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SAMPLING OF STARTING AND PACKAGING MATERIALS

REEUBHOYLTIT

PRINCIPLE
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Sampling is an important operation in which only a small
fraction of a batch is taken. Valid conclusions on the whole
cannot be based on tests which have been carried out on
non-representative samples. Correct sampling is thus an
essential part of a system of Quality Assurance.

FUTYL T TEEREETHLIN., TOBREIZENT
RuFOLESHSOAHEFERTE, 2HEARLAOLYY
FIZDOWTERBEREL LA T, 2FNICHERE
WMEELCEETELN, ST BELY LTS DER
FRE R RTALAICESTRARGEHETH D,

Note: Sampling is dealt with in Chapter 6 of the Guide to
GMP, items 6.11 to 6.14. These supplementary guidelines
give additional guidance on the sampling of starting and
packaging materials. :
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PERSONNEL
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1. Personnel who take samples should receive initial and
on—going regular training in the disciplines relevant to
cotrect sampling. This training should include:

1. Yo7 EERTIARR BEAY LTS IZET
ARHICONWTHEHAREVBEL-EHMNIIEEZT5
Eo COM—=2FERTEEL L

=sampling plans,

BV T T REEL

~written sampling procedures,

-XE{ESh-H TV TFIR,

*the techniques and equipment for sampling._

HTN T DO ORITRNEE.

*the risks of cross—contamination,

-RIGEFDYRY.

*the precautions to be taken with regard to unstable
and/or sterile substances,

FRREURV/ X EREOYHICHLIRON S ETFE
HRE.

*the importance of considering the visual appearance of
materials, containers and labels,

B BB RUSANVOAERRIZOWTERET SIS
DEEHE,

=the importance of recording any unexpected or unusual
circumstances.

WAVESFHIE S, RIXFERERIRRIZOLTHERT
BLEOEEM,

STARTING MATERIALS

HH R IR

2. The identity of a complete batch of starting materials
can normally only be ensured if individual samples are
taken from all the containers and an identity test
performed on each sample. It is permissible to sample only
a proportion of the containers where a validated procedure
has been established to ensure that no single container of
starting material will be incorrectly identified on its label.
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3. This validation should take account of at least the
following aspects:

3. CONYT—1aviEdidkt U TORmEEET A
&

=nature and status of the manufacturer and of the supplier
and their understanding of the GMP reguirements of the
Pharmaceutical Industry;

-REFRVCEBEAORERVRIE, EXEHFEFDOGMP
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*the Quality Assurance system of the manufacturer of the
starting material; ‘

HERMOHRESDHERESRATL;

*the manufacturing conditions under which the starting
material is produced and controlled;

-HERHEZELEL, FELTWSRESRM,

|=the nature of the starting material and the medicinal
products in which it will be used.

EEREOEERUCNO S ERT SERROEE, |

|Under such arrangements, it is possible that a validated
procedure exempting identity testing of each incoming
container of starting material could be accepted for:

ZDESLFEOT, HERHOEARNERICOVNTHE
RRABRERBRTHN\)T—2avEHOFIREERET S
&Rt UTFIZRETHERBIIOLWTERESNS:

= starting materials coming from a single product
manufacturer or plant;

CH-RRAEREREITENMARTHHAEREN,

=starting materials coming directly from a manufacturer or
in the manufacturer's sealed container where there is a
history of reliability and regular audits of the
manufacturer's Quality Assurance system are conducted
by the purchaser (the manufacturer of the medicinal
products or by an officially accredited body.
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It is improbable that a procedure could be satisfactorily
" |validated for:

FRIZONTHRHMNAYF—a & BT HEE BT
DZERHTHS: .

- starting materials supplied by intermediaries such as
brokers where the source of manufacture is unknown or
not audited;

- JO0—A—D LS frE I LY eI A FERH T,
HERSTHRIEEShTWVELNES;

« starting materials for use in parenteral products.

SERTRICERYT AR,

4. The quality of a batch of starting materials may be
assessed by taking and testing a representative sample.
The samples taken for identity testing could be used for
this purpose. The number of samples taken for the
preparation of a representative sample should be
determined statistically and specified in a sampling plan.
The number of individual samples which may be blended to
form a composite sample should alse be defined, taking
into account the nature of the material, knowledge of the
supplier and the homogeneity of the composite sample.
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PACKAGING MATERIAL

o

5. The sampling plan for packaging materials should take
account of at least the following ; the quantity received ,
the quality required , the nature of the material (e.g.
primary packaging materials and/or printed packaging
materials), the pcoduction methods, and the knowledge of
Quality Assuarance system of the packaging materials
manufacturer based on audits. The number of samples
taken should be determined statistically and specified in a
samplin plan.

5. @HOYLT)THBEIXDEEBUTOREEREIC
ANBTE ZRUKE. MELTHIHRE. EFOME(—
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MANUFACTURE OF LIGUIDS, CREAMS AND OINTMENTS
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PRINCIPLE
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Liquids, creams and ointments may be particularly
susceptible to microbial and other contamination during
manufacture. Therefore special measures must be taken to
prevent any contamination.

BE 2)—LFIRUEER X, BERIBEYrhon
BIEREINOT N #->T. FEEFHTIFNEFR
EZELATAIEESEL,

Note: The manufacture of liguids, creams and ointments
must be done in accordance with the GMP described in
the PIC Guide to GMP and with the other supplementary
guidelines, where applicable. The present guidelines only
stress points which are specific to this manufacture.

3 R, S)—LEUERBERIOHEE(IPIC/sGMPH AR D
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PREMISES AND EQUIPMENT

BYRURE

1. The use of closed systems of processing and transfer is
recommended in order to protect the preduct from
contamination. Production areas where the products or
open clean containers are exposed should normally be
effectively ventilated with filtered air,

1. EEMALERERE TS0, BLER UREIC XA
AT LDFANEREND ., HRITRARENERF
ABEPBEINIEEXIET, EE, HBINERTH
RMIBRETILENDD.

2. Tanks, containers, pipework and pumps should be
designed and installed so that they may be readily cleaned
and if necessary sanitised, In particular, equipment design
should include a minimum of dead~legs or sites where
residues can accumulate and promote microbial
proliferation, ‘

2. 820, BR.BERURTILERLEL HEICEL
THBLPTOELIICHREIL TIRGTEAETHS, &I,
FEFE T, TYRLT 0, BBMAEELMEY OB
Féﬁ"éﬁiﬁé'li’%B%h@&é%ﬁﬁ’&%ll‘ﬂﬂl:?'{%'@ﬁ

3. The use of glass apparatus should be avoided wherever
possible, High quality stainless steel is often the material of
choice for product contact parts.

3. ARG RYVASAEBDERERTIANETH D, <
DHE. MR EEMTITSEIEREDATULARF—
LAHHELTRIRSNS,

PRODUCTION

Wi

4. The chemical and microbiological quality of water used
in production should be specified and monitored. Care
should be taken in the maintenance of water systems in
order to avoid the risk of micrabial proliferation. After any
chemical sanitization of the water systems, a validated
flushing procedure should be followed to ensure that the
sanitising agent has been effectively removed.

4, BEICBOTHAT KO EEREUMEM PN SY
#EEL. EoA—T 2R ERHD, MEMBEBED)VR 0%
BET218 . KOATLDRSFEBICEEELSIHELND
B, KR T LDILFEREERICIT/ AN F—30%FE
FEOISYL LT RIBITH->THEENDRENIZRESH
Tl EF BT 2RENRDL,

5. The quality of materials received in bulk tankers should
be checked before they are transferred to bulk storage
tanks.

5 AL y0——EFTRANREMHEREILVIZBT
B, MEERERLGINEELEN,

6. Care should be taken when transferring materials via
pipelines to ensure that they are delivered to their correct
destination. :

6. EEISLYRHHEREY SR, ELL VB S ICEIE
NBHTLEERIT BLIITERLETAERLEL,
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7. Materials likely to shed fibres or other contaminants, like
cardboard or wooden pallets, should not enter the areas
where products or clean containers are exposed.

7. R — L RIEARED L YED &SI, BHEPED
MOELRELELIITLOE, WERITHRESh-BE
HREBESNARBICAh TIZASAL.

8. Care should be taken to maintain the homogeneity of

. |mixtures, suspensions, ete. during filling. Mixing and filling -
processes should be validated. Special care should be
taken at the beginning of a filling process, after stoppages
- |and at the end of the process to ensure that homogeneity
is maintained.

8. ETCATIX. BAaW. BARFOHEUEHRTILLS |
(ZEBITAETHD, BAIRRUFETALIRICENY |
F—LavEERLATAEESED, SEEE#BET 5
H, FRTATEORKK. DNERVITEOKTHRIZR
BHISEBLAFRIERLEL,

9. When the finished product is riot imﬁﬁediétéiy'packaged. '

the maximum period of storage and the storage conditions
should be specified and respected.

O R AL aELLVVEEE. EROGRAEN
MR CEEEEEEEL. BEUEHAIERLE,
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MANUFACTURE OF PRESSURISED METERED DOSE
AEROSOL PREPARATIONS FOR INHALATION

EEEFXARAFIOBE

PRINCIPLE

R A

Manufacture of pressurised aerosol products for inhalation
with metering valves requires some special provisions
arising from the particular nature of this pharmaceutical
form. It should occur under conditions which minimise
microbial and particulate contamination, Assurance of the
quality of the valve components and, in the case of
suspensions, of uniformity is also of particular importance.

EEEEN\NLIZHBALEEEEXORAFOHE
(F. COFIBOEEMECIN O DEBFRLEBRENE
Rahd, Chold. HEMELERUMAFFEEB/ME
293G TrabELAThELELELD, /SN THEET R
) gf\ FLTERROBS B ORIELFICEE
.-G [+]

Note: The manufacture of metered dose aeroscls must be
done in accordance with the GMP described in the PIC
Guide to GMP and with the other supplementary
guidelines, where applicable. The present guidelines only
stress points which are specific to this manufacture.

F.EEEERXRAFOEEIIPIC/sGMPHARRY,
LI EHBRETFOMOMBBIRAA MRS AL hIE
B FHARSAU I, WAFIOEEICET 2H¥H4
RAVMZERT B

GENERAL

£ E ]

1, There are presently two common manufacturing and
filling methods as follows:

1. — IS RO2BHAOHERURTATELNS D,

a) Two—shot system {pressure filling). The active ingredient
is suspended in a high boiling point propellant, the dose is
filled into the container, the valve is crimped on and the
lower boiling point propellant is injected through the valve
stem to make up the finished product. The suspension of
active ingredient in propellant, is kept cool to reduce
evaporation loss.

a) 2RIETAEZEMERTA) . mnaOEFAIZHEDRK
REFBEL. BEREBRICHKTAT R NI TEEES
B, NN TRATLENLTERSDEFREFATLE
IC&-THREMSZAETH, BREICKDBERERLT -

| SIS BHAPOEMR OB HEREEERICRD.

b) One—shot process (cold filling). The active ingredient is
suspended in a mixture of propellants and held either under
high pressure and/or at a low temperature. The suspension
is then filled directly into the container in one

shot,

b) —EFETAZ(GHFETA) BHAORESMIZHZE
REBEL. SETRUV A/ RIZERTIZHEFTH. EL
T, BB, Bk, FRICTIRITETAT S,

PREMISES AND EQUIPMENT

EYRURE

2, Manufacture and filling should be carried out as far as
possible in a closed system.

2 WERUETARARERYIE—XFVRTLTER
LA hidimbizt,

3. Where products or clean components are exposed, the
area should be fed with filtered air, should comply with the
requirements of at least a Grade D environment and should
be entered through airlocks.

3 MERTHERFHADBAMAABRSNAREIZTS5:B
ENfEREMBL, TOREIL, DiadEt I L—FDIRE
OEREM/-L, T7OVIENLTAELAINIE LM
AN

PRODUGCTION AND QUALITY CONTROL

HERVREEHE
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4. Metering valves for aerosols are a more complex
engineering article than most pharmaceutical components.
Specifications, sampling and testing should be appropriate
for this situation. Auditing the Quality Assurance system of
the valve manufacturer is of particular importance.

4 BARIOEEBE/ LIE, BEOEZELAOIERE
REYBEM, BRAELRHBRTHL. Lo TEYLGH
.UV TV T RURBABETCHD, /I TREEE
DRBRIEATLEEETHLENFICEETHD.

5. All fluids (e.g. liquid or gaseous propellants) should be
filtered to remove particles greater than 0.2 micron. An
additional filtration where possible |mmed|ately before filling
is desirable.

| BEST

5. 02350 FUAEEMETERET B BI-. a‘éxfd)

A BRI, &, BN EREROBERAD E5BLE
(TS, ARETH NI, ’ﬁi"CA;G)'EHIJI-JEbI]G)Z:
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6. Containers and valves should be cleaned using a
validated procedure appropriate to the use of the product
to ensure the absence of any contaminants such as
fabrication aids (e.g. lubricants) or undue microbiclogical
contaminants. After cleaning, vaives should be kept in
clean, closed containers and precautions taken not to

" |lintroduce contamination during subsequent handling, e.g.
taking samples. Containers should be provided to the filling
line in a clean condition or cleaned on line immediately
before filling.

6. BREBUNNLTE., fﬂH_L'Cnﬂnn@*ﬁﬂJ]ﬁl](ﬁ']Z.li\ 5
RFNGE) O X3 FLME., NI BT MED R
tﬁa‘a BINES, HEMBADOFERIZONTET ALY

—LavEEREOFIETCHRELEFAIEESEL, i
f&‘ NUVTEESETERShER/GEL. )Y
FHEDFDHROIRBFERELELRENRIIZT LY
DOFHHBEECLFRIEELAN, BRI, FRKRE
DEERTCASAVITHBTIMN, TTAERIZFA L
THSELG NIRRT,

7: Precautions should be taken to ensure uniformity of
suspensions at the point of fill throughout the filling
process.

7. FCATIREREZELT. FCABRICHITARERL |

WEITED K5, EELEThEARLEL,

8. When a two—shot filling process is used, it is necessary
to ensure that both shots are of the correct weight in
order to achieve the correct composition. For this purpose,
100% weight checking at each stage is often desirable.

8. —EFECALEEFEAYTHESE, ELLVERERET |
A5, EE50 Ayt ELVEBE CHAEERIILY
FhiFEniEly, FOEHIZE. BT, FEETiond
BDFIvIETIENEELN,

9. Controls after filling should ensure the absence of undue
leakage. Any leakage test should be performed in a way
which avoids microbial contamination or residual moisture.

9. RCARDIREELERL. TEYEV—I58ESH
HWNESITLEIFNIEEDARL, U—0HER L, MEMFR
RIFHEE R OFRELRTIFETRELA T hITES

IELy,
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COMPUTERISED SYSTEMS
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PRINGIPLE
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The introduction of computerised systems into systems of
manufacturing, including storage, distribution and quality
control does not alter the need to observe the relevant
principles given elsewhere in the Guide. Where a
computerised system replaces a manual operation, there
should be no resultant decrease in product guality or
quality assurance. Consideration should be given to the
risk of losing aspects of the previous system by reducing
the involvement of operators.

FE.RE AUREEEZEOHELXTLIZOY
Eoa—42{t ATLEEALTH, PIC/S GMPHAF Ot
OREOETFOLHEMIELLLGL, AVE2—2{EP R
TLBEADFICKSERICEERL->-BEICE. BEM
THSRERTSERIECBITAETARBES TGS
W FRL—2DEEMNFLT HHEIYFS, HERTD
??fb\%ﬁ&bhéﬁ'lﬁd)UR’)‘!:OL\‘C%JEL?’;I*J‘#LI:R?

PERSONNEL

AR

1. It is essential that there is the closest co—operation
between key personnel and those involved with computer
systems. Persons in responsible positions should have the
appropriate training for the management and use of
systems within their field of responsibility which utilises
computers.This should include ensuring that appropriate
expertise is available and used to provide advice on
aspects of design, validation, installation and operation of
computerised system.

1L EELABRUVAVE 12—V AT ALIZCEEETEARL
DEIz, REGEENAHLIZENAFTARTHL EEHD
ABOFL FLoEELFICBLCaVYEL—4%ER
TAHAEFICODLWTVATLOERLFEROIEEZ=R T
HiFniEistiin,

BULAEMREARBSN, OvEFa—2 S AFLDOEE.
N F=av EMERCEECELBEERMBETEDSLS
LA nIEAESAL,

VALIDATION

NYF—iay

2. The extent of validation necessary will depend on a
number of factors including the use to which the system is
to be put, whether it is prospective or retrospective and
whether or not novel elements are incorporated, Validation
should be onsidered as part of the complete life cycle of a
computer system.This cycle includes the stages of
planning, specification, programming, testing,
commissioning, documentation, operation, monitoring and
changing.

2. \UTF—Lav BB BGESVE, VAT LORASH
A%, YT —Lar AP RN EEBNTHLO M,
RUAFhLFHEROAEESOE{DERICKET
B N)T—2avFavEa—8L RTLDZAIYAIL
ERO—MELGTLEEZ L MTOIRGEEED, COBAIL
[SILETEL F4&. A5 5205 R, ERRR. CER
#%. B, E=2 T RUVEEORENH D,

SYSTEM

VAT L

3. Attention should be paid to the siting of equipment in
suitable conditions where extraneous factors cannot
interfere with the system.

3 N AEFAS A LEHET A E0h 0. BULEE
D FICEBERBLAMGTHISHELAL,

4. A written detailed description of the system should be
produced (including diagrams as appropriate) and kept up
to date.

It should describe the principles, objectives, security
measures and scope of the system and the main features
of the way in which the computer is used and how it
interacts with other systems and procedures

4 DRTAITONT, G sERE &L BYTEE
FEATISLESD) . BIRITOREIZLTEM T
NnIEAESL,

FRA., B8, ¥ VT HEOFERUVVATLDER
gH, avEa—20FELNFIZE F53EREE. RUE
?gwiﬂaa)vx-?A&UﬂEaa)*EE{’ml:o!,\ﬁaﬁ
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5. The software is a critical component of a computerised
system. The user of such software should take al
reasonable steps to ensure that it has been produced in
accordance with a system of Quality Assurance.

5. YOI TFIEAE - AT ALIZEST, EEIZE
BLUEETHD, FOLSEYINIzFOREREIX. VIk
T NRERES AT LAICNEGEShI-CLERRET
5=, & TORYLGEIFIFERELLTAITTSE

(A

6. The system should include, where appropriate, built=in
checks of the correct entry and processing of data.

6. L AT AREUARAECE, ERAT—AADBUT—
BBV THET 1= b OWEELEARAFA TV
FRIEEBEL,

|7. Before a system using a computer is brought into use, it
should be thoroughly tested and confirmed as being =~
" |capable of achieving the desired results.]f a manual system
is being replaced, the two should be run in parallel for a
time, as part of this testing and validation.

7. AVEA—8F AWV AT AAERISH SN BRI, f]

EMISRBEEEL. PHEYORENERENLILE

BALLZHNEELE, AR BERZ SNBHE
1. RBRU/F—o 3y D—BELTUEO MM R
EELFLCERTHCL,

8. Data should only be entered or amended by persons
authorised to do so. Suitable methods of deterring
unauthorised entry of data include the use of keys, pass
cards, personal codes and restricted access to computer
terminals. Consideration should be given to systems
allowing for recording of attempts to access by
unauthorised persans.

8. T—AX, FERIT-EBHDOHNATHNIEIETES
ST TN IR IEEL R,
EROLWNTF—2AAZEELE T 5B AERELT.

F— NRH—F, BAI—FOER, BRUaE 12—
RADOTIERAFBRET LN, HBOLWENT I
ALEBELEBEVRATLICERBEAEELTSIEZDNT
EETHIL,

9. When critical data are being entered manually (for
example the weight and batch number of an ingredient
during dispensing), there should be an additional check on
the accuracy of the record which is made. This check may
be done by a second operator or by validated electronic
means.

9 BELT—ARFEAN BRI RSO NHLEOE
BERUNYFES) ShHBS. RROEREIZONTE
MOREREIThATRITEELEL, '
COBERITE20FAL—EXIFN\)T—avwEER
DBEBFHFRICKUEETES,

10. The system should record the identity of operators
entering or confirming critical data,,

Authority to amend entered data should be restricted to
nominated persons,

Any alteration to an entry of critical data should be
authorised and recorded with the reason for the
change.Consideration should be given to the system
creating a complete record of all entries and amendments
(an "audit trail”)

10. EEL TSN ANRIIREREZ T ol=ARL—2DF
EAAVE 1AL AT LELTREIND IS (ZH-TLV
[FhiFhsiln, AAShi-F—42%2EET2ER (T4
shi=-FICRBLGFhERESE0n, EET—FAAICH
THNMGELZERLRBSh, BZEFICOLWTOERS
HIZRBENEE. TRTOAIRMEENDTLFNH
R HBEEE S AT LAICHARAD ZEITONWTEREL
it CEERER")

11. Alterations to a system or to a computer program
should only be made in accordance with a defined
procedure which should include provision for validating,
checking, approving and implementing the change. Such an
alteration should only be implemented with the agreement
of the person responsible for the part of the system
concerned, and the alteration should be recorded. Every
significant modification should be validated. '

1 P 2FLRFAVEL—4T RIS LICHT HERIE.
R F—Lay, R, RRRUVEERBOFRAFLED
LNt=—BOFIRICHS LIS E>TOIMTICEMNTE

e

FEIL. BALLDIVAT LRSI EEEFT5E
OREZET.HTEETED, X, BEEFITETHEL
RiFhiEshn, EXGEREICOVWTIEAYT—avE
ERELATRITAELEL,

12. For quality auditing purposes, it should be possible to
obtain meaningful printed copies of electronically stored
data.

12. REEEOBHORD. EFHICRESN-T—4FI
DT, BEEDOOLMS (A E2—45BPREFTDLI4E
O);C*HL\) FIRIaE —ABondL3ZLTENETFHITE
BIELY, :
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13. Data should be secured by physical or electronic
means against wilful or accidental damage, and this in
accordance with item 4.9 of the Guide. Stored data should
be checked for accessibility, durability and accuracy.If
changes are proposed to the computer equipment or its
programs, the above mentioned checks should be
performed at a frequency appropriate to the storage
medium being used.

13. FAHAFDAEBITHEL, T—REI MBI EB RIS
A=l MENREEFHFRICIVYRESREH
NiFshn, BESR TR DOWTF /R 0THetE,
BEMEEUVEREICOWTHEELS AL, OV
Eoi—4EEXRIFOIOTSAICRLEEETIHEIE.
FEHTLEEEFICEALTENGERET, LdoRERA
RITShDIE,

14. Data should be protected by backing—up at regular
intervals. Back-up data should be stored as long as
necessary at a separate and secure location.

14 F—AE BRI YT 773 b Ll  RUBRLAIT

ML, NI T YT F—R I RELRY ., BN R
SHBAICRELZTNIEELAEL,

15. There should be available adeguate alternative
arrangements for systems which need to be operated in
the event of a breakdown. The time required to bring the
alternative arrangements into use should be related to the
possible urgency of the need to use them. For example,
information required to effect a recall must be available at
short notice.

15, S RTLNRELEBSISERT OBMNLGRBF B
FHELTEMEFNEESEL,
REFBREERICERTEOIZETLRMIL. ThonfE
AZELELTHRAEICEELTLVETRIERSEN, #
AIF, BURERITS bR ELERIE, $CISHATE
AE3ZLTENMETIEESLL,

16. The procedures to be followed if the system fails or
breaks down should be defined and validated. Any failures
and remedial action taken should be recorded,

16. VAT LAHEL-BEIESTT AR IENREEEN.
) FT—La 2 RBLIE TR IERSE, :
;\b\;‘;éJFE& BEUEREL-REBEELEGLATRIE
LY, :

17. A procedure should be established to record and
analyse errors and to enable corrective action to be taken.

17. RRE&ZBHLAML, TLREREDERTERREE
THFIEEREIL LA TSN,

18. When outside agencies are used to provide a computer
service, there should be a formal agreement including a
clear statement of the responsibilities of that outside
agency (see Chapter 7).

18. AvEa1—4 —ERFRET 5 B BEEERTS
Be. FOSANEEOEFICOLTEHECE#EL-ERS

| BEREFHBLTORIThERLAL., B 185,

19. When the release of batches for sale or supply is
carried out using a computerised system, the system
should recognize that only an Authorised Person can
release the batches and it should clearly identify and
record the person releasing the batches.

19. AEaA—2L RFLEFERALE:, REX (RGO =6
Oy FOREFEFHRICHENTIL, YAFLZA—YS
AXEIR—=V o DA NBE A EHIERREG I EE L.
NyFOHBEAEHEFEREL-EEZHEITEHEL, T&H
THEHRENRHDS.
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USE OF IONISING RABIATION IN THE MANUFACTURE
OF MEDICINAL PRODUCTS

EEREEICHITHERBSHROER

INTRODUGTION

FX

Ionising radiation may be used during the manufacturing
process for various purposes including the reduction of
bioburden and the sterilisation of starting materials;
packaging components or products and the treatment of
blood products.

BHBARE. (A N—ToORDPHAERY, B4
O BE R U i & B ﬁ@nn@kﬂ%@*ﬁﬂ&ﬁﬂ’]@‘ﬂm
TRIZERTS. :

There are two types of irradiation process: Gamma
irradiation from a radioactive source and high energy
Electron irradiation (Beta radiation) from an accelerator.

BEEECE_DORRIITh 55, RN EEDH R
EALOT T RBAEESINERNSOBTRILY—
DET (A2 NERREETHS,

Gamma irradiation: two different processing modes may be
employed:

A HRGTEE
ChIZIZZ DO RA-T 21 T DRBE—FERATHIL
MTED,

(i) Batch mode: the products is arranged at fixed locations |1)7\wF =3

around the radiation seurce and cannot be loaded or o REoEHEIZE .Eéhf’h%l-ﬁﬂ%'&h’ BE%'JTF'
unloaded while the radiation source is exposed. [CIZBR BT TR R T ST &IETEALY,

(ii) Continuous mode: an automatic system conveys the 2)EE

products into the radiation cell, past the exposed radiation
source along a defined path and at an appropriate speed,
and out of the cell.

HRATEHE (L) RICABEBETHRESh, HESh
ERREEVTEE CRESN T ERL . BETEL
L#HEIND,

Electron irradiation: the product is conveyed past a
continuous or pulsed beam of high energy electrons (Beta
radiation) which is scanned back and forth across the
product pathway.

BEFREFEE
Ok EEXE/ LR TEARRORRICREv S
hEBIRLF—BTF (A—2) #RBBLTIESIS.

RESPONSIBILITIES

B

1. Treatment by irradiation may be carried out by the
pharmaceutical manufacturer or by an operator of a
radiation facility under contract (a “contract
manufacturer”), both of whom must hold an approptiate
manufacturing autherisation,

1. BRI XARBIFEFEA—HAR (FRAL-BEEE (F
FSLEEE) - TERENS, WTFhDIFETE, B
fsbEF Ao TR R TS,

2. The pharmaceutical manufacturer bears responsibility
for the quality of the product including the attainment of
the objective of irradiation. The contract operator of the
radiation facility bears responsibility for ensuring that the
dose of radiation required by the manufacturer is delivered
to the irradiation container (i.e. the outermost container in
which the products are irradiated).

2. WEA—NIE, BEOBMERRT H5SLETH, Him
ORBICHLTEEZES. BRESHN XX, HEA—D
AERLE-GENBSE (oL, RRARHShIE
LMD ER) ICBHINCEEREET HREEZRS.

3. The required dose including justified limits will be stated
in the marketing authorisation for the product.

3 EUMARESNEREZESUERREL, HADERRE
EZRE#IhD.

DOSIMETRY

FREAIE
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4, Dosimetry is defined as the measurement of the
absorbed dose by the use of dosimeters. Both
understanding and correct use of the techniaue is
essential for the validation, commissioning and control of
the process.

4 BEAER, REAZHEALTRIREZAETSHL
EEFESN D, COBRNOBBLEELWMERIE, NUT—
Ay BRRUIBEEOEELRTHS,

5. The calibration of each batch of routine dosimeters
should be traceable to a national or international standard.
The period of validity of the calibration should be stated,
justified and adhered to.

5 BEERTABENOE/ I \vFOREIX. BERXIZIE
BREE IR TULVRIThIIERS WL, BEAE D CH LM
BIZDWWTERk L, Z4H%ERL., BLEIThIEELA
LY,

6. The same instrument should normally be used to
establish the calibration curve of the routine dosimeters
and to measure the change in their absorbance after
irradiation. If a different instrument is used, the absolute
absorbance of each instrument should be established.

6. BEBREHOF YT L —Lavh—TJ &R LI-#EE
BHEROBREDELEFNE T DR, FLRESR
AERATLONEN, BULSEBEEATHESICE. £
hEhOHBBDRSRAEEREILTH L,

7. Depending on the type of dosimeter used, due account
should be taken of possible causes of inaccuracy including
the change in moisture -content, change in temperature,
time elapsed between irradiation and measurement, and
the dose rate.

1. EATAEEDEATICELT, BE. BE. B
THLREFEFTCORBNRRUBERFOEREEEZET
TEATEEEOHIERICDZ, WYNRETHE,

8. The wavelength of the instrument used to measure the
change in absorbance of dosimeters and the instrument
used to measure their thickness should be subjest to
regular checks of calibration at intervals established on the
basis of stability, purpose and usage.

8. WEFOBRAEOELERNET HRFOERRVRE
SOEsERLBEL, REL, BERRUERZEEEL
THEL-ERTRIELAT RIFE5E0,

VALIDATION OF THE PROCESS

ot F—L3>

9. Validation is the action of proving that the process, i.e.

. |the delivery of the intended absorbed dose to the product,
will achieve the expected results, The requirements for
validation are given more fully in the note for guidance.on
“the use of ionising radiation in the manufacture of
medicinal products”.

9. \F—La ik, TR (ELRKE~OERLRIRE
)N EYORREGLBEIHT BTATHD. /N
T—arDERBHEAL, TER#EOREICHETSER
BEHROR AT 5EHORICIYFELIRT,

10. Validation should include dose mapping to establish the
distribution of absorbed dose within the irradiation
container when packed with product in a defined
configuration. :

10. A TF—Pav(Zik HESh-BE TS EEaL:
B, BRERORRSEOSAERITI-HOHE
‘?‘yj”&ﬁ&)tlfhlfﬂfﬂ;t\o

i1. An irradiation process specification should include at
least the following:

1. BHIBELHRICE, DEEHUTORHEERET S

a

a) details of the packaging of the product;

a) HEOAEICEHTLHEEE

b) the loading pattern(s) of product within the irradiation
container. Particular care needs to be taken, when a
mixture of products is allowed in the irradiation container,
that there is no underdosing of dense product or
shadowing of other products by dense product. Each mixed
product arrangement must be specified and validated;

by BEEAOEROERERE

I, BEANTEROREENTIhIESE. BRE
OBEETEOCEREIRICE >THhORBITENTESR
YLAWEIZ, BIZBET 5L BB 28R0RER
eI, /N T—2avERELEThIERLEL,
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¢) the loading pattern of irradiation containers around the
source {(batch mode) or the pathway through the cell
{continuous mode);

o) #RRDEHE QR TEOBAKE (Vv FR) . XSRS
ERAOAAT R (BRI

d) maximum and minimum limits of absorbed dose to the
product [and assoclated routme dos:metry]

B BROHA/BIRRREE (RUHET 5 HROR
BAE

e) maximum and minimum limits of absorbed dose to the
irradiation container and associated routine dosimetry to
monitor this absorbed dose;

e) Fﬁﬁﬂ’éd)ﬁk/ﬁd\ﬂ&ﬂﬂﬁﬁﬂ)ﬂﬂﬁ{ &U_GD‘F;?E
(BRI HAEOREIE

f) other process parameters, including dose rate, maximum
time of exposure, number of exposures, etc.

N REE REORAED. RAEAREOTOMOTO
TRINGA—R—

When irradiation is supplied under contract at least parts
(d) and (e) of the irradiation process specification should
form part of that contract

SHABHERICERTHEE. ML dEEERNE
[SESETRIEESEL,

COMMISSIONING OF THE PLANT

W Oasvia=wy

General

[

—

12. Commissioning is the exercise of obtaining and
documenting evidence that the irradiation plant W|||
perform consistently within predetermined limits when
operated according to the process specification. In the
context of this annex, predetermined limits are the
maximum and minimum doses designed to be absorbed by
the irradiation container. It must not be possible for
variations to occur in the operation of the plant which give
a dose to the container outside

these limits without the knowledge of the operator.

12. A3wiaZ 4k, TRERRICE->TEIEYT SR, BB

SERABLMALHEDON-IRERNTHEL THEETS
BEDIMEREBL. X, XBLTIEETHL, COXE

DHEREIZELT. HEMLHEH-IRELL, BHHENR
WFBEIINEREHENLBR A RIMEBEDZLETHS. &

BOEERDIz, BEEANSTIZ, ChioDREMIN
= ENBREBICBIAIEIBETAH->TITELR
L\O

13. Commissioning should include the following elements:

13, A2yl a= U FCE LTOERESEEL 2L,

a. Design; a. BREt
b. Dose mapping; b. @9
¢. Documentation; c. X&1t

d. Requirement for re-commissioning.

d B.J3viaz S  OEREE

Gamma irradiators

Hor iR RS IR

Design

&t

14. The absorbed doss received by a particular part of an
irradiation container at any specific point in the irradiator
depends primarily on the following factors:

14. BEEROHIBFI-BLT. BHEORB TSI Z
2RISR L. LU TOBERICEKET S,

a) the activity and geometry of the source;

a) MEDBRSHEE LR ES

b) the distance from source to container;

b) iR RS FE D EERE
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c} the duration of irradiation controlled by the timer setting
of conveyor speed;

VR R REXEA AT EE CHESh AR~ DR
FE4

d)} the composition and density of material, including other
products, between the source and the particular part of
the container.

dREEREBEOREGRIEOMICHLHEOREES
CYEDOHERETE '

15. The total absorbed dose will in addition depend on the
path of containers through a continuous irradiator or the
loading pattern in a batch irradiator, and on the number of
exposure cycles.

15. Z0fth, SHEEITEHRABHESE TIEHBFOR
B, NuFrENEECIIEAREDLE, T, BY
DRBHAINBIZLEDTHAS,

16. For a continuous irradiator with a fixed path or a batch
irradiator with a fixed loading pattern, and with a given
source strength and type of product, the key plant
parameter controlled by the operator is conveyor speed or
timer setting.

16 B BHEETERAEESNEE. X \vF
ABHEBECHRABENERESINIGS., SOITRIER
EERRIATHBEESNEBSE. FTAL—F—I2E0T
RSN BEEGNTA—ZEFZ(T—RERiFarAY
BEETHS.

Dose Mapping

RES M

17. For the dose mapping procedure, the irradiator should
be filled with irradiation containers packed with dummy
products or a representative product of uniform density.
Dosimeters should be placed throughout a minimum of
three loaded irradiation containers which are passed
through the irradiator, surrounded by similar containers or
dummy products. If the product is not uniformly packed,
dosimeters should be placed in a larger number of
containers.

17. BEXHRAECHENT, BEEZY—SmX(LH—
FEOARAGERAL-BHETERLT & BE51T1E
BHELRBITIBHEDS, EUOBHAERIEF—
HETHERTWALHEEIDOBHEEICHRET S
& MM —(CHERGEMBS ., HEFIESHIZELD
BREEORIZRELGITHIEESA,

18. The positioning of dosimeters will depend on the size of
the irradiation container. For example, for containers up to
1 x 1 x 0.5 m, athree—dimensional 20 cm grid throughout
the container including the outside surfaces might be
suitable. If the expected positions of the minimum and
maximum dose are known from a previous irradiator
perfermance characterisation, some dosimeters could be
removed from regions of average dose and replaced to
form a 10 om grid in the regions of extreme dose.

18 B OHEMEBER, BHAOKRESZES, AL
ImX Im X 05mETCOBERTHNIL. RAZEFATIRT
D 20cmEROE FAEYI TH D, L, BATICREL-E
SIEOFEMN ORI/ BRBEQBEMAHEETESLD
X, FHHREBORENHREHZBRL T, THHKREN,
SHNTIBFRICI0cmBRTRET H52LETES.

19. The results of this procedure will give minimum and
maximum absorbed doses in the product and on the
container surface for a given set of plant parameters,
|product density and loading pattern.

19. CORBOER. AEQCITIE/SA—4 BAR . FER
UBREEI AT 28ARERTRETROR/N/ZKRRF
ENRSHN5.

20. Ideally, reference dosimeters should be used for the
dose mapping exercise because of their greater precision,
Routine dosimeters are permissible but it is advisable to
place reference dosimeters beside them at the expected
positions of minimum and maximum dose and at the
routine monitoring position in each of the replicate
irradiation containers, The observed values of dose will
have an associated random uncertainty which can be
estimated from the variations in

replicate measurements,

20. BEMICIE. BRESFICIIBEOBLSEBRERNE
FERALEAARN, L—FUREHLHFTINEA. RV
BRRENYPHFSIIBRRVESNEOBEREE=S
Vo TRAV TS RBBEEERETIHAR Bl
ShIRER, IV LGTHESEF>TLHEDTH
Y. ThERENBICETH5ETMEESND,
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21. The minimum observed dose, as measured by the
routine dosimeters, necessary to ensure that all irradiation
containers receive the minimum required dose will be set
in the knowledge of the random variability of the routine
dosimeters used.

2. L—FoREHTAETIR. 2 TORNENMVELR
BOREOERNERITAICEERETIADEARDME
Eif, FALEAL—FUOREH OISV T LREDHRREM
BRLTHREShS,

22, Irradiator pafameters should be kept constant,

monitored and recorded during dose mapping. The records,

together with the dosimetry results and all other records
generated, should be retained.

22, MELHAEREIEHFNTA—FE—FEICRFL. &
L, BELETh Eash0. SEAEHERUIEL
DL TORFFRERFLETAIEGDELY

Electron Beam Irradiators

ETHRSRR

Design

Ko
o

.[.

23. The absorbed dose received by a particular portion of
ahirradiated product depends prlmarlly on the following
factors:

23 BHEh - EEOREORAARTHRER, EITRL
TOERIZKFT 2.

a) the characteristics of the beam, which are: electron
energy, average beam current, scan width and scan
uniformity;

LB E(BFIFLS—. FEE—LBR. 55
i, B — )

b} the conveyor speed; » - - - .-

= b)])ﬂ?ﬁfi O USSP S S S

c) the product composition and density;

o) R DI EFE

d) the composition, density and thickness of material
between the output window and the particular portion of
product;

) BECHIOHICHIMEOHM, BE. BS

e) the output window to container distance.

e) 5 A L FRESFE O IR AR

24, Key parameters controlled by the operator are the
characteristics of the beam and the conveyor speed.

24, FERIC ivfﬁlﬂéhéigﬁlfﬁf—’}'!;ﬁ E—L
FELOVATEETH S

Dose Mapping

wESM

25. For the dose mapping procedure, dosimeters should be
placed between layers of homogeneous absorber sheets
making up a dummy product, or between layers of
representative products of uniform density, such that at
least ten measurements can be made within the maximum
range of the electrons. Reference should also be made to
sections 18 to 21.

25 BESHTATE TR, BEFFFIZ—HRKELTHEST:
H—HRIRS— B ORNMN —EEORERRAGETRO
NEICERRETSCE. BEROIRILX—OERARNIZ, D74
EHI0DREZEFOEIIZTHIE RIS, X. 18MhB21F
TEERT 5L,

26, Irradiator parameters should be kept constant, _
monitored and recorded during dose mapping. The records,
together with the dosimetry results and all other records
generated, should be retained.

26. BENHABPRRIENFA-E—RICREL, B
RL. BBRIDL, ﬁg;ﬂ'lﬁﬁ%&lﬁ%‘f%bf—ﬁwéf
DOREFIFRETEL,

Re-commissioning

Bazvyia—uyg
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27. Commissioning should be repeated if there is a change
to the process or the irradiator which could affect the
dose distribution to the irradiation container {e.g. change of
source pencils). The extent to re commissioning depends
on the extent of the change in the irradiator or the load
that has taken place. If in doubt, re—commission.

27, Rﬂﬁiﬁ@ﬁﬁﬁl:?é%?‘%;’iﬁlﬁxliﬂﬁﬂ‘fﬁﬁ
OEE(HZIL, FFEOEE)NH-o1HE. aAzvia=y
TEBEERTIE, Bazviaz J’?(Dﬁl[d: =L
FRREEOEEOEERIIHFTOLERDOIEEICLS,
SBENELEBEX. BEERETIE,

PREMISES

e Ly

28. Premises should be designed and operated to
segregate irradiated from nonirradiated containers to avoid
their cross—contamination. Where materials are handled
within closed irradiation containers, it may not be
hecessary to segregate pharmaceutical from non—
pharmaceutical materials, provided there is no risk of the
former being contaminated by the latter.

Any possibility of contamination of the products by
radionuclide from the source must be excluded.

28. YT RER R EENFROERZRECEHChER
BT HLIISEREIL. EE Y B & R WA HEN
BHBEATHELOL., FERRICI>TEEMINFRIND
BIREATNMEE ., BT LA ZIRBET SR ERT

L\o )
EOLSHEES. BRMASOMAEDE (CL->TH AN
ERENSTREENRH > TIIABLLY,

PROCESSING

RS TIE

29, Irradiation containers should be packed in accordance
with the specified loading pattern(s) established during
validation.

29 BHEEFN\)TF—2avTHELEEGRECE-T
T HIL,

30. During the process, the radiation dose to the irradiation
containers should be monitored using validated dosimetry
procedures. The relationship between this dose and the
dose absorbed by the product inside the container must
have been established during process validation and plant
commissioning.

30. Batdhif, B E~OBEIXNN)T—1a ERED
BEAEFIETERLETFRIELLAL, EHADBEL
BSHEAOHSORIELOBET, TR/ \YF—
LawEazyig _./9 B CRRELAIThIEALE0,

31. Radiation indicators should be used as an aid to
differentiating irradiated from non—irradiated containers.
They should not be used as the sole means of
differentiation or as an indication of satisfactory
processing.

N R ER RN e BT A ORI ELTCE
ATk, A5 b el — DRI Fr . Bl (HE
SHOBEMOEEEL TIIASAL,

32. Processing of mixed loads of containers within the
irradiation cell should only be done when it is known from
commissicning trials or other evidence that the radiation
dose received by individual containers remains within the
limits specified.

32. :1-uva:./9JEL\[;!:%G)ﬁﬁG);IEM_J:U HEEHE
AR -BEHERENRESh-REAT B BHoEHA I
TW5BEDOH, BEEFRNIC a‘aL\’C BEHOBEEICHT
BESETICEMNTES,

33. When the required radiation dose is by design given
during more than one exposure or passage through the
plant, this should be with the agreement of the holder of
the marketing authorisation and occur within a
predetermined time period. Unplanned interruptions during
irradiation should be notified to the holder of the marketing
authorisation if this extends the irradiation process beyond
a previously agreed period.

33 BRGEOEGEEAEQOES X T, MEEDBE
TRET HEE . REBERDAFEDEEERE. H5
ALOHRELEFRANICEELE T hFasil, Baid
DFENOPEIZEY, BRI TEARNICSEL-MHEE
BADIEITHBIBAE. SUERERARFECHLER
FhiEEain,
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34. Non-irradiated products must be segregated from
irradiated products at all times. Methods or doing this
include the use of radiation indicators (31.) and appropriate
design of premises (28.).

4 ZxEHFRUACEHNFUG LT, BRIRELTENT
hiFhshl, 125 —52—0OR A (31) RUSEYGERY
DT (28) FIZXUiThhb,

Gamma irradiators

Ho~RREEE

35. For continuous processing modes, dosimeters should
be placed so that at least two are exposed in the
irradiation at all times. '

35, EFER OB AL TR, B, Dt 2nREF
PBEHRICRBESN D LIICEELF T IEELL.

36. For batch modes, at least two dosimeiers should bew
exposed in positions related to the minimum dose position.

%, v FRORHE R L. DA o RORErEE |
B8 LR B8P (B LA A DAL,

37. For continuous process modes, there should be a
positive indication of the correct position of the source
and an interlock between source position and conveyor
movement. Conveyor speed should be monitored
continuously and recorded.

37. B X DR FXTE, RROBERLEZRTL.,
RREAARTEEEE A 2—OyERFRITRIELS
O, AVATREREEMICESRL, BRTHIL.

38. For batch process modes source movement and
exposure times for each batch should be monitored and
recorded.

B NTFROBHARCE. BRBHL T EDRE
BRIZERL. 28T 5L,

39, For a given desired dose, the timer setting or conveyor
speed requires adjustment for source decay and source
additions. The period of validity of the setting or speed
should be recorded and adhered to.

30 BEGBRBEBRHETSE-HIC. ROELVBIMOE
(£, B4 R—E YT T eV AT RELZARTHEN
DETHD ZAT—EyTAVT LAV _RTEEDOEZED
HIEARE. SR8RL . ESRLAITRIEASAL,

Electron Beam Irradiators

EFREGEE

40. A dosimeter should be placed on every container.

40 WEHEESESISRET AL,

41. There should be continuous recording of average beam
current, electron energy, scan—width and conveyor speed.
These variables, other than convevor speed, need to be
controlled within the defined limits established during
commissioning since they are liable to instantaneous
change.

4, FHEFTR. TRILFT— EEREVOVATEE
HHEL TR T AL avATEELAODCHLDER
. BREELGEEEL LT O TIAZYL I =B E
L=IRERNIZHIfT 5L,

DOCUMENTATION

XE

42. The numbers of containers received, irradiated and
dispatched should be reconciled with each other and with
the associated documentation. Any discrepancy should be
|reported and resolved.

42, RELE-BHOHK, BRLEH. HL8IE., KO
PRXAEL, BEXEREBEESN SR TRIEESAL,
F—HHHIBEF|EL. BRLEFNIEEESE,

43. The irradiation plant operator should certify in writing
the range of doses received by each irradiated container
within a batch or delivery.

43. B DEEFX, NvyFREZEAVEAD, BE
Shi-HES0RSTAEXETHALEThEELEL,

44. Process and control records for each irradiation batch
should be checked and signed by a hominated responsible
person and retained. The method and place or retention
should be agreed between the plant operator and the
holder of the marketing authorisation.

44 BE/ v FEBOIERVHBOREI. HEIhE
EFLREEL, 1oL RELGTRITESEL. ZOKH
% REBZEFUREIEESRROFES LEER
ERBRBFETEELTENMETRIEEEALY,
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45, The documentation associated with the validation and
commissioning of the plant should be retained for one year
after the expiry date or at least five years after the release
of the last product processed by the plant, whichever is
the longer.

45. B M /) FT— a3 B UOZviaZUY IZREELX
B BRTREBICBRELEEZOFDHBO1F#E. X
FHAHEEDAEHERM, CEONRVIRERLE
FhiEEsiun,

MICROBIOLOGICAL MONITORING

WEMF R ER

48. Microbiological monitering is the responsibility of the
pharmaceutical manufacturer. [t may include environmental
monitoring where product is manufactured and pre—
irradiation monitoring of the product as specified in the
marketing authorisation.

46. WAEPPWEBEREL EXRHEXFOELETHL.
CEFELERFERBECRESATNALIIC, BRERE
ziﬁgwﬁiﬁE:’ﬁ )27 BUOSESORHRTOERL
= o
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BIsE(12) PIC/S GMP HARSAY FHyyA13

RX IR
MANUFACTURE OF INVESTIGATIONAL MEDICINAL BREOHE
PRODUCTS
PRINCIPLE HEED

Investigational medicinal products should be produced in
accordance with the principles and the detailed guidelines
of Good Manufacturing Practice for Medicinal Products.
Other guidelines should be taken into account where
relevant and as appropriate to the stage of development of
the product. Procedures need to be flexible to provide for
changes as knowledge of the process increases, and
appropriate to the stage of development of the product.

BREIEESGVMPORAISFMHT MFSAEHBFLT
SELLZITHIEELEL, R BOHAFS &, BED
RS EBRREICIELEY cE B LA IERS A0, FIEEIC
DTl TEOHBOBAHERICKLERICHEAR
BTHAHAE, RURBORAEBRBICEL-EOTHDH L
PABRETHD.

In clinical trials there may be added risk to participating
subjects compared to patients treated with marketed
products. The application of GMP to the manufacture of
investigational medicinal products is intended to ensure
that trial subjects are not placed at risk, and that the
resuits of clinical trials are unaffected by inadequate
safety, quality or efficacy arising from unsatisfactory
manufacture. Equally, it is intended to ensure that there is
consistency between batches of the same investigational
medicinal product used in the same or different clinical
trials, and that changes during the development of an
investigational medicinal product are adequately
documented and justified.

BRBRIZBT2HERE L, LHesh-EERTRESNLA
FEELEEL, BRIV IRHEMELNAL, BRFERE
[ZGMPEBEET 201K, AREMOEBRENIRAIICES
MWEWCE, RUFEVAGARESEICERYT S, £2
M, RERFEDOBRACL->TRBREENEEShG
W=HTHDd, R. A—sWTRLZEBCERT AR
EO/N\yFEOH—MERIETH L. TLTHERRIC
BHAEENBEYICNF LIS ELYEZhE-HTHD.

The preduction of investigational medicinal products
involves added complexity in comparison to marketed
products by virtue of the lack of fixed routines, variety of
clinical trial designs, consequent packaging designs, the
need, often, for randomisation and blinding and increased
risk of product cross—contamination and mix up.
Furthermore, there may be incomplete knowledge of the
potency and toxicity of the product and a lack of full
process validation, or, marketed products may be used
which have been re—packaged or modified in some way.

RRBESEE BECLEL—FAEESDGNE S
BWARMBECTLCHSIBHREaET V(v Biffaik
BERIEALIEALERETHAE, TEFREERDYA
IRBNCE, et D, EERERELEATEY
B THS.
X, RBEOREGCSEICETIHEERNAFT T THAIL
B, 7O F—a A T TLELNETEE
HEHD. B BEESh-M, HEWNIEENMZL
hiLHEERSERShEIMELIGLY.

These challenges require personnel with a thorough
understanding of, and training in, the application of GMP to
investigational medicinal products. Co—operation is
required with trial sponsors who undertake the ultimate
responsibility for all aspects of the clinical trial including
the quality of investigational medicinal products.

ChoDFEBRBICITABREADGMPERZT2(CEMRE
L. JEShi- R EANETHD, TABROREE
ELETOARBREEBRICDVWTERREREFEITHAR
KEEEOBEEENDETHD.

The increased complexity in manufacturing operations
requires a highly effective guality system.

HETEANAEEOLTERRSYT)BHETHICLICK
Y, BEICHRAERELATLLRDLND,

The annex also includes guidance on ordering, shipping, and
returning clinical supplies, which are at the interface with,
and complementary to, guidelines on Good Clinical
Practice.

AN E(TABREMPBORT. BE, BRICEATLIA(F
AEBATEY., GCPHAFRSA U LBEIZERAL. XEx
THEDTHB.

Note
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Products other than the test product, placebo or
comparator may be supplied to subjects participating in a
trial. Such products may be used as support or escape
medication for preventative, diagnostic or therapeutic
reasons and/or needed to ensure that adequate medical
care is provided for the subject. They may also be used in
accordance with the protocol to induce a physiological
response. These products do not fall within the definition
of investigational medicinal products and may be supplied
by the sponsor, or the investigator. The sponsor should
ensure that they are in accordance with the
notification/request for authorisation to conduct the trial
and that they are of appropriate quality for the purposes of
the trial taking into account the source of the materials,
whether or not they are the subject of a marketing
authorisation and whether they have been repackaged. The
advice and involvement of an Authorised Person is
recommended in this task.

REBE., 7SR XITH BRI OBFIA A Eﬁﬁﬂﬂw?&
Eﬁ%’\h{#éa‘héh}:b\&‘aé TDEGEFIN, T B
R EEELOEADH ., B/ RUE, +7 \&Eﬁb‘?
ERBRE~ET A, BRMHINET RS —THE AR
EICRHBRVDENBOLNGNBROREER) (6
AEhblenBhd. FRohbLDORETEEPHRIEE
BEECT A AREBHERICE>TERT LS
B, CNODHATRBREDHRICEFTLLEVEDTH.
Y, BERIKIEE X TRBRIBYEMICE>THREShDINE
LAgly SRBRKIEEE L. ThoDSFINARREDEF A
[ZHRHEH . ZRERICH->TNDIE BEHHOMIET
EFEBLTABROEMICELLTUREBEETHL,
RITHFIBEHTHLINEN. RUFBREShIZLONES
A ERIELZTNIEASEN, COXITERFIZENT
léihﬁ'—‘J:J{Z“P/ S—VUNCRBTRNAAESEN R

%)0

GLOSSARY

EE

Blinding

A procedure in which one or more parties to the trial are
kept unaware of the treatment assignment(s). Single—
blinding usually refers to the subject(s) being unaware, and
double-blinding usually refers to the subject(s),
investigator(s), monitor, and, in some cases, data analyst(s)
being unaware of the treatment assignment(s). In relation
to an investigational medicinal product, blinding means the
deliberate disguising of the identity of the product in
accordance with the instructions of the sponsor.
Unblinding means the disclosure of the identity o‘F blinded
products.

Bi&dk) :

—Xix= é?%utﬂ) RERBEMRE (H&) hUEREIN
T'%EIJT%&L\&E’Eo(éD‘i;‘iu —EERITEEHERE
MRANTERLMRBOIEEEY . S EERITERH
ERE ., CREMBLERM, T2 BLERUEEICLYT—
7 FURARAEREMTT R TEGVREDOCLETR

P ABREICBIL T, BREILARIREEOERICELE

BEOEFEZERMNICIETIEAENRT D MBLEAREL
'CL\T',;::Eﬁﬁﬁ\ﬂ’c%of_b\’éfﬁb\?ﬂ_tfﬁéo

Clinical trial

Any investigation in human subjects intended to discover
or verify the clinical, pharmacological and/or other
pharmacodynamic effects of an investigational product(s)
and/or to identify any adverse reactions to an
investigational product(s}, and/or to study adsorption,

‘JA

'msﬁ%%ﬂm DAL, ABREOBEEN. EES{E

ARV RZZDOMOENFHERAERET CE Xt
BREET Ho &, RU/ XITBABRBEORERERBOHSS
ECRU/RIFT—EEREEBEU EORBREDORIT.,
A%, RBBUHME, FOtEREMTHET oM

distribution, metabolism, and excretion of one or more . BAETACENENTHS, .
investigational medicinal product(s) with the object of . ’
ascertaining its/their safety and/or efficacy,

Comparator product i FBEE

An investigational or marketed product (i.e. active control),
or placebo, used as a reference in a clinical trial.

ARICBOTHRELTHANSARRER FHERE(Fah
BIEMEE) HLAXTS5ER

Investigational medicinal product

A pharmaceutical form of an active substance or placebo
being tested or used as a reference in a clinical trial,
including a product with a marketing authorisation when
used or assembled {(formulated or packaged) in a way
different from the authecrised form, or when used for an
unauthorised indication, or when used to gain further
information about the authorised form.

JRERZE (RFD
SABICHENDBRITHELL THWSL D EMEMEIRSE)
XETZ R ORAZEET . T8, BREHAEELHH
HCERXIEEM SIS (BFE X EEEShD) LE, X
[LFERBOBELIEICHERAShLHEE, RITBERBRFN=D
WTERRHERL-OICERENGEEEED.
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Immediate packaging

EEAE (—REEK)

The container or other form of packaging immediately in  |THIRAEER XL AREICHIZEMIT IBRZTX IO
contact with the medicinal or investigational medicinal - |3Ea

product.

]nvestlgator an BERIE X ERM

|A person responsible for the conduct ‘of the’ clmlcal trial at
a trial site. If a trial is conducted by a team of individuals
at a trial site, the investigator is the responsible leader of
the team and may be called the principal investigator.

BB B RN S 1B ﬁ%ﬁma{ﬁa SRERAUA

ﬁ%ﬁ&ﬁﬁkﬁﬁl-a‘bb\f?&'ﬁ%b‘b&é?—b&bf%ﬁﬁ '

ShABEE, ARRIEERIREEHITF—L)—F—%
Bl AREXEMETHRINSENHD.

: Ménufactur‘er/irr;porter of Investigational Medicinai ARESEER AREWMAZS
Products g WADOHAERETLE
Any holder of the authorisation to manufacture/import.

Order 3

Instruction to process, package and/or ship a certain
number of units of investigational medicinal product{s).

HAHBEHOABRERLENT, BERV ./ XIZEET S

b

Outer packaging
The packaging into which the immediate container is
placed.

5aik
EESQELILTEEICAhShE-IOIIAT 24 88E

Product Specification File

A reference file containing, or referring to files containing,
all the information necessary to draft the detailed written
instructions on processing, packaging, quality control
testing, batch release and shipping of an investigational
medicinal product.

S SHRE

BREQONNT. Ak SEEEFAR. \UTFHETRUEX
ISR EOEREEREETIRICHELTL21F
BESTIMOBEI7AIL., RIIBELSERESOI7
AIWESBLTWS—MOSEI71IL

Randomisation

The process of assigning trial subjects to treatment or
control groups using an element of chance to determine
the assignments in order to reduce bias.

B’ _
NAFTREDLCT BEIBRMEDEAZ AL BRELL
BRI RBIEIZRGTHTETOER

Randomisation Gode
A listing in which the treatment assigned to each subject
from the randomisation process is identified.

miEBibI—F
BEBLTOEATE A DEBRE IR EXES
ET DAL

Shipping Bk - 32 it

The operation of packaging for shipment and sending of BERICELTHETRER-ABREORELETDOHD
ordered medicinal AR

products for clinical trials.

Sponsor AERIREE

An individual, eompany, institution or organisation which BBOME. SERU /- XZEEHE -ETEETHE
takes responsibility for the initiation, management and/or | A. &%, A X #BEIR IE&*.

financing of a clinical trial.

QUALITY MANAGEMENT

mEIR—U AL

1. The Quality System, designed, set up and verified by the
manufacturer or importer, should be described in written
procedures available to the sponsor, taking into account
the GMP principles and guidelines applicable to
investigational medicinal products.

18R EER " HAEESHRE. B, RAFETOMEVR
FLE, ABREREISEREINAGMPREIOH MRS

EEELDD. RBREEESAFLISFIEERDIZEEL
Ll (AF e =Y A A
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2.The product specifications and manufacturing
instructions may be changed during development but full
control and traceability of the changes should be
maintained.

2.8 B LA E NI E AT EL TCERARETHD
M. EBIFRICEEL, FL—UFUTZEBEELS TN
=Y R

PERSONNEL

AB

3. All personnel involved with investigational medicinal
products should be appropriately trained in the.
requirements specific to these types of product.

LAREEEERICHBTISHESIT. HR CGAERZE)
DOBEICIECTEUAINEES Hath i XEsE0,

4. The Authorised Person should in particular be
responsible for ensuring that there are systems in place
that meet the requirements of this Annex and should
therefore have a broad knowledge of pharmaceutical
development and clinical trial processes. Guidance for the
Authorised Person in connection with the certification of
investigational medicinal products is given in paragraphs 38
to 41.

4 EREEAEHC. AXEOERERISESTAREVR

TLERATHEENDY ., TOOEERFRLART
DR (IR WA E R d 5 AEBREEH FaE
EITFZBIA—VFARXRIR—=V o DI=HDHAF XD
TiF3S-MIFIZR AT B,

PREMISES AND EQUIPMENT

EMRUER

5. The toxicity, potency and sensitising potential may not
be fully understood for investigational medicinal products
and this reinforces the need to minimise all risks of cross—
contamination. The design of equipment and premises,
inspection / test methods and acceptance limits to be
used after cleaning should reflect the nature of these risks.
Consideration should be given to campaign working where
appropriate. Account should be taken of the solubility of
the product in decisions about the choice of cleaning
solvent.

5 REREOSM. 2EE. BEEITELRICHRBEShTES
T EDEHRTRFLEDERIERNMETHIENEKY
HEIZHD, R CEYDOREH. RECHEBR A LR UVE
BRICBIFLIHBEBRRIIOVTHEHINLYRIDEHNEER
BrEERFNEELEL, FrR—UEEIT N TIE, E
YiEEE . FELAITNIEESEL, 2 ERI0RIRICHE
LTI EREDBREICOLTEELEFRIEESAL,

DOCUMENTATION

XEE

Specifications and instructions

RERVERE

6. Specifications (for starting materials, primary packaging
materials, intermediate, bulk products and finished
products), manufacturing formulae and processing and
packaging instructions should be as comprehensive as
possible given the current state of knowledge. They should
be periodically re—assessed during development and
updated as necessary. Each new version should take into
account the latest data, current technology used,
regulatory and pharmacopoeial requirements, and should
allow traceability to the previous document. Any changes
should be carried out according to a written procedure,
which should address any implications for product quality
such as stability and bio equivalence.

6. 34 (R, — kAR, PRIEKR G AW IHR
LUITHEZE M) 8hERA ., TRERIUVIERRICE
TEHRYBEMICRFIREERYAFLTNIFELE
L. ChoDXERRAEHBEELTENMICRELLE
[ZECCRHFMEST NETHD. EAXDRIFIREEHT—
5. =FOBEM. RUERHEVERFLOREREER
[ZANTHERL. BIRRO ML —HEY T 2R TETH
Do WAVEDREBELFIRZ(HTITL, FIBEIZERE
HPEYEHRFRD S ILEREDORFICETHEE
EEHTETNITEBIEL,

7. Rationales for changes should be recorded and the
consequences of a change on product quality and on any
on—going clinical trials should be investigated and
documented.

1. EEOBHIEHEL. FENBREORELETHD
ARICRFELEEFHELEELAETAEELEL,

Order

¥
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8. The order should request the processing and/or
packaging of a certain number of units and/or their
shipping and be given by or on behalf of the sponsor to the
manufacturer. It should be in writing (though it may be
transmitted by electronic means), and precise enough fo
avoid any ambiguity. It should be formally authorised and
refer fo the Product Specification File and the rélevarit™ -
clinical trial protocol as appropriate.

| REEEETEYICE

8. #XIIN(OADEEDEE, EERUV ./ XIEZZTOR
HEERTIEOTHY, BRKBEEXITTOREAI
FoTHRBREIE EE TR LTSN RIEESTE0,
FEFNEICIS>TITObh (BFHNEFRICEAEELH
Sha) REHESEEIT5%. ERECERCERLETAE
gL, BFIFERXITERERZZIT. %nn%ﬁ#ﬁiﬁmﬁsﬁ -
BLAFAERSEL

Product specification file

BRENEE

9. The Product Specification File (see glossary) should be
continually updated as development of the product
proceeds, ensuring appropriate traceability to the previous
versions, [t should include, or refer to, the following
documents:

0. WAHRE(RESESRE) IR OMBRMBICHL, 1

| RRDBHFAT A ﬁi:ﬁtﬂl_ﬁﬁtoo,ﬁﬁzﬂ‘xﬁﬁﬁtL&

(FhEELEN, BAREEITROXEEZSTH. B
EZhoESBRLATNIERLEN,

- Specifications and analytical methods for starting
materials, packaging materials, intermediate, bulk and
finished product,

-HEEH, SEEH., PR, /\Jbaﬁnnjttﬁl-ﬁ‘f-&
I3 ARE LD A E

- Manufacturing methods.

‘REFE

* In-process testing and methods.

I#zm'ﬁ?;&k%a)ji,i

- Approved label copy.

?:Eéhtﬁ?ﬁ’\}bw:ll:—

- Relevant clinical trial protocols and randomisation codes,
as appropriate.

;E?ii?‘é REREEE EEEEF AL EZETHE

* Relevant technical agreements with contract givers, as
appropriate.

BHEICHEL, ZRELORTATORYRHE

- Stability data.

-REET—F

* Storage and shipment conditions.

-RERUEESES

The above listing is not intended to be exclusive or
exhaustive. The contents will vary depending on the
product and stage of development. The information shouid
form the basis for assessment of the suitability for
certification and release of a particular batch by the
Authorised Person and should therefore be accessible to
him/her. Where different manufacturing steps are carried
out at different loeations under the responsibility of
different Authorised Persons, it is acceptable to maintain
separate files limited to information of relevance to the
activities at the respective locations,

TR0 YRNME BBEERIZCEE TS, RIX2TERE
LTLBHO TGN, SEHAS LS ORFEEREICELC
TETIATHAI, chioDIERIE, F—V 51 XF/—
YUz EDEED /v F OO A EHIE OB YT
HEOEBELTRETHD. FOEH. A—VFAXF
IN—=YDEDTT I RATRERLDTHLINETHDI. B
o=l TRARL~ B TR -4 —VS1 XK
N—YUDEROTICEEENLEE, FhEFLOBRT
ERShAENCEESTHFHRICREL M IFMILE
BFolEIRRBINDS. :

Manufacturing Formulae and Processing Instructions

SEMARUIRERE

10. For every manufacturing operation or supply there
should be clear and adequate written instructions and
written records. Where an operation is not repetitive it may
not be necessary to produce Master Formulae and
Processing Instructions. Records are particularly important
for the preparation of the final version of the documents to
be used in routine manufacture once the marketing
authorisation is granted.

10, € TOREEELEHITHOWTHRETEY X &L
hW-ERERUREGERLIFDETCHD, BEFEIBYR
LiThhialigs ., HENAFRUIEREREE/ER TS
BEFLZNTHDED RRREFBONBE. EERE
RIZChoOXROBEEEERT SO Cho D
NEFICEETHS,
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11. The information in the Product Specification File
should be used to produce the detailed written instructions
on processing, packaging, quality control testing, storage
conditions and shipping.

1. AR ENORRE. Th. OF. A EERR.
BEEE. Rt TRAEMIEREE RT3 A(CH D
LAz Hh A DAL,

Packaging Instructions

BEER

12. Investigational medicinal products are normally packed
in an individual way for each subject included in the clinical
trial. The number of units to be packaged should be
specified prior to the start of the packaging operations,
including units necessary for carrying out guality control
and any retention samples to be kept. Sufficient
reconciliations should take place to ensure the correct
quantity of each product required has been accounted for
at each stage of processing.

12, BRREFBESRRICEMIH5FNFhLOREREHIC
EEEMN-REIhD, QBT REEEETS
CHELBRUVEESEYUTIILEZEL T, SRR
BHELGZTRIEESEL, TEOSRRTEEROERD
BB REhSES, + IR ESEEEERLY
(FhiEEsizls,

Processing, testing and packaging batch records

TR, 5. g/ \vFiiiz

13. Batch records should be kept in sufficient detail for the
sequence of operations to be accurately determined.
These records should contain any relevant remarks which
justify the procedures used and any changes made,
enhance knowledge of the product and develop the
manufacturing operations.

13 NwFRiFiE. —EHOIEBNAERICTHNBES, B
[CEERBRLTEMIFhIFES A0, /Sy FRESICIX, AL
FERIESEEEN-BHEICHLTOR M MERL, T4
EREICETAMmE L., MR FROBRCHESTLL
SHEEER REEELTEMRTRIEELAL,

14. Batch manufacturing records should be retained at
least for the periods specified in relevant regulations.

14, NoFRERRFEET HRMITHESH TOHHM
[EDEERRELRITNIERSALY,

PRODUCTION

His

Packaging materials

BEAH

15. Specifications and quality control checks should
include measures to guard against unintentional unblinding
due to changes in appearance between different batches
of packaging materials, :

15 B RURBEETEOHEZR BT, AEEH D/ Y
FRIOMBLEIZEEAELLCEIZKY, ERET. B2
OHRENRRRSh TLESIZEEF LT 250 EEENE
LA h[ERSaL,

Manufacturing operations

B

16. During development critical parameters should be
identified and in—process controls primarily used to control
the process. Provisional production parameters and in—
process controls may be deduced from prior experience,
including that gained from earlier development work.
Careful consideration by key personnel is called for in
order to formulate the nécessary instructions and to adapt
‘|them continually to the experience gained in production.
Parameters identified and controlled should be justifiable
based oh knowledge available at the time.

16, R PICEENASA—2L, TEREECSNT
FICEBASLIEEENSA—FERELETNELS
BL EEMGEE/ SA—4LTRATEL, JYEHOD
FAEEBENBON-LOESH, HADOERNSHET
ELHTHDD RWEGEREMNAEL, SHERICHohHE
BRICHIEL THHER  SEESE TUCAICF, TREYF
(ZEBTBRNVEBENROLND, HFESH ., FESh:
NFA—R(F, EORFATOHMBICESEERLEhaT
NIFAELELN,

6/17




17. Poduction processes for investigational medicinal
products are not expected to be validated to the extent
necessary for routine production but premises and
equipment are expected to be validated. For sterile
products, the validation of sterilising processes should be
of the same standard as for products authorlsed for B
markéting. Likewise, when required, virus T
inactivation/removal and that of other impurities of
biological origin should be demonstrated, to assure the
safety of biotechnologically derived products, by following
the scientific principles and techniques defined in the
available guidance in this area. '

7. BREOHETORRIZDOVTIHE., ERHLETROHL
NEBEHEF TN T—LavERETIHELGENN,
FEBRMWITOWTIEANTF—La a2 R BT A EM MRS
ho, ERERICHTIRBIRED/A)T—2aV[TDL
CTRTFHROBRZEMGEFALRIIOEETERINDIA
ETHD, Az, BETHIIE, VMILAOTREEE.S

A RERUEMERO RO TN FENEL S REA /)

AAFH /0D —RS FABREORAME R B1-0I<,
CORBOHAH D AITRENTL B F IR OHHI
> TREFENAHRIEEE A,

18. Validation of aseptic processes presents special
problems when the batch size is small; in these cases the
number of units filled may be the maximum number filled in
production. If practicable, and otherwise consistent with
simulating the process, a larger number of units should be
filled with media to provide greater confidence in the
results obtained. Filling and sealing is often a manual or
semi—automated operation presenting great challenges to
sterility so enhanced attention should be given to operator
training, and validating the aseptic technique of individual
operators.

18. N\yFHAXHIhENEE EFIEON)F— 3>
BT OBEAHS. COBE. BT TAEMRITR
BEIECORATETAMTIRL. EL, RITEHETH
Y. FhUAOATIZEOTOERELIAL—FTEL0
Thhld, SYERTEREZEL-OIC. SUSHOEH
FKTABMTERTAETHS RTALEBHIZONT
X, LIELEEREEZRIITOSICKYARELE IEHE
ETDFEEHOINIEBMFETERINLCENS,
HZBDIIERUVELOREBDEREHON)T—
LavEITICEIC, REGFEEELOINIEGLAL,

Principles applicable to comparator product

SO FR

19. If a product is medified, data should be available {e.g.
stability, comparative dissolution, bicavailability) to
demonstrate that these changes do not significantly alter
the original quality characteristics of the product.

19 MERFEICEBEMRASESITE. ChoOEEIZL>
THBEOTOUEENKESELLEVWLEFRITTS
F—a2(FIZIE, BREWE. EEHRAR., N\AFTR/3E
YF0) EAFLEITNIEESE0,

20. The expiry date stated for the comparator product in
its original packaging might not be applicable to the
product where it has been repackaged in a different
container that may not offer equivalent protection, or be
compatible with the product. A suitable use—by date, taking
into account the nature of the product, the characteristics
of the container and the storage conditions to which the
article may be subjected, should be determined by or on
behalf of the sponsor. Such a date should be justified and
must not be later than the expiry date of the original
package. There should be compatibility of expiry dating and
clinical trial duration.

20 MBEOTOBEICRESATLSHEMIERE, BF
DORESEERLELD, YRERISESEI T TEE
HOHLLDER~ABAESAIGEICTBEBRTELRL,
WL {E FERARIL, SREOMH. BFSERUTOH
MREMATHEIREEFHEEEL. ABREEE T
FORBAMNREBLEFAEGELEL, COMBIZESE
LiziFhIEhsin, RO 8E0EHEBERA TS
B, AR AREREHMNEOMICITES LT
NIFAESIILN,

Blinding operations

Bk

21, Where products are blinded, system should be in place
to ensure that the blind is achieved and maintained while
allowing for identification of “blinded” products when
necessary, including the batch numbers of the products
before the blinding operation, Rapid identification of
product should also be possible in an emergency.

LABREOERIEOR, BRIESZAMEFSATNSS
&0) AT BETHNIERINOARE N \VvFEEEZS

T ERILAREDHE (RE, 75K, dEEOL
'9"1175\) MCEBLLERIETA-ODLATLERFT~
ETHDH. BRBCEVWTHAREDFENICISTES
ESITLTHLRETH S,

Randomisation code

B Alba—F

Ay




22. Procedures should describe the generation, security,
distribution, handling and retention of any randomisation
code used for packaging investigational products, and
code—break mechanisms. Appropriate records should be
maintained.

22, FIREIZ. AREOAECAVAEEAIEI—_FDOE
RE. BERE . B, YR, REICELT, RUEES
Eo—FORESEICELTEBLATRISELEL, &
YR EERL, RELEHAEESEL,

Packaging

2k

23. During packaging of investigational medicinal products,
it may be necessary to handle different products on the
same packaging line at the same time. The risk of product
mix up must be minimised by using appropriate procedures
and/or, specialised equipment as appropriate and relevant
staff training,

23 ABREQOAEAEZEIIBLT., ABZICRLEES sy
TRES>ERBERVES ZEABREMLALL, 0L
SIS, BRERETIRVE. BYLEFIERU/X
&, HDETHNIEENGRE. CLTHREEE~DEFEY
AN k> TRARICLAIT TS0,

24. Packaging and labelling of investigational medicinal
products are likely to be more complex and mare liable to
errors (which are also harder to detect) than for marketed
products, particularly when “blinded” products with similar
appearance are used. Precautions against mis—labelling
such as label reconciliation, line clearance, in—process
control checks by appropriately trained staff should
accordingly be intensified.

24 RBEOAELSALRRIEITRERICEATER

TBBRERECLEL. (ZTLTARERETHCET BR
OHEEEHBLTIVEETHS ) FABRAELLTY
BRI OREEZHERTHEE, TNV S, ED
& EVICHFEN=RFERICEESAUES, T
TIUA, TENEBFIVvID LS, SRR MAICH
FAFHEEERELATAIEELARN,

25. The packaging must ensure that the investigational
medicinal product remains in good condition during
transport and storage at intermediate destinations. Any
opening or tampering of the outer packaging during
transport should be readily discernible.

25. A (F. AREADREEMMIZE VTR LMREEE
CTRIFGEHTICEMTLOAILZRFT HLOTE

HIRELAELL, WX BEORH PHTALNMIS
ATVSIADNBRBICHEINTESLSICLBFhIEGSE0,

Labelling

FRYLT

26. Table 1 summarises the contents of Articles 26-30
that follow. The following information should be included on
labels, unless its absence can be justified, e.g. use of a
centralised electronic randomisation system:

26. #1Z(F BT H26-0HDEEHABTELEEOT-. SN
IWERRLENWCEAE LB ETELNRY (PIZIEPREF
iLERIEATFLDER) . FEEDIESHRESAILIZERTRL
TFhiERSiL,

(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):

(a) JABRIKERE . B RFARA X Z A (CRO) XiTia
BIDSEMORTE, E7T. BIEES CoRELGERICHET
HEREUVRIFOEREFEEO X ERE)

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

®) W, BERH. BEEROR. 1~ RROSS
ICEABREOET RARANRUSE/ N

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

%);;%:‘:@Eﬂi EER/ETHHON\YFRU/X(Ea—
=

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

(d) REBROBAERIBEIZY HinBREBSa—F, JBERIBFT.
REE L EM R CABRIKEE (ISREENTNER)

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

(o) BERERA &S BRES. ROT VR TERE
"5" .
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() the name of the investigator
(if not included in (a) or (d));

N BREISERHOR (). BEIZEFTIENGES)

(g) directions for use (reference may be made to a leaflet
or other explanatory document intended for the trial
_[subiect or person-administering the product); .

() MEMEFE(HBREX LARRERETLERICHE

éil’LT* J\ﬁﬂ?"(bﬂha) uﬂﬂﬂi"&/. \L,‘C:E-EL\)

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

W TRRALES I NEEUOER

(i the storage conditions;

() BEER

(i) period of use (use—by date, expiry date or re—test date
as applicable), in month/year format and in a manner that
avoids any ambiguity.

() 5 FEAR (B FAHATR ., ARV EIR N B EICIEL THEE
BR), A/ ERARUVBKRSZERTIBAT

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

(k) TFRDFOEMIEVGEFRIZE{C LI ORHE, HLEER
EEWBENE %I:ﬁ%ﬁ%fgb\iﬁﬁd)i&ﬁliﬁ?x

27. The address and telephone number of the main contact|2
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.

ARREELRERICET S, &U%%E%CD BRI RET
%:EE%%?E@EFE’(E'%uEE?Ii HEBEACHLAEER
Shi-MBFPA—FORBEES T, FEESET5E51E
?éhfh‘-éiw’“{ IBLTIE, FRIVEIC iT@‘éZ\Efi
ALY,

28. Particulars should appear in the official language(s) of
the country in which the investigational medicinal product
is to be used. The particulars listed in Article 26 should
appear an the immediate container and on the outer
packaging {except for immediate containers in the cases
described in Articles 29 and 30). The requirements with
respect to the contents of the label on the immediate
container and outer packaging are summarised in Table 1.°
Other languages may be included.

28, BHER BRI ARELX R TSRO A AETERE LT
AU HIE0, 26T ICHI B L - BRI LE SRR U
SaEcRRELRFHIELLAL, (29, 0IETHMTIE
BEERERO . BEERRUVANDEICTANEKRTT HE
BARICHRIERBETRIIEED, D FETOR
#HEBMLTEERL,

29, When the product is to be provided to the trial subject
or the person administering the medication within a
immediate container together with outer packaging that is
intended to remain together, and the outer packaging

29. HIS A, HEBRERTAREFRETIEICHAELHE
BHNESICH->TLWAEREEETHESh . S EEE1Z26

ECHELL-BEIARHIATLAEAIE. BTIZRTH
BEEEESROSAN (NTEEEREFAELTWSEH

carries the particulars listed in Paragraph 26, the following |L1=i8 SERAR) (TR RLAITHIEALEL,
information should be included on the lahel of the

immediate container (or any sealed dosing device that

contains the immediate container):

(a) name of spohsor, contract research organisation or (a) RERIKIEE. E%nnﬁ%ﬁ%*?ﬁm?ngli B ERE

investigator;

EfO LR

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

(b) FiFs. 1R 5428 (IR OBEREFITERA T, R E5HA
D&, FA—TUABRDIESICITBBRECR T/ ERIERH.
RUEE/ Nl

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

() FBLAETIEREZRETELA/\UFRYF/XF—FE

=
=

8/17




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

() RROBBNEFTREIZT HIRBRBS—, JGERIBAT.
AR S ER R CRBRREE (IS REHATNES)

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

(e) RERERANES ARES. BET S ERE
=

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. HLEBREENRTYRAS—8E(AXRTIIEEPTPE -
B MI2IE CERBEARRTEGVTILOLS
MINENEEBEGLELBE, ZASEICIIEMREEL
BLESAURTETOEFNIEESED, 20866,
—REBEICTUTOEEERRLEFhIEERSH0,

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

(a) RERIKIEE . EES MR EBFZERENITAS Eﬁ#ﬂ E]
ETPEAT)

(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;

(b) B 5B EOERRF TR RUA—TH
BOESICITABREOSH EHaiRHE. S8/1E

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

() NARLAEIRE/ETES/ WFLELWLI—FES

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

(d) ;RROBAZFAEICT HABRBEEI—F, BERISAT.
SaERIE HEEAT, S ERIKIAS ({ﬂlh“ﬁﬁﬁ\nb\iﬁ‘“)

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

(e) HBREHANES ARES . ZITIHOERES

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

3. LEROHSH—EOEBEHAWCT 55, 85, F5
BXFEHETHEALTEN, BEETOLLIERNLEDEE
EL OB MFRERRLTHELY,

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

32. —EDABICELTIE. TRICRTEEETOENR
2, TTOFAIIFRREFEBBEICLLZWAERT, BiLa
F (R FeAYEY A AW

iy name of sponsor, contract research organisation or
investigator;

) BERERAE. EERFREET M. BRI ERM
DA

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

i) SEERIG AT, AERIH L AT R E DRI EAREIST S
BEEGI-F,
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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 guality contro] reasons, not on the original
_|batch number. This operation shoiild be performed at an
appropriately authorised manufacturing site. However,
when justified, it may be performed at the investigational
site by or under the super\nsmn 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.

BB EAGEEAICE, AR T ARENRD _
|EREE L D EREFIRICEY NI ZOEED

3B HRHELZEETAINENELESICIE, ENDS
AN ERBEICIRHLEZ T RITASEL COEMINIL
CiFEFLWERIBRERRL AV FESERUERLERRL
Hithidianiaun, REEELOBAEMNS, TONAVFE
E0LETHL BERHECLIZERONDG. COEER
%Eéhf:ﬁ%ﬁﬁﬁ'@%ﬁﬁbmh‘hlat'b.bm\., LAMALIES
AERSRTEERMED.

T. BOZRHAEEFLERLTHE SRR REGE
&, BTSN AR E=4—B L E T L>TEREL
TH&l, COEEIGMPIREA], $5E R UIEESOPIZHES
T.EXRHOT(EUTHES)EREL, ZLTEHFEEFL
HOAPRFooo LEITNIEELE0, COBRMSA)ILE
TARERARRXEL \WFRRBOMAICIERICERLE
RIS,

QUALITY CONTROL

=]

FIFIEPE:IE

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

4 EBREICERAITOEAFELEILShTESLT ., LIS
NYFmqu Bl ESh TUVENSENS RO/ YT
ggﬁfﬁ‘%L'CL\%;C:‘:%{%EEE?‘%:J:'GEKS%&E#‘;U

12185,

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.

35 MEEEIHARABERVENEH4EETLTER
FTARETHL, ERNTFONAVTH =B DHERERE
LESFLZIERSRI0,

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

36, BERIEShERREEO T, BREOE/\vFOYY
Tz oW Tid, R ELPRRELGTREELEL,

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 resuits. :

37, %E'ﬁ'ézﬁsﬁ*%ﬁ\ﬁbtiﬁn, BERROR—1EEHE
9570, ARBERSEIMERTET THETOM, &
SEIERES/ ABRPMEO Y TLERELTELS
EEEBLETAITESMN,

RELEASE OF BATCHS

yFYY—2

38. Release of investigational medicinal products (see
paragraph43) should not oceur 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.

38, ABREOHEEHE 43ESHE) L. A—VS1XF
N—YHBEETSRHABGICESL-IFER) &%
BT AETIRfTbhAENCE, F—YSA AR —Y T
;&1160401:5I_@jé‘éh%aﬁl’i—ﬁtuL%Jﬁuah‘mafab
Ly,

39. —

39, FHEGL

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

40. BT IZHADE/ W FOHEIZHEITELET
ODEBERESL:
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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;

ABREHS. TENEREE, RURKRNAEE, X
. AREREEECEEREI-FISEESLEIEET
THANSHERSESL/ \UFER. hoDiiIC
[FETORE. FFHERGER, REEOEDEM
Fryy RFEBRBREZEHETNIERLHEL. ChibDE
BIZEEV AT ALICHE>THARIGHEDEBEITIC
ZELSNAENTZEAL, RBLGTHEELEL. ;

production conditions;

BEE;

the validation status of facilities, processes and methods;

G TEERUAFZEON)TF—Sav kil

examination of finished packs;

B AELOBNBRBRE

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

ZATHES . BARCERTHASOMITHBREDR

stability reports;

REMRER,

the source and verification of conditions of storage and
shipment;

RERUER S ORUEREE;

audit reports concerning the quality system of the
manufacturer;

HEEEQOREVATLIZBET2EETHE;

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; '

SLEREANBHICHRIABAREN IHRELZRETHE
féﬁﬁfﬂ:‘.Eld)ﬁﬂ]tiﬁﬁ"é“_i’l)%fJW(%ELT:C&"&EEEE?'é}'C

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

ZETLBE. RRHFIOLOOTHEEOERSBE, &
FAShA3GMPEERUGMPES O AXEHE,;

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

F—ISA X NR—=YV o RBELTWANYFOREIZES
e THOER

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.

LERELE-EEHREORSETIARESORBMEE. 8H&
¥%&, SlROTRKER (BRFEFFAIEO R R, EURM X
FZEMN EETORRERBICX>THEERTS,

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,

BEMKEEL. v TFERIETARICA—VSA AR -V
UHAEEBLTWSEEN, BELENLBEHLEFBALN
&%, EALGITREGSWN, MIESE,

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.

3, AREA RGBT ORR T —ISA AR =T
DESTCHE. AEshdlE, BuT B[S
(SHEb T hIEERAL,
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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 énsuting that the activityis.
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, g O EBH I E->THASA TS S, DEEER
NIFISANEREEINARBLEMOESR TREERE
B EFITFICEIMNITFOEBTIZ, HLILER
HTHATINTVAEERICBVLTIHOEEEEEICE-
TEShDEE, F—VSAZAFNR—YURINLDOER
EBERITACEEERSINGD LML, jBER{KEES
&, ChoOEFFHHIBENSCELShGMPREIZHE
BLTWAILZHRETIEENBY. COAICEATHF—
USAZRN—=Y N &BDTRENAA RAZRDETNIEGELA

Ly,

SHIPPING

(323

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

43 AREOEEE, FEFICEBVWTERERBEEREXT
G)J'EIEJ\I:J:'J’CEEi;EE.“#’LT: BRICfE>TiThRhiEE
B, , ‘

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.

44, ERBRET2EBOEFTEHEDFIENET T5F
TOHM. ARKEEOERTICZRELTESMTALE
oty OF—YS5A XK~ U2 & HEA R UV QBEE
ERDEREOBFUTHE. ABREREAL. Chioh
F =54 XRI8—V AR AR ELEZ THEHE
HIER &—FT A EEHRELTIThIERLTWN, 2RO
HEHZDWTIE, RBREREEXIIRBAICKYEETS
BEBI7TANVAICERL., RELAITAIERLAL,

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

45. A—FREOIRYRD L, ARREAVEERER ERAE
AEESNDATICIIRENEREEFSAFATESLIICL
BTN IEELEL,

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

46, BLERE X (TMA LB ERLI-ELZEO HEFOEHE
ZRELZFRIEESEL, FHICRRAOBKEICDONTE
BLAThIEEs5E0,

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 the
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 autherised manufacturer for re—labelling, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceability ensured.

47. HHRRERA DI~ AREEZBHTHILIE
BN BB ELR T NIERLE, CORBBITFIRES
PO TEBLAEGTNIFELEN ARENBEREDEE
NMHhIEOBEE., FIALART-A—HWE VT OAR
EREEREETOREFALKICESE. BBICHTD
BREOHESMHEO—RELTHRALLTL R
Wo FA—YSA X IR—Y L EETFNRA AERHET
NIFHEEEN ARERL, HEEEXIhORTESh 8
EREBLEIANOBEHNSNATAEELE0, XBE
BIB/E . A—VIAXF =i LDERAEhLIThIT
;&67@&\9 EHRZREL. R0 HREERALS T
EB7ELY,

COMPLAINTS

AL
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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 sponser (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.

8. AREDRBICEHETHHRNRENHERIL, BiE
KANTHARE RV ARIKESE (RE-TLA5E)M
THBLATNEELEL, CORBEICIT, BER. BEH
HRUHERE ORI IBENTREETm IS4 47—V

FAXRIN—Y L HERBD aE%‘ﬁ\*ﬂﬂU&thi&
5IELY,

RECALLS AND RETURNS

[EIUR &5 AT

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
procedurs.

9. SEREDEYEFDRERRIZOVNTOXELICETHF
JER ., BEEEXITRMARE (RUE-TWHI5EE) L
AT, BREKEESARYERHLTNIEASE0, ARIE
YUEMEE—S—HUBFRZEREETICEITSENEN
DEBZEFRITINELDL,

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.

0 BRKEED, AT SN REXIROER
R OB A S FUR 0 S BN B TARKIES 38
FTEDURTLER TS LEEAL AR T RE
LY

Returns

R

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

51, RBEL RBSh-FIERBPIZHESKTISAR
f_’ziﬁf%iz\iﬂib. AESNEEHOT. BERNShiThiE
YA A

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

52. iRHESh - ARRITBREIZH RS, BYZEH#HsN
TLWAIERARERBATRELATNILESE, EHH

|BREOEEBBFERELZThEELEL.

DESTRUGTION

o 3

183. 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, JREAKEE L, RERARY/XLRIAEBEDREIC
BEEEEHT5, tD-HABKESFAIE-TRELELZX
ELOLICABREZRELTIEALAL,

54. The delivered, used and recovered quantities of
product should be recorded, reconciled and verified by or
on behalf of the spansor 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. EliX, A, [ESH /- RERERED, B4 OBEBRER
EREEE. TLCEaRBEES. BBREKEEIXEE
GD'R“.IEJ\b‘%ﬂﬁbﬁﬁ’é‘L#ﬁ%ftbt;lfhliﬁ%tb\o RE

BERFEDWIRNS (X, F—FEHEL. BREOLEH
Ay, BENERSh-RICIILO THLBBREER
HBAICE T XTI LEBRIBENICREESN OIS TH
Do WIRAM S ERDERIZOVTIE ETOEREHAT
;‘:‘%fﬂ:ﬁb\ ZORETABREKBESMRELGTNE
EBTELY,
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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.

55, ABREANET JEE. AN AYORELH LR EX
L7 OB ERE ARKEE RS R ISAL L, oh
EOXEIHLT D AvFRU S XSHBRESN, RUE
BOREMBERECFEL. RO EENEA~DN—Y
EUTFA A RELEF RIZRLEL,

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

SR EROEGLERERELD (EHa26~30)

a) hame, 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); '

(RBRIKREE. EXMARREES 2B ILERE

VEEMO B, R, BEEES CARE. BRRURZR

DERAROTERE)

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

LFI, HEEE. BEHENOR A —T U HABDBSIC
(FABREOCRTBREH. HE

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

(cLW'@&ﬂ%’éﬁiﬂ'éTz&&0)/{&'9‘-&01/2[3::1—}2’

B&#S

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

(BBRORAERTREET HIaBRa—, JAERIBAT. ARE
Bl SRERIKEEE (BICEERATLES)

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

(VEBRERINES ARES. ZIThLERES

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

PRRE S ERORH (). GBS FTNENEE)

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

EBREERZEBEXRXLaRECEERAICAESN

[ RO OHABESETES)

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

MARERIZRLIRTEEDOTEES

i) the storage conditions;

(MR EFH

i) 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.

()E AR (AR, SR EAEITECTHERER
). B/ &R R UEkRS2EHT OBAT

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.

I FHROFOBMEVIERICE(ZE]. ELAREZ
HBRENBEICHLRLAVHEIEERG

GENERAL CASE
For both the cuter packaging
and immediate container
{§26}

Patticulars

a'tok

— By — ATOSULETR
HEAELEREROEAICTULER 7 2)

ERE

al~k
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IMMEDIATE GONTAINER

Where immediate container
and outer packaging remain
together throughout (§29)°

a’vicde

BEEEADTANETR
EEBHHNEMECRETIRS (ha W)

gt'cde

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

abk¥ede

HIEBBEADSULRT
TYRS—ERZ (P EELZ vz oal 30)5

a2 b34cde

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).

1 ABRELARER. AUREROERAROHDOFE
EREDOEROBESRS X, HREINFEADRO/NMEF
PVAHA—FDREEZII TS, BUICThoEBREFTL
fw‘:i{: EEINTWADT . SANLIZERFTIHET
LY,

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.

2 88RE. ARCEYT AR, RUREROERHBEOD
OO EEBREDEHEREFSFIRTTILENG
l,\c

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

3. B EERIIEOABEREAICOLTERAT,

4 The pharmaceutical dosage form and quantity of dosage
units may be omitted. -

4. Bl S B L BB .
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5 When the outer packaging carries the particulars listed in [5. SV E3EMN S a2 2612 F| S TS HHIRBEZSD
Article 26. LE, _ ‘
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