Parametric Release.

gé)_lfél BOTREShBERR T TAN 51—

(LD ZGMPOERFEADERCEOZ, UROK
Eﬁ<ﬁfhf:£®?%%:k§%§ﬁ?‘%~ A EHE
DI RF

Sterility Assuarance System

3.11 The design and original validation of the pro&;;?mg
should ensure that integrity can be maintained under all
relevant conditions.

SNBSHARUVDHADOR RN\ T—2avTBNT, &
SUABHLDIEET DR T THESATNSILER
LIRS,

The sum total of the arrangements made to assure the
sterility of products. For terminally sterilized products
these typically include the following stages;

HENREMEERILTSBICRRT 5 EDFEEST,
SRREAEGICENTE, LELEUTOFERIZELT,
EENERITTS.

a) Product design.

BE R

3.12 The change control system should require review of
change by sterility assurance personnel.

32 EEBEHELATFLTHE, BEETICEHAELED
BEEZERLETAIEESL

3.13 There should be a system to control microbiological
contamination in the product before sterilisation.

17-1.\75\7&<'Clzt7§bm\

b) Knowledge of and, if possible, control of the
microbiological condition of starting materials and process
aids ( e.g. gasses and lubricants.)

b) BRME RV IRRBFELLE0 (B FARTER |
E% IR REER O, RS S T EYFEIRED
B

3.14 There should be no possibility for mix ups between
sterilised and non sterilised products. Physical barriers or
validated electronic systems may provide such assurance.

314 BENOESEFEEOUREZERT SR Rl
WESISLETNIZRLEN, YIRS B T
ig’/a)iﬁ‘&ﬁﬁO)E?B’ﬂ*‘/Zv’—/_«l:;éﬁ%ﬁtﬁéif%

3.15 The sterilization records should be checked for
compliance to specification by at least two independent
systems. These systems may consist of two people or a
validated computer system plus a person.

3.15 WERRIE. TEBRBICESLTVAILE. BE2D
DIILI=L AT LTHRBTILENH D, ThbDP R
T Ll 2ADABHNEANYF—LavFERIvEa—4
LRFLEIADAETHEATHS,

3.16 The following additional items should be confirmed
prior to release of each batch of product.

316 HAVFOEBOMFEHIZ. LT OEE ORRA D
EThb,

¢) Control of the contamination of the process of
manufacture to avoid the ingress of microorganisms and
their multiplication in the product. This is usually
accomplished by cleaning and sanitization of product
contact surfaces, prevention of aerial contamination by
handling in clean rooms, use of process control time limits
and , if applicable, filtration stages.

o) WEP~OBMENORARTIEMESLTZH0, #
EBRISHITDELNER BH RRE

FRE D HEFRUHEE, 7Y~ L —LTORYIENZLL
LRFEROMLE, TEEFEEMORER, XRLTEHHE

Ik 2B TROERICE>TEREND,

d) Prevention of mix up between sterile and non sterile
product streams.

ﬁ REEARUERBOHZOHROMTOERON |

+ Al planned maintenance and routine checks have been
completed in the sterilizer used.

FERALEREROHBISESOUTFUREREORE
AETETLTISI L,

- Al repairs and modifications have been approved by the

sterility assurance engineer and microbiologist.

ETOHBINED, BERIHE é%tﬁ&&%?ﬁé%w
RBE/LNTNBIE,

) Maintenance of product integrity. o) HEnZEEDHER
) The sterilization proess. DRETE N
) The totality of the Quality System that contains the O THREHE %5, FIEE. £ HECORR. 5 E

Sterility Assuarane System e.g. change control, training,
written procedures, release checks, planned preventive
maintenance, failure mode analysis, prevention of human
error, validation calibration, etc.

BIERSTE. Xﬁfﬁf*— Foif. AMITS—D 0. /UF—Sa
;1\ RIES. BEMRELATLZECRECVATLAOSR
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Reference and retention samples

SERRUVBEHFEYLTL

1. SCOPE

1. EAREE

1.1 This Annex to the Guide to Good Manufacturing
Practice for Medicinal Products(“the GMP Guide”) gives
guidance on the taking and holding of reference samples of
starting materials, packaging materials or finished products
and retention samples of finished products.

1.1 BEEROEOHDGMPHAE(“GMPH AR 5F
XEE HERE. O XNIREREGOBSERYLTIL
ELRITRRERORES L TIIOVTOEREUVE
FICETIHAF U RERET S,

2.2 It is necessary for the manufacturer, importer or site of
batch release, as specified under section 7 and 8, to keep
reference and/or retention samples from each batch of
finished product and, for the manufacturer to keep a
reference sample from a batch of starting material (subject
to certain exceptions — see 3.2 below) and/or intermediate
product. Each packaging site should keep reference
samples of each batch of primary and printed packaging
materials. Availability of printed materials as part of the
reference and/or retention sample of the finished product
can be accepted.

22 HEEER MAEE. VI \vFOHFNARHTEER
MY HHAMIDNTE, TRUSIEICRESh TS K31
BREKOZ/ \UFHoOBERKRU/TRET LTIV
%, F . MEEEITOVWTIREERBEAvFALDS
ERYUTIL BN HHEEERELT—UT D325
BYGOLPRMBSERETILEN DD, EBES A+
&, —RAMBRVERFHDEHOENVFIIONT, S
ERYUTINERETHL, BREZOBERLTVLE
gﬁw’;btu& HRAAOAHERETHILLHSN

1.2 Specific requirements for investigational medicinal
products are given in Annex 13 to the Guide.

1.2 ABREICETHHE OB HFRACFISHT SAnnex
1BICESN D,

1.3 This annex also includes guidance on the taking of
retention samples for parallel imported / distributed
medicinal products.

13 AXEICEX, WiTlA  EEShHEERITON
TOREFEV U TIERICET2H(T U REEE,

2.3 The reference and/or retention samples serve as a
record of the batch of finished product or starting material
and can be assessed in the event of, for example, a dosage
form quality complaint, a query relating to compliance with
the marketing authorization, a labelling/packaging query or
a pharmacovigilance report.

23 SERBULREY L IILE, BRESROEH R

REHDSYFIZOWTOREDREIER L. EHIZ

13, HHORHIZHIHEN. WERB~OBEEEE

THEH, SNIVRR S BEICET SR, TTREE

gﬂﬂiﬁgﬁ%&%t:ﬁﬁ?éﬁﬁﬁiDf:i%él:.?%?{ﬁﬁ?%):t
NTED,

2. PRINCIPLE

2. JREl

2.1 Samples are retained to fulfil two purposes; firstly to
provide a sample for analytical testing and secondly to
provide a specimen of the fully finished product. Samples
may therefore fall into two categories:

OENIESHRBRBOY L TIVERETEATHY., B
DERNERELBRURKORAIDETHD, Lizh>TH
INE2DOATFI)— B 5N,

2.4 Records of traceability of samples should be
maintained and be available for review by competent
authorities.

24 HOTLQEHTREOERERESL, FELE
DBREICHTHILNTERLSICLTEIE T A IERSE
AN

3. DURATION OF STORAGE

Reference sample: a sample of a batch of starting material,
packaging material or finished product which is stored for
the purpose of being analyzed should the need arise during
the shelf life of the batch concerned. Where stability
permits, reference samples from critical intermediate
stages (e.g. those requiring analytical testing and release)
or intermediates that are transported outside of the
manufacturer’ s control should be kept.

SESYUT N HERY. SHXERERE/ SyFOH
IINT, BT OEHHRAIC. REEAECHG

BILHWETSEMTRESNSLD . REEN RN D
BaI. WENEELHHBEALOSERY LTI (I
AEATHBRR VRO TRICEDHSEOTFHELE

T5L0). XEPHMS THEEEOETENA RSN
SHOLRETHIEL,

3.1 Reference and retention samples from each batch of
finished product should be retained for at least one year
after the expiry date. The reference sample should be
contained in its finished primary packaging or in packaging
composed of the same material as the primary container in
which the product is marketed (for veterinary medicinal
products other than immunologicals, see also Annex 4,
paragraphs 8 and 9).

3 HERESOZA\VFHoOSERRUEFYUTIL
&, PEKELBHHREBENFMERETH L, 55
SYUTIE, SRUSERTTIRE—RAE, RiE—
RAEBERA—BETHRINBHRTRELVETAENS
1, (REFHEAZR<ENBEERCEL T, Annex
4Mparagraphs 8RUPIEBBD L, )

Retention sample: a sample of a fully packaged unit from a
batch of finished product. It is stored for identification
purposes. For example, presentation, packaging, labelling,
patient information leaflet, batch number, expiry date
should the need arise during the shelf life of the batch
concerned. There may be exceptional circumstances
where this requirement can be met without retention of
duplicate samples e.g. where small amounts of a batch are
packaged for different markets or in the production of very
expensive medicinal products.

BREFVIIL: BRAZONVFHLRYBLE-ELIZE
FENTBRE T, - EEEOHICRESH
5. BT OEDHRAT. FIXIERAKOFE. &
. INVRR, BEERY—TLY NUFFU—
FAYREOHEROBENELIIBEOE-HTHS, fIX
FEAyFOLEERLDITBAGICBETHIHE, XL
BISHMTERGOMEDLIIZ, ERLEYUTILER
ELECTH, COBKITHE TEMNHRREDLH S5,

3.2 Unless a longer period is required under the law of the
country of manufacture (whose competent authority is a
PIC/S Member), samples of starting materials (other than
solvents, gases or water used in the manufacturing
process) should be retained for at least two years after
the release of product. That period may be shortened if
the period of stability of the material, as indicated in the
relevant specification, is shorter. Packaging materials
should be retained for the duration of the shelf life of the
finished product concerned.

32 BLEEITSEGRRFLFBHPIC/s A THHE) Dk
T, FYRWHRABERESNTOANRY, MEREY VT
WEEET A THEASN AN, H A IZKUIEE
ROUFAEHERDUEL2EMIIRESNDE. £
DHFEIE. BT HRBITREND LSS, RHOREN
MEYFNMERICIERLTOE . BH [T LUHERER
OEDFRETRELES IR,

For finished products, in many instances the reference and
retention samples will be presented identically, i.e. as fully
packaged units. In such circumstances, reference and
retention samples may be regarded as interchangeable.

SERAIZOVTIE, BLOFFITBERRUREFEYSLTIL
FR—DOME, ThbbREecaESh - ARG LY
%0 ZDEIFRRTIE, BERRUVRFY VT ILIEHESR
WEEERGEND,

4. SIZE OF REFERENCE AND RETENTION SAMPLES

4. BEZRUEFYTLOKE
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4.1 The reference sample should be of sufficient size to
permit the carrying out, on, at least, two occasions, of the
full analytical controls on the batch in accordance with the
Marketing Authorisation File which has been assessed and
approved by the relevant Competent Authority /
Authorities. Where it is necessary to do so, unopened
packs should be used when carrying out each set of
analytical controls. Any proposed exception to this should
be justified to, and agreed with, the relevant competent
authority.

41 BEQYUINIE BRNYFIZDNT, ZATHH
BUBCLYBESAEBSN TOIEFRRBETI7MIL
12t ERAH T ERELE(EE2EERTHDIZE
NERETCHEITIEELEN, ThEERTILENHD
BE, EANRBROERICITREHOLOEEVGITA
IR0, FINERETDHIFEICIE, RN TIHELR
2R HHDRAZITL. BEEZHRIThIERSEN,
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4.2 Where applicable, national requirements relating to the
size of reference samples and, if necessary, retention
samples, should be followed.

42 BETEBE SERYUIL RUBEZEAIC
g} {%fﬂ-yj)bwﬁﬁ(:%?%%@%’-‘r%ﬁ% Lith
EHTELN,

4.3 Reference samples should be representative of the
batch of starting material, intermediate product or finished
product from which they are taken. Other samples may
also be taken to monitor the most stressed part of a
process (e.g. beginning or end of a process). Where a batch
is packaged in two, or more, distinct packaging operations,
at least one retention sample should be taken from each
individual packaging operation. Any proposed exception to
this should be justified to, and agreed with, the relevant
competent authority.

43 BEGYUI NI Tho RSN HREEH, &
HRSEBRUKONYFERETELOTRITAIL
B, DY T LETEOBREXNADOHMNSES
WAL, TEROBOXIEEYEE=2—4 5O BRI
Fhidanian, NyFE2 O EOJMEOEETaEY
BHEEIE. TNETNOBEEENSDLEHTIODOER
YT VERRLUETNIEESEN PINEIRET D5

. BETHENBICEEEOHRBEETL. AREE R
Ll IEEsia,

7.1 Reference samples are for the purpose of analysis and,
therefore, should be conveniently available to a laboratory
with validated methodology. For starting materials and
packaging materials used for medicinal products, this is the
original site of manufacture of the finished product. For
finished products, this is the original site of manufacture.

11 BERYUTLESHENTHS A, N\UT—ar
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8. RETENTION SAMPLES - GENERAL POINTS

8. BRETUIIL—ERIEES

4.4 It should be ensured that all necessary analytical
materials and equipment are still available, or are readily
obtainable, in order to carry out all tests given in the
specification until one year after expiry of the last batch
manufactured.
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8.1 A retention sample should represent a batch of finished
products as distributed and may need to be examined in
order to confirm non—technical attributes for compliance
with the marketing authorization or national legislation. The
retention samples should preferably be stored at the site
where the Authorised Person (AP) certifying the finished
product batch is located.
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8.2 MELL

5. STORAGE CONDITIONS 5 REEE

51— 5.1 FELL

5.2 Storage conditions should be in accordance with the |52 e sz Rkalc—R WA, BET2E51F
marketing authorisation (e.g. refrigerated storage where ABES) LTOEFRIEESEN,

relevant).

8.3 Retention samples should be stored at the premises of
an authorised manufacturer in order to permit ready
access by the Competent Authority.
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6. WRITTEN AGREEMENTS

6. ZFE(MYRHE)

6.1 Where the marketing authorization holder is not the
same legal entity as the site(s) responsible for batch
release, the responsibility for taking and storage of
reference/retention samples should be defined in a written
agreement between the two parties in accordance with
Chapter 7 of the PIC/S Guide to Good Manufacturing
Practice. This applies also where any manufacturing or
batch release activity is carried out at a site other than
that with overall responsibility for the batch and the
arrangements between each different site for the taking
and keeping of reference and retention samples should be
defined in a written agreement.
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8.4 Where more than one manufacturing site is involved in
the manufacture importation/packaging/testing/batch

release, as appropriate of a product, the responsibility for
taking and storage of retention samples should be defined
in a written agreement(s) between the parties concerned.
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9. REFERENCE AND RETENTION SAMPLES FOR
PARALLEL IMPORTED/PARALLEL DISTRIBUTED
PRODUCTS

9. MTHA/ EFEEESNEHRIHTEEERRTRE |
#HUTNL

Note: This section is only applicable if the national
legislation deals with parallel imported / parailel distributed
products.

FEZENERICETRATETHETLE A RESh
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9.1 Where the secondary packaging is not opened, only the
packaging material used needs to be retained, as there is
no, or little, risk of product mix up.
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6.2 The Authorised Person who certifies a batch for sale
should ensure that all relevant reference and retention
samples are accessible at all reasonable times. Where
necessary, the arrangements for such access should be
defined in a written agreement.

X, 2 TOBETIEERRVEFTI VTN, ZELGH
IRz 7o XA CH A EERRICUAIThIEES A
W BB EE. TOLILETIEAD-HORYRS
% XS E2HRICEEUSIThIERS 0,

6.3 Where more than one site is involved in the
manufacture of a finished product, the availability of
written agreements is key to controlling the taking and
location of reference and retention samples.
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9.2 Where the secondary packaging is opened, for example,
to replace the carton or patient information leaflet, then
one retention sample, per packaging operation, containing
the product should be taken, as there is a risk of product
mix—up during the assembly process. It is important to be
able to identify quickly who is responsible in the event of a
mix~up (original manufacturer or parallel import assembler),
as it would affect the extent of any resulting recall.

9.2 BIA[EH—PUBEXIERERHBRY—ILIMERYE
Z A5 T REEEFRHTHESIE. MITREP T
BEOURINHBI=. AEEEBICEHRAYDREY
SN EFRRT 528, HR—BREANRIS/-I580
HEEFEONBETEDLIICLTHLI LK (RELE
FHUMEAETHAMEAHILTES), ROBRROTEEF
BT55.BETHD,

10. REFERENCE AND RETENTION SAMPLES IN THE
CASE OF CLOSEDOWN OF A MANUFACTURER

7. REFERENCE SAMPLES - GENERAL POINTS

1. B3ERIUVIN—2RIEER
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10.1 Where a manufacturer closes down and the
manufacturing authorisation is surrendered, revoked, or
ceases to exist, it is probable that many unexpired batches
of medicinal products manufactured by that manufacturer
remain on the market. In order for those batches to remain
on the market, the manufacturer should make detailed
arrangements for transfer of reference and retention
samples (and relevant GMP documentation) to an
authorised storage site. The manufacturer should satisfy
the Competent Authority that the arrangements for
storage are satisfactory and that the samples can, if
necessary, be readily accessed and analysed.
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10.2 If the manufacturer is not in a position to make the
necessary arrangements this may be delegated to another
manufacturer. The Marketing Authorisation holder (MAH) is
responsible for such delegation and for the provision of ali
necessary information to the Competent Authority. In
addition, the MAH should, in relation to the suitability of
the proposed arrangements for storage of reference and
retention samples, consult with the competent authority of
each country in which any unexpired batch has been
placed on the market.
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