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MANUFACTURE OF INVESTIGATIONAL ABROELE
MEDICINAL PRODUCTS

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,

SREIEELGMPORRACERT A58
FLTHETLH L, OHANSA TR OB
ERBEICIG B EET S L, FIREICDINVT
X, TRRONEOENIZ#-SLERICHLTERT
HBHE, &Uﬁmf})ﬁﬁﬁﬁﬁlﬁl_ﬁbf*tmfﬁé_
EDRBETHD,

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 results 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.

BERCAVTRETShEEESCTARShIES
[THE LB E I T 2R 7588 MNT S REMEMN
55, ERESNE~ODGMPOEAIL. HBEAUR
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The production 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

HEESEL BELLAEEENDPLGNE. 2
BIABHETHA-HIZAET A AEHEIC
o TLESIE. BEALLEIBRIEOERALIEL
EHdE, BUICAEBEOZBERLRRODUA
ST RIENS. TREICHELEVEHTH
5, BICABREOENCERICETIEERLSFR
DI E, Bfﬁi‘&'jl:l-lzzi\UT—:/a./fﬁH‘HETL\
HWlE XBEERESh—BEEANISNI-T
RENAFAINLARELHSD.

SOme way.

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.

—hoOREELTRBE~DODGMPERLZRESICHE
BL. AFI#Sh TWABEADETH L, i
BREORELEUETORBEERBICOWT
ﬁ;&éﬁﬁ%ﬁ?%iﬁﬁﬁfmﬁ%‘twm BEMEREDHE
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The increased complexity in manufacturing
operations requires a highly effective quality system.

HEERZICBVTIU—BOEMESBALTIS
OIS BOTHPLEREVATLAROLNS,

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.

A7 Ry IR ITERERBOER, Box. EANCH
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Non-investigational medicinal product
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Products other than the test product, placebo or
comparator may be supplied to subjects
participating in a tral. 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.

BERE. TSR XITHBRELUOAOEFHIEES
MOFEEFEA~REHENSS. TOLSLEFX. F
EHXIZERIOBEMASEEBORIZEE
EVMELTEREINDTREELBY . RU -/ NiFFK
NEEENEEEA~EINSEERETH5-5HIC
BHETHD, T-FEFIEBR2MELEZET S
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D CNEOBFNIEBEOBRBEICEENLZVLED
THY. BBREEERIEABERICI>THEEN
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ERRBOWRIZFED AN ERIZHE-TILVATE,
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AEREEZETHE. HEFRTRBERERTH
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M. F . BARESATWSEOTHAIE., A8ikiE
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Manufacturing authorisation and reconstitution

Bq
HEFITRVESAOHS

Both the total and partial manufacture of
investigational medicinal products, as well as the
various processes of dividing up, packaging or
presentation, is subject to the authorisation. This'
autherisation, however, shall not be required for
reconstitution. For the purpose of this provision,
reconstitution shall be understood as a simple
process of:

BRESERUBSHGEEDE T TRINT,
B, REIHEEEEORLLGIEIE., SFalIci
2. LOLZOHA IR EDHORBICEERS
ATLEL, COREO AN, 50 HDEHR
FLTOEFIRELTERISHE,

- dissalving or dispersing the investigational
medicinal product for administration of the product
to a trial subject or,

BBROBBRE~DEDOBREOFODERED
BRRUBRETHL

- diluting or mixing the investigational medicinal
|product(s) with some other substance(s) used as a
vehicle for the purposes of administering it,

Th#B 5358 T. BERIELTOROME:
HIZEBEEZFERIBEBETHE,

Reconstitution is not mixing several ingredients,
including the active substance, together to produce
the investigational medicinal product.

BEOLHOFART, ABRFELFINETH-HD.FH
MEGEESLV OIS DEESTHLETIRL
Ly,

An investigational medicinal product must exist
before a process can be defined as reconstitution.

BREO-OOHABALERSNHITEOMIZ, JBEBRE
AFEEL TR RIEESAL,

The process of reconstitution has to be undertaken
as soon as practicable before administration.

BEO-HNEHEL. C2oRUBESOBMNI-TD
A FRIER DALY,

This process has to be defined in the clinical trial
application / IMP dossier and clinical trial protocol,
or related document, available at the site.

FTREE. ABRE/MPERRVEBREHEBRE.
XL EREHERTHRATRELBLERICERS
hizFhlEasily,
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Blinding '

A procedure in which one or moare 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 of blinded products.

BR(E)
—XF_HFHL L OBRAGRSE (HE) SRS
HoOBF T CHATERLVKEZD(AAE. — &
BRGEEHBREN M TEOLMAEOZEEE
7. ¥ _EERILER SRS, AREM. T=
A—ELERVBEICKYT—2FFEHANEST
(&R TEHMREBOCEEET . BREICEL
T. BRILAREIES OERIH > TaBREDH
REBEEMICRICEEEHYT D BRORBIEIE
BICEBREDEHRZHEANTLZEH®T D,

Clinical trial

Any investigation in human subjects intended o
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, distribution, metabolism,
and excretion of one or more investigational
medicinal product(s) with the object of ascertaining
its/their safety and/or efficacy.

s

AB EBREORERS. REEHFRARY /X
ZZOMDENFHERER LT & RIIRIET
P& BRU/RITEBREORERERENHLL.
BRU/RE—BEXE-TRBLLLOBEREOE
. 9. RERUHEE. AR HERER
THERIC, ABETHILEZEERALTLS,

Comparator product

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

BBICBOLVTHBELTRAVSEREXETRE
(P BRABE) . FLUTT SR,

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 authorised
form, or when used for an unauthorised indication,
or when used to gain further information about the
authorised form.

AEREE (BAD)
BRICHENLIXIIHBELTRLGNSEENE
(RIERETFROEF=ET . 58, BIREE
FiERL LB CHEARIIERENS (BH LT
BEEND) EE. RITERZBOBLAEIZEASND
EE, RliﬁﬁtuﬂﬁcﬁllI:JL\’C:E)JD'I*#E‘&%%T‘
ILERENBHLEZET,

Investigator

A person responsible for the conduct of the clinical
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.

BEREERD
EBRREERBEICE T ARREDTESE. HL
ARNEBRERERBEICELTERANDES
F—LELTREShILSEBRREEMIRESD
63’-—{;;') —4—%{EL. GREEEMEEHFEINS
"ELHD,

Manufacturer/importer of Investigational Medicinal

RERAERE EBREMHAEE

Products B WADHNERAT DA,
Any holder of the authorisation to

manufacture/import.

Order BT

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

HABORBERENENT. AERU ./ XITEBRE
I HIET .

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.

HSHREE

BBREONT., 8% SEEERRE. AyTFHER
VERIEIAATTEOEERERTTIRIZY

BLEh2eHBESTIMOSEI7AIL, RiTd
BELeEHESU 7 INESHELTWWS—MOE

Bo27AL,
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Randomisation

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

®miEAL
Bl TIA T REVEKT BES5BRNEERER
WMEBREZ RSB ISHBRICBYFIDTEE,

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

#|ELHILO—F
BIEALIETELAOEBE IV F-AE X
MR TEDZIVRL,

Shipping
The operation of packaging for shipment and sending
of ordered medicinal products for clinical trials.

[55-3
BRIBFLTETEZN-EREOREDLHD
TDEMEFREETEER.

Sponsor

An individual, company, institution or organisation
which takes responsibility for the initiation,
management and/or financing of a clinical trial.

BREEE )
ABOME. EERV, XIESHERELE
THEA, R4, A FHWEIH .

QUALITY MANAGEMENT

mEEE

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

1 BLEEEFREIMART IZKYRE. %I, BRET
ENDRBEATLR, BREISEAShHGMPR
RIRUBAE M 2EFRBLDOD. BRIEBEDF

;iE%EPI:EEﬁT;—%C&:Q '

2. The product specifications and manufacturing
instructions may be changed during development but
full control and traceability of the changes should be
maintained.

2 BB L AEEREIRREAETBLTE
B THLHN. EEORLRERL L —HE)
TAZHRETHLE,

PERSONNEL

BA

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

3 AREEERFIHETLLERAR. ARED
RERAOERFRICECTEDICETNET S
Z&,

Even in cases where the number of staff involved is
small, there should be, for each batch, separate
people responsible for production and guality
control.

BRT DRV IZDENDENGETHLOTE. &
NUFO-HOEAEERLISEER IHLTORNA
DEEXEFEEBTHE.

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 EBREHREEEEFIFRTAVIADEREIER(C
BETOIREVATLNEL L FRATAEEN
BAlzhY. TD-OEESFARLABRIEIEL
LHBZR O, ABENNHRRICRIEBE
HESEEDOEHDH AT RZ2LWTIEEI 3
238411k d B,

PREMISES AND EQUIPMENT

BYERU®RIE

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 &1, B (GhER) . BERITARETEIRERIC
AT TELT . FO-HEREROLEIRIE
B/MET B LD BEMIBROHEND, IBEA
BEORN. . BECEBEAFEZRURSRIZBITS
HRBRIZDVDTIHChLURIOBESERMT S
&L FyoA—LBEIC O NTILEY R EEE TS
C&, EBRAORRICBRLTILARED BREE
EETDH L,

DOCUMENTATION

X &t
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Specifications and instructions

HiEERUEES

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 knowiedge. 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 decument.
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. MR (HRERM., —RBEHH, PRIBL RV
AILOERB ISR, BLENS, TEER
ERUVAEEREICETEORY ENIZEHTE
H|ERUVALCE, ChoOXEIFERMEELCT
EHMICREL, SEBISBLTEHRET DL,
EROEHFRITTTT 2. BRHOBHR. RER
HEUVERFLOERFREZEICANTER
L. B —HEVTF(ERET Db, LIVED
EELFFERIH STV ZOFIEEICEREMR
PEVFHREFHOLINEREOREIIETS
EFRZEL L

7. Rationales for changes should be recorded and

1. EEQEREZREL. TEOHERIEEREDR

the consequences of a change on product quality |E&ETPOEBRICREFL-ERIIFELRETS
and on any on—going clinical trials should be & :

investigated and documented.

Order B

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 to avoid any ambiguity. It should be
formally authorised and refer to the Product
Specification File and the relevant clinical tral
protocol as appropriate.

8. ERIILOADENOHE. BERUV./XIT
FOERREEETHILOTHY., BBEEEXIIE
DRBAICE - TEABRERERFIIHLTITIZ
EFETIEINEBIZE TN EFHRFRIZLSE
ZAHYIBD), LHELEBHELRTERTHLS
FLETIFERICERDES . HSRARBRUEE
M EERICEYICGEERTHIE.

Product specification file

ARREE

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

9 @RS (REEsR IEMORREBRIZE
C. BEEOR —YET1EBOIERLDD. #
ATRERET AL ARRBELTROXERE
BLE . NIERTHIE,

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

-HERE. AEHE. PRES. AL IBRTEU
TR RICEATHRB LR A E

- Manufacturing methods. -BERE .
+ In—process testing and methods. IEARREREITOFE
- Approved label copy. ERBEIhERRESANLOIE—

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

-BAET AR BRI MEALI—F(ERET
SBE)

- Relevant technical agreements with contract
givers, as appropriate.

-BETAERGELOEMZINHIT HaE)

- Stability data.

ERET 5

- Storage and shipment conditions.

RERUEEEH
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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
should 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
locations 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.

FEROVRMNI. EBEHBEICEETHEOTELE
=T RTEHREL TSI TEILL, BEASE
FEOMEBRRICELTTIETSTHAS. Chid
IR E. HEAEEBICEIBED N \YTFOHFE®
HEOBNEFEDERLT DI L, TD-H. H
FEEENERHET SEBICHERTELLIITE
TWAZE, Bl -RETIEA RSB TR
Ho-BAEEEOESTIZERINGEE. Th
Th OB ERSNRERRICBY BT MIILER
DIEFRBEhS,

Manufacturing Formulae and Processing Instructions

MAEVNAHRUIEERE

10. For every manufacturing operation or supply
there should be clear and adequate written
instructions and written records. Where an operation
is not repstitive 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 ZEEFERLHHEI OV THRETAMA X EL
ShI-ERRRUVERRIDETHD, DGR
ARBVELITOhEMaE, TAA—HEERES
LY LLERTOBEILEL, BERFTRRH B
hEBER. BROEXOBAKEEICALLND
BRBROFIERESTHICEELLS,

11. The information in the Product Specification File
should be used to produce the detailed written

M. HEEEEAOERE. TE. 2% S 85HE
HEE RESG. RRICFIFALEAOERES

instructions on processing, packaging, quality control |[{ERE S AREIZ(E T AL,
testing, storage conditions and shipping.
Packaging Instructions aEiEEE

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 quality 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. ABEIEABROHBRERICFRTLENE
FEhd, QEHEUHT. QEEER. RUSES
FREITLLOICHBELRBENMFSHT, AETE
OB T AL, ERESN-BRBEOH
ENRERTHACEEDEARXOBRME TSN
T 5D EERERXERES HL,

Processing, testing and packaging batch records

I#E.8R. 2k \vFiER

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. Ny FEEFIEEFRICRESN-CEMADMD
S —EOEEEEIZOVLTHAIC IR LTEL
THE{TE, I\ FRERIZIE. FRALE-FIECTES
NEBIRICHLTOR LSRR, T-565R2EI12H
TAHMEEFED. BERFZORRBIZHFEETHI54
B EMRESHHIE,

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

14 /Sy FREEERISEET HSRFIRES L T
SRAEIE D ELRET HT L,

PRODUGCTION

B

Packaging materials

aEHH

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 EVREEEORER. RESEHHIC
LANUFRIONBR LOEILO-OHICHMBTHLE
BORABI TSN TLESCLZHLETIAEEZSSD
T:%W-E&%:to ‘

Manufacturing operations

BEER
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16. During development cntical parameters should
be identified and in-process controls primarily used
to control the process. Provisional production
parameters and in—process contrels 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 necessary instructions and to
adapt them continually to the experience gained in
production. Parameters identified and controlled
should be justifiable based on knowledge available at
the time.

16. FEHEFEBLTER/SA—42 B EL. T
IRERATRIEXWICIE*EETA-HIZER
T 5L, BEMARENRSA—2LTEREEIL.
SUBHDBEREBEIBONI-LDEEH TR
DEBHMSHTETEDLTHAS, VELIBRELE
BL. FOEERERERICHBON-A RIS
[SEREEA-0IZF. HEFREEICLDTEREL
EENROOID, HFEXh. BEIhzN\TA—42
. FORACERTEINHICEIZTTEHETS
&,

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 authorised for marketing. Likewise,
when required, virus 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.

17. BBREOEETEIC OV TIRHAESETRHS
hWBHEBEFET/\F—rFE5I LB N TV
WEELREIC LTI TF—rETHEh AT

EAEFEND, BEERICHTIBBIIED/ )

F—iaUIDWWTCTIRHRODEERZEE SERL AN
DRETRETH L, RIFIC. BETHNIE, 74
WADOTFEHSLE / BRERUVEYHFEOMROT Y
DOFFHIE/BEN A TFH/O0— A

¥EDREUZRIATA-HIC. COFTBOHAT

ZI:RS#L_'CL%H%MEE«E’EWl:ﬁéor%ﬁé
halé,

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 MuF YA XHNENEE . BETRON)T—
LAVIIFRGEEAFET S, cDHES. RTA
BRHAMEBETORTARKBELDYSD, tL. R
A THY . ThUNADRTREETOIEE S
L—hTEIOTHIIE. SBRELTIVREGER
HERRTS-HICE FYSROBEUTRET S
Z&. RTCAEFHICOVLTIE, LELEREY 57
OORELRBAEGHOFEXRDUNVIHF EBERT
EESNH LS, HRROHFIREVE LD
HEROBERME/ VT HILITKELE
BEH#Sl&,

Principles applicable to comparator product

BRI L]

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

19. B5 G [CERZMASBSICE, Cho
DEEICE->TER GHRE) OTOUEAREE
fELigo-CEE RS 5T —2 (PR IL. KE
. LEBHER, AT T7AASEVTNEAFL
THELZE,

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 HRBEOTOIEICEHSATLAEDHR
3. &0 BREMIEEFEL- GO HAELAGLMED R
BABOEL-BEICIERTEY .. HEELLT
BELEWLTHDS, BPLFERBEIL, HEED
HE. SRR RVIALBECRBRORESRLS:
EEL. ABRIEEENTIFORBANRET S
&, CcOHRITEHETELLIIZL, ZLTROA
HOEDPBEME TSV, HEHHAR LA
RGO BESHEFRLICL,

Blinding operations

Bixit
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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

21 BBRROERIEShTL L8, BREA R
FEShTWH—AT. B FWHES . BRAIOKERE
I\ FESEEOTERLL BBEORIENSE
SNTWAHCEEZRAT DODLATLEZERTS
& E L BRRIZBLTITAREDEAMNTC

operation. Rapid identification of product should also || TEALIIZLTHEL{ZE,
|be possible in an emergency.
Randomisation code #EEAE—F

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 BBEOIEICALARESR{EI—FOERL,

WEREF, B, IR, REICEY L. RURE

BIEI—FORKRAEICEAISFIRELERT S
Lo ChoDEHRITATICRETHL,

Packaging

253

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 preduct mix up must be minimised
by using appropriate procedures and/or, specialised
equipment as appropriate and relevant staff training.

23 BBREOBEERICAEVT. RABICALEES
AL TRESERGRERYERSC LN HHEELH
5, BSREER T HUAVEENGFIEE. ki
Bl ERERE~OBVLEFIRIE>TH
IMETHIE,

24. Packaging and labelling of investigational
medicinal products are likely to be more complex
and more 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 BBEODRISAILFRIEIEFTERE-ESIC
ATHEMTREFECLAVFRICThEZAEH
FAHIEITLYEE) . FITABAENLTOATS
Bt ERELEFERT L. SYRHETHEL. 50
-8, BT NG SN-EEXRICEE57)LD
WMEREE. SAVIVFSUA,. TRAEEOERD
A:Zi.ts SANNERBHCHT 2 FEFEERIET D

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%I. ABEOHERVENEIEBAT
DERETELTERHLGEATICEMM TSI LE
RIS DEDOTHITAIERLSEL, ik iz @
DR HEOHETANMEASNATNEINRBRIZHE
TEALIIZTAHIE,

Labelling

£ B8

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. BIUZZERT B3 26-30D RBHNEE
FEOH, SNIWRRLEWDCENEZHETELLE
YAZIE—TELEBFERIES AT LDER) .
TROFERESAIETRTEE,

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

) BREEE . ERAM% LA S M (CRO) X
(LABREMOLH. 7. BHES GLBEL. AR
RURABOBREREO T ERE)

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

b) #Ils. BEREE. BEEUOR. A — T BB
%ﬁ%l:fii‘aﬁ%@%ﬁ/ﬂn%éﬁﬂll&tﬂgi/ﬁ

1 For closed blinded trails, the labelling should
include a statement indicating “placebo or
[name/identifier] + [strength/potency]”,

F1. BREBICSHLT. RRIEITS5EA)sE
;%Eiﬁ_i)% W BRHEN R USSR/ Dl Ofd
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¢) the batch and/or code number to identify the
contents and packaging operation:

c) ABEARZ BT H-HDN\YFRU /XX
a3—F+FES

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

d) iR A LRVLVEBE ., AREN. ABREMET
ABRKEEOHEMN Z0IREIC T H0RBEI—F

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

gi_ﬁﬁﬁ%éﬁﬂllﬁ%/iﬁﬁﬁ%s &ZHTHBE REE
=

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

) RBEROZH (). ORCEENLELBE)

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);

g B5 & (GRIERIVRENLAREEETH
ICAREN - FAXELORRAENSESD)

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

h) CERRBICIES IX ZHELOEEES

i} the storage conditions;

D BREFY

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.

) AR (AR, FRMHEXIBEISHLT
BRERA). A/ Fk. BiRcERIET SR

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.

K T FROFOBHIELBARICE(C L DR, 12
ELABREZHBRENEBITHELROGELVEBE
FR<

27. The address and telephone number of the main
contact for information on the product, ¢linical tnal
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 REARLARERICEAT H1EE. RURRKROER

B O-HOEEREDERVOERES L. R

EHN AR ERLI B AXEOI—FDRE
2T hoEFERF-TLAESEESh TS5
SIZBWTIE,. SN EIZRTTHHEILLELY,

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 on 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, FEMRBAITABRENAFERAShNSEDARET
RETH-E, B25a 261255 -3 5EA T E
EEREUARBICRTTHIE (732029, 30
TR 2BEER) . EEERRUAARICE
TTORBARICEIERIIRIIZELEDHT-, D
BETOREZEBMNLTEHEL,

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 carries the particulars listed in
Paragraph 26, the following information should be
included on the label of the immediate container {(or
any sealed dosing device that contains the
immediate container):

29 BlSA . HREXILEREERET IERUES
Elz, EH2La 26 TREL-HALRIRRIALE
HEh T35 yrI Lo THAEERRA
UCESh, —#BITRGELTHECEITE-2TNSIE
EiF UTITRIFREERERL(RITEERETS
§%t§ﬁuﬂ5mmﬁﬁt’w%ﬂ 2S5~ LT

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

a) REREIEE ERRFEXEZAREARITEE

EERD B A
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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) flfe. EEEREOERRAF CERARD. &
SEHNOE. F—TURBOBEICILEREDE
Lo V-0t v Ml i

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

c) B EAERZHANTES/\vFRU /- RIFI—F
&=

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

d) MICEHALLVMB S, SnERIER, SaBREE R U
ABREBEEOREMN EAREICT HaBREa—F

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

o) HBREHMNES EREBES. RATHIIREREE

=
=

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 LLEESENTIRS—GENREFLIMN
o326 TRERSMSHMRANR T TEL
WFZUTNDESINENa S L EDHIRE8,. Z 0
DEICHBRAORTEITIC L. TDIHFE T,
—REBEIZIFILUTOERESD L,

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

a) RERIKIRE . EXRRMEXBZAMBEARILE
&R R HT

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) Alfz. RE5 R EOBREATIERAE) . B
SHEUNE. AT HROBSIZIIEBEDSR
¥R B iR . Dl

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

c) AEEBEZRANTEA/WFRUXIiZa—F
&5

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

d) ﬂlllﬂﬁbiﬁt‘iﬁn -~ ;nﬁﬂﬁ.&. /nﬁEEﬁ&U
BREEEOMB) ZRREICT HEBREED—

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

o) HBAZHMMNES ARES. RATIIIRIRE
=

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

instructions may be displayedz.

31. LR U/- &SR ABRRIZ T 5F-5HI1Z, ARl (5
=. Hs)ﬁbﬁi+m’&ﬁﬁﬂz?br£$u ﬂﬁcD
%1*&1’36%

2 E.g. labels for cytotoxic products or for products
requiring special storage conditions

E2 AR ANSRNIRINGCEERGEEVEL
FHRHEMGE,

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

32. BeAlZ ARG, TRISRTHMSNEETOSE
BIZ. TORTHROOALILFET. BNT 3
&,

i} name of sponsor, contract research organisation
or investigator,

) ERIRIEE . EESRERETREE. ARE
Bl oD & Al

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

i) znsﬁﬁﬁ\ fﬂﬁgﬁi ﬁﬁ%@:ﬂﬁ@ﬂﬁ’éj
EEICT HaEBRBESO—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 quality
control reasons, not on the original batch number.
This operation should be performed at an
appropriately authorised manufacturing site.
However, when justified, it may be performed at the
investigational site by or under the supervision of
the clinical trial site pharmacist, or other health care
professional in accordance. with national regulations.
Where this is not possible, it may be performed by
the clinical trial monitor(s) who should be
appropnrately 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.

B LLERHEZEETHIHENHIBSICE.
BHOETERBRAMNTLIE COBNOE
RIZIFFHLWERHRERTLA\YFEBSZREL
EZTRTALHE. REEREOERMI., TONAYF
FEEOLTEL BFEAMEBEO LICERDZE, D
EEIIBESN-HEBFRTERT S &, LnL
FEHESNDBEICE. ABRERTABREER
HEOXFMHIZEEN)., RITTOEBTIZ, BLL
T EEEMRICI~TEOZRHMEETLE
BLTHEL, AR TREG &S ETICHFT NG
ENh-ABRE-A4—EYECE>TRBLTHELY,
COEXIZIGMPER)., SOPIZH#-~T. EREZHT
(249258 TEESh, TLTEEFELUADA
M L->TREEENLHZE, COEBMET/EETAE
BB \FREOWMFICERIZERET S,

QUALITY CONTROL

mEEHE

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

4. BARECRAITIEBIMELSINTELT . B2
2/ T—hERTWENIEND  FERDAVTFH
FRAOORBISHBLTCNAIEERIATHLTH
BREALIVEEIIRD,

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. mEERIHUSRBERVERSNTLHER
ZEFLTRET S & BRATFONABHTHI:
CEDBRIETRELERT S L,

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

36 BRtESh-BREEESCEBEOEN\VFOY
Ao TiE, HELGRRGRET L,

Reference sample: a sample of a batch of starting
material, packaging material, product contained in its
primary packaging or finished product which is
stored for the purpose of being analysed should the
need arise. Where stability permits, reference
samples from critical intermediate stages {e.z. those

BER:

SIWEMUTREShTIVAHERY. akE., —
ROFELESTHUG. RIIBRESD N \vFOHT
WHKETHD, TENNEBHoNIHE. EES
REERR (5. SRRBRRUEHFICLELRLO) M
5, RIZEEEEOEETAEBHT DB EN

a batch of finished product for each packaging
run/trial period. It is stored for identification
purposes. For example, presentation, packaging,
labeling, leaflet, batch number, expiry date should
the need arise.

requiring analytical testing and release) or HNEERERETDHL,
intermediates, which are transported outside of the

manufacturer’ s control, should be kept.

Retention sample: a sample of a packaged unit from [{RE#Fdm:

BROBEEE/BEYNBORBESKO/\YFH
SOEBEEHOH LTI, B BROL-OICREZ
ha, REIZRLTHAE. B, BE. 2K
T.EMAXE N\vFES. ERMEB,

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

Z2{NBE. 2FREVEFERIRALTHS. I&
Hh. RELRRBBEN, TOLIBRRTIE,
BERRURFRBIERTHILABT LA TE
Do

"7 R=




Reference and retention samples of investigational
medicinal product, including blinded product should
be kept for at least two years after completion or
formal discontinuation of the last clinical trial in
which the batch was used, whichever period is the
longer.

BRI -BREZEUEBEDSERRUAET
@E, EONAVTFEFRALEREDBBOTET M
a2 M, UBER G AIE #0710 EH 24 /R
OLThhENADORM. RETEHIL,

Consideration shouid be given to keeping retention
samples until the cknical report has been prepared
to enable confirmation of product identity in the
event of, and as part of an investigation into
inconsistent trial resuits.

FELI-REBEESREORBEOD—BLLTABREFERT
BRTH-ODOLBHREEFERTIHET. BRER
FRETAHIEIIODNTEETLIE,

37. The storage location of Reference and Retention
samples should be defined in a Technical Agreement
between the sponsor and manufacturer{s) and
should allow timely access by the competent
authorities.

37. 2ERRUVREROREHMT. EELEE
¥EROBEMROHTERL. UBHITLSEROIL
AURETRETH DL,

The reference sample should be of sufficient size to
permit the carrying out, on, at least, two occasions,
of the full analytical controls on the batch in
accordance with the IMP dossier submitted for
authorisation to conduct the clinical trial.

SEQIT. EBREERTH-HIZEBIZEBL-
IMPEEIZH T, \vFDTATOFIEHEE D
B —AEMT RN TERLICHERLEET
HHE,

In the case of retention samples, it is acceptable to
store information related to the final packaging as
written or electronic records if such records provide
sufficient information. In the case of the latter, the
system should comply with the requirements of
Annex 11.

REMOBE, RROEICEET HIFREFEE
XEFENCDREMRLSIRHERSTOIBRS. B
FHLGREFELTRETHLERBHOND, BE
DBE . PAT LTI ANOBERREEMT-
L&,

RELEASE OF BATCHS

PNYFY)—R

38. Release of investigational medicinal products
(see paragraph43) should not occur until after the
Authorised Person has certified that the relevant
requirements have been met (see paragraph 39).

38. ABEOHRT (923438 0) ik, HFEHE
EHNEESTAERBEIGESL- (2230395
HR)SIBHEF=HITITHET, RELEWNT &, (BHEIC
LT HERIESE IT#RD2a340120%Sh

The Authorised Person should take into account the | 2B EEX T HICERET HI L,
elements listed in paragraph 40 as appropriate,
39, [--]* 39. [---]x

* This Section is specific to the EU GMP Guide
and has not been adopted by PIC/S,

* ZRIAB(XEU-GMPIZRENLEHTHY.
PIC/SELTIFERAL TLVELY,

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

40. BRI OIBREBHELO-DHIZEEIN DT/
FOEMIHECHELLTOEIFEEFEL,

*batch records, including control reports, in—process
test reports and release reports demanstrating
compliance with the product specification file, the
erder, 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;

-RBRENS. TERAERESRUASEEE.
R, ARREEELEASILI—F~ADESL
R EERTHAHEEFSL /\vFiRiE. Chod
RBRICITTRTOER, NFTENEEE, RUE
DEODEMERRIIRABREZSHEL. 2hd
ORFEGRE AT LIZR S THBFHEENTERE
. RKEBETAHILE,

= production conditions;

B

* the validation status of facilities, processes and
methods;

B, TERUATARD )T V3 HoR

* examination of finished packs;

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

BLTIBE. BARICERSNAS T XILRER
BEOER '

- stability repaorts;

-REERES

* the source and verification of conditions of
storage and shipment;

-RERUREEHEOBILLBRIER

+ audit reports concerning the quality system of
the manufacturer:

-HEREBEOSREVATAICEHTIEERE

* 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;

HEREASRBICRAAREN IR EIE
FTHILEMHE QBN RTRABICL>TRES
NI-CEZEBHTAIXE

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

BETIBE . BERRREODOTRENE
$$§ BRAL-GMPEXEBUGMPES O AR
alEBR

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

CHEHEEARBLTO AN\ TFOREICRLE
BELThSERUNDESR,

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.

AW o)k ARl F £ 10) N

& S20OWREKR(ESRERRRIEEOHE.

%Ugm\ém;t‘%ib\)t%@ﬁﬂﬁﬁﬁlﬁl:é:of?é%
+3,

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.

ERAEE AR HEE LS . BREN- Al
E—BLTVNBoEEBEL TN BT L AR
BEMT BL. BV AIBH,

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.

41 BBREARLS-BRN DRELHARES
DEBETCTHE. afIhdiz ZITIREIC
FENEIZHES L.

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 guestion. The sponsor is nevertheless
responsible for ensuring that the activity is
adequately documented and carried out in
accordance with the principles of GMP and should
seek the advice of the Authorised Person in this
regard.

42 W OERFBTFTIC. SEEENEIRTE
EHGHEREN O 1R TIE BRI I EE A BRI 0O A
IZEADRITFOEETIZ. HELLERHCHT
ShTLWAEEARAIZBVThOEREREIZLLT
EixhdlE HEFITENChOoDEETRE
BEFTAEITBRENAL, — 5T, ABRIKEE
I2id. #FFEHHFETICXELINGMPREIIZE
BLTWAZEZERTIEELADY . KEITDONT
HEFEEICEATENARERO B,

SHIPPING

353
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43. Investigational medicinal products should remain
under the control of the Sponsor until after
completion of a two-step procedure: certification by
the Authorised Person; and release following
fulfilment of the relevant requirements. The
Sponsor should ensure that the details set out in
the clinical trial application and considered by the
Authorised Person are consistent withwhat is finally
accepted by the Competent Authorities. Suitable
arrangements to meet this requirement should be
established. In practical terms, this can best be
achieved through a change control process for the
Product Specification File and defined in a Technical
Agreement between the Authorised Person and the
Sponsor. Both steps should be recorded and
retained in the relevant trial files held by or on
behalf of the sponsor.

BBREI2EEOHFFIENT T T HETOHOH
Faﬁ\,usﬁﬁiﬁ%d)”‘E'F‘Cﬁ”L‘Ca‘sc_é: H 457
EHICEOHAHERVARKEEICLLEER
HISH T OMEBTFHREROLFTHA, JAREICE
e -FHARUHEEERICEVERR I FHE
AL RRBICYBICRESh -Fl—BI HCL
. eBREEE LRI HIE, _CDESR$IE€'E
AR EERILY AT, REMIZE L &
mBHER UL HES LG ﬁ%ﬂﬁ%mﬂﬁﬂ%
Hﬂﬁmfiﬁiéhf*ﬁi BltkoTERENLHD

mOEL, 2ZEREOME IOV TIE, BBREkES
}Zl;tﬁ’.ﬁ)\I:J:‘—)Eﬁii'd‘éi‘é‘éﬁj'?-‘l’lblﬂl:ﬂﬁié
h.REIDIE,

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

4 HRBREOREIEEEFRICESSE, ,nsﬁiakiﬁ%
RIFFORBAITIH TERAGN - IBEIZHE->TIT
3 &,

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

45 A—FRBFEOEGROITABREIEBREHERE
Eﬁ«ﬁ%%é#é%ﬁﬁl ZIREAETEHAELNFIATED
£31Z b

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

46 HEEREN ITWMARZEF LU ERESN-EEES
DEMBABRERETHIE. BIIFRAOEMNIZD
WTRET L,

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 cutside 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 authorised manufacturer for re—labeliing, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceabhility
ensured,

HAHBBREICMOERNABRESENT HE
EHAN BB BE THD, COBENILSOPIZHES &,
BRELNEEXRFOERN_HIBE. TOERE
X, FAITABE—4—HECTORBERER
HETOREERGRFIR SIS ABREBTTS
ZENBUIMNESHDOEEET AED-BELTHE
BT AZE T-HBHEEEIZLDPRAARERD
AL, ABRET WEHEEFICKHHADOHIZ,
HERERINETHNIMORIESN-BERTE
KB ~EATLHIE, BREREFEL. FL—HEUTS
D ICHERTHIE

COMPLAINTS

£

48. The conclusions of any investigation carried out |4

in relation to a complaint which could arise from the
quality of the product should be discussed between
the manufacturer or importer and the sponsor (if
different). This should invoive 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 BABENSEICES(ERICEELTREL-
LD DREERFRIL. 2EXENTIHBAEER
VERIKIEE (BT E)MT#d 22

& COREEICIE, BETSAE. HRMRERUE
BHEICHTIEBEENGEEETET 5B THE
BEHLYZABROEEENENT L,

RECALLS AND RETURNS

=]
AR

&% &38R

Recalls

B4R
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49, Procedures for retrieving investigational
medicinal products and decumenting this retrieval
should be agreed by the sponsor, in collaboration
with the manufacturer or importer where different.
The investigator and monitor need to understand
their obligations under the retrieval procedure.

49 EREBEORNREFDEIRICDOVLVTOXEIZE
TEHFIERIT. WiEFEENIHMARE (BG-TW

DBE) DB AT, ARIEEEICE>TEEEINDT
L EBEMEE-A—IBLEFIEREETICET

BDENENDBHZERTHHELHD,

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.

50. BRICERASh OMBEX IO ER SR Ot
BREASRSENOLEEICELTERIKREIE
BTEHVARATLER>TWAILZ . BBEEE
FEEE Y Do,

Returns

iR ik -

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

51 BBEL. ARSI -FIREPIRESn T
HAEBKEEDED A EEHTIESVTESY
Bk,

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. R EEN IR BRIES RIS SN EYIISE
HINTWA2EARERBANTRETSIL, B
Sht: AREOAEEBGERETHL,

DESTRUCTION

BE

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

53 BEREBEX. XREARV/ RITERSNTE
BEOHBRLSYIZEIEETDH. TO-HEHEEK
EESRID>TERBLAE-XEGLICARELZREREL
A &,

54. The delivered, used and recovered quantities of
product should be recorded, reconciled and verified
by or on behalf of the sponsor for each trial site and
each trial period. Destruction of unused
jinvestigational 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.

5 k. &M, MRENEBROER. EAD
ARERERRBLTAThOABRIRIIC, A8
KiEE X122 ORBANRRURSTRBLURET T
Bk, XERAAREOWENN . F—HOHR
EMEL. BEOULSBANGY . IR RBEh1#
LS T L AR E RIS T3
S ABBMRIC TRIET 5ol REAS FEOR
BRICDVTIE, FRTOAERERE TEBIATH
L\ TORREABRKEE N RET HIL,

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 RBRRERENST AR, BFAYOEREL
SHEARBR I ETDRERE EBRERE~BETD
Z&, ChoDIRIFEALINYFRU ./ RITH
BEN. RUSBRORZHNBETWRITHES. S0
B —HEUT1ERR T HE

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

SRNERTFEOEED (R5o3-26~30)

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) SRERTKIEE . EXbiit £ B2t M (CRO) X
[ZERREMD AT, 5. ERES CERR. B8
RURSHOBRFASZOEEREE)

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

b) Fifiz, HERE. RELMBOE. A —TUHER'
DFEITITEBREDOET. WK BEUESE/N
fils
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¢) the batch and/or code number to identify the
contents and packaging operation:

c) NERLEAEFEINTH-ODN\VFRU-XIT
J—+&S

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

d) IZEEEAGLES ., BEER. SBEMRU
BRBRKEEOEN) ATEEICT AEBBEI—F

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

o) MBEHEBNES ARBES. RITHBE K
&=

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

) BBREMDRI (), (RIS FENLMES)

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

g) B 5 (SREMRIBERE VT ABRXEEEER
[CAREh- R XECHOHRASNOHD)

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

h) DEBRAIZRS IX RO TEES

i) the storage conditions;

) RERY

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.

) {5 PR RS (s FARARR . AEAHRIR M EITHELT
AFEER). AKX BRIzOET 5

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.

) T FROFEDENMELVRARIZE(CEI)DORE. 1=
ELEREZHBRENQEIFLROLNGESE
B¢

Where primary and secondary
packaging remain together

a®b’cde

GENERAL CASE — B r—ATHIRIIBR
For both the primary and NaiBEEEFEOmAIC
secondary packaging { § 26) RR(E213226)
Particulars . -
\
a‘tok a‘to kb ba)$IE
PRIMARY PACKAGE —R A%k

—RBERV-RABEHN
ki oT

a’b’cde
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PRIMARY PACKAGE
Blisters or small packaging units

(§30)°

a®bfcde

. —Rag
T2 -8R (A EI
(£92330)°

a’b"fcde

3 For closed blinded trials, the labelling should
include a statement indicating “placebo or
[name/identifier] + [strength/potency]”.

33 ERARICHLT, RIS A RN
FEREDEH. HRFERUEER/HEIERTRL
TWhHERRESL L,

4. 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).

E4. ABRRLEBRE. RURRROERMRD
FOHNOETEREOEFRPVERES L., HEREHEHE
HERDNHFEOH—FOREEZRTTNS, Y
ITZhZEERB->TLSESIZEEEh TLAD

T, IRNWLIZRTT HDHEIEW, (273227

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

F5. HaEntsi a6 RESh TSN
BizELEE,

6. The address and telephone number of the main
contact for information on the product, clinical trial
and for emergency unblinding need not be included.

X6 BlmCARE) . BENBRRURABROERGH
ﬁa);:&bd)Eﬁﬁﬁiwﬁﬁﬁ&%ﬁiﬁ%@ﬁbéﬁ
BRI,

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

X7 BEERIEOCOBHFES OREIERAA,

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

38 EXROAMERUBREEOHEMIIHIBT.
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